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Approaches to Modulate the Chronic Wound Environment Using Localized Nucleic Acid Delivery Adam G. Berger, Jonathan J. Chou, and Paula T. Hammond
Advances in Wound Care 2021 10:9, 503-528
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INNOVATIONS

Skin Science from Molecules
to Population Health

ORIGINAL ARTICLE | ARTICLES IN PRESS, 100138

Restoring Pro-healing/remodeling- associated M2a/c Macrophages

using ON101 Accelerates Diabetic Wound Healing

Ching-Wen Lin = Chih-Chiang Chen « Wen-Yen Huang ¢ ... Li-Ying Liu ¢ Ming-Liang Kuo ¢
Shun-Cheng Chang & & ¢ Show all authors

Open Access * Published: June 01, 2022 » DOI: https://doi.org/10.1016/].xjidi.2022.100138
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Original Investigation | Diabetes and Endocrinology

Effect of a Novel Macrophage-Regulating Drug on Wound Healing
in Patients With Diabetic Foot Ulcers

A Randomized Clinical Trial

Yu-Yao Huang, MD, PhD; Ching-Wen Lin, PhD; Nai-Chen Cheng, MD, PhD; Shawn M. Cazzell, DPM; Hsin-Han Chen, MD; Kuo-Feng Huang, MD; Kwang-Yi Tung, MD;
Hsuan-Li Huang, MD; Pao-Yuan Lin, MD; Cherng-Kang Perng, MD, PhD; Bimin Shi, MD; Chang Liu, MD; Yujin Ma, MD; Yemin Cao, MD; Yanbing Li, MD; Yaoming Xue, MD;
Li Yan, MD; Qiu Li, MD; Guang Ning, MD, PhD; Shun-Cheng Chang, MD

JAMA Netw Open. 2021 Sep; 4(9): e2122607.
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EXPERT OPINION ON INVESTIGATIONAL DRUGS Tavlor & F .
2023, VOL. 32, NO. 2, 95-99 e aylor & Francis
https://doi.org/10.1080/13543784.2023.2178418 Taylor & Francis Group
B/ 4818 .
SPECIAL REPORT =2 A F © 6.498

Experimental treatments in clinical trials for diabetic foot ulcers: wound healers in
the pipeline

Brandon J Sumpio, lkram Mezghani, Enya Wang, Zhuqing Li, Eleftheria-Angeliki Valsami, Georgios Theocharidis
and Aristidis Veves

Joslin-Beth Israel Deaconess Foot Center and the Rongxiang Xu, MD, Center for Regenerative Therapeutics, Beth Israel Deaconess Medical Center,
Harvard Medical School, Boston, MA, USA

ABSTRACT ARTICLE HISTORY

Introduction: Diabetes affects 400 million people globally and patients and causes nephropathy, neuro-
pathy, and vascular disease. Amongst these complications, diabetic foot ulcers remain a substantial problem
for patients and clinicians. Aggressive wound care and antibiotics remain important for the healing of these
chronic wounds, but even when treated these chronic ulcers can lead to infection and amputations
Areas covered: This paper reviews the pathophysiology of diabetic foot ulcers and the current
management strategies. Then, it discusses novel therapeutics such as topical oxygen therapy as well
as autologous patches and macrophage creams.

Expert opinion: Diabetic foot ulcers are a substantial problem for patients and clinicians. Early
identification, aggressive wound care, and normoglycemia remain the standard of care, however
when these fail it is important to adapt. Since each patient and wound vary drastically we believe
they should be treated as such. For patient with intact perfusion, topical ON101 and sucrose octasulfate

creams can help. While patient with peripheral arterial disease should consider topical oxygen therapy

as an adjunct. However, as scientists gain a better understanding of the pathophysiology behind DFUs,
the hope is that this new wave of therapeutics will emerge.

Received 8 November 2022
Accepted 6 February 2023

KEYWORDS

Diabetic foot ulcers; wound
care; topical oxygen therapy;
macrophage therapy;
LeucoPatch
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Original Investigation | Diabetes and Endocrinology

Cost-effectiveness of Novel Macrophage-Regulating Treatment for Wound Healing
in Patients With Diabetic Foot Ulcers From the Taiwan Health Care Sector Perspective

Hsuan-Yu Su, MS; Chen-Yi Yang, MS; Huang-Tz Ou, PhD; Shyi-Gen Chen, MD, MPH: Jui-Ching Chen, PhD; Hui-Ju Ho, MSc; Shihchen Kuo, RPh, PhD
IMPORTANCE Diabetic foot ulcers (DFUs) and subsequent amputation incur enormous health and
economic burdens to patients, health care systems, and societies. As a novel macrophage-regulating
drug, ON101is a breakthrough treatment for DFUs, which demonstrated significant complete wound
healing effects in a phase 3 randomized clinical trial, but its economic value remains unknown.

CONCLUSIONS AND RELEVANCE In this economic evaluation study using a simulated patient
cohort, the ON101 with GWC strategy represented good value compared with GWC alone for patients
with DFUs from the Taiwan health care sector perspective and may be prioritized for those with high
risks for disease progression of DFUs.

JAMA Netw Open. 2023;6(1):2250639
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