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The pivotal initial treatment of venous ulcers includes wound care, debridment, appropriate life-style and compression, 
In case of delayed healing, after 4-6 weeks, advanced options might be taken into consideration, among which skin grafting, negative pressure therapy 
and stem cells from adipose tissue or placenta injection. Autologous platelet-rich plasma and other blood derived components are proposed as well. 
All these options, while potentially beneficial, are lacking solid scientific data for which their indication is still left to the evaluation of the single case 
and in need of proper evidence-based validation.
[Ren SY, Liu YS, Zhu GJ, et al. Strategies and challenges in the treatment of chronic venous leg ulcers. World J Clin Cases. 2020 Nov 6;8(21):5070-
5085]
Skin substitutes showed potentials in reducing mortality and lessen morbidity while improving quality of life. Yet no commercially available products 
have recent sufficient scientific validation to be recommended, up to the knowledge of the authors. 
[Dearman BL, Boyce ST, Greenwood JE. Advances in Skin Tissue Bioengineering and the Challenges of Clinical Translation. Front Surg. 2021 Aug 
24;8:640879].
Innovative therapeutric options of this kind are still in need of properly conducted randomized comparative trials. 
*[Aleksandrowicz H, Owczarczyk-Saczonek A, Placek W. Venous Leg Ulcers: Advanced Therapies and New Technologies. Biomedicines. 2021 Oct 
29;9(11):1569].
A 2022 review identified just four papers, of which just one randomized comparative trial, investigating the use of adipose derived stem cells in venous 
ulcer healing. This therapeutic approach may enhance ulcer healing and appears to be safe on initial reports. Nevertheless, more solid publications are 
needed, including the safety profile, before recommending this wound therapy. 
[Elsharkawi M, Ghoneim B, Westby D, et al. Adipose-derived stem cells in patients with venous ulcers: Systematic review. Vascular 2022]
Also for negative pressure therapy use in venous ulcer healing there is limited rigorous evidence. Mild evidence suggest it can reduce the healing time, 
yet the result is biased by the very specific lesions type included in the investigations. 
[Dumville JC, Land L, Evans D, Peinemann F. Negative pressure wound therapy for treating leg ulcers. Cochrane Database Syst Rev. 2015 Jul 
14;2015(7):CD011354]. 
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Skin grafting, Negative Pressure Therapy, Stem cells therapy can be valuable options in specific cases assessed by experts, but more scientific evidence is needed for 
supporting their use

identified LITERATURE BIAS
Specific ulcer types evaluation with llimited number of cases
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SUGGESTED NEXT LINES OF RESEARCH
Large multi-center randomized trial on head to head comparison
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