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Abstract 

Background. Exosome is a small subset of extacelullar vesicles with a size of about 50 nm – 200 

nm, which are commonly found in various body fluids. Exosomes are rich in various proteins, and 

are cargoes that carry out the process of transportation and transportation between cells in the 

framework of cell communication. This is a new therapeutic modality that has the potential to 

trigger modulation and activity of the target cell, so acss-Exosome becomes a new potential to 

modulate skin flap transplantation repair in plastic surgery. 

Methods.  The literature search process was carried out on various databases (PubMed, Web of 

Sciences, EMBASE, Cochrane Libraries and Google Scholar), related to the use of ASCs-

exosomes in skin flap transplantation repair in plastic surgery cases. 

Results. A total of 5 studies were included in this systematic review.  in general, the administration 

of ASCs-exosomes is more effective in the percentage of flap survival areas than placebo groups. 

There are 3 studies that state that the effectiveness of survival flap area is more than 70 percent 

compared to the placebo group which is only around 30-40 percent.  

Conclusion.  ASCs-exosomes have the potential to be developed in improving the survival rate of 

skin flap transplantation in plastic surgery cases. 

Keywords: Adiposed-derived stem cells; Exosome; Flap transplantation; Plastic surgery 

 

1.Introduction 

 Fatty tissue is the main energy depot in the body. In recent years, adipose tissue has been 

studied to be developed as a control metabolism, homeostasis, imuinity and regulation of satiety 
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in the body. Fatty tissue is generally divided into fat-storing adipose and adipose tissue stromal 

vascular farction (SVF). 1-3 SVF is a collection of various immune cells, endothelial cells, and 

adipose-derived stem cells (ASCs), which are isolated through a series of enzymatic digestion 

processes. ASCs are very easy to develop and are precusors to be developed into various 

multipotent progenitor cells, such as osteoblasts, chondrocytes, myocytes, ephithelial cells and 

neuronal cells. 4-6 In addition, ACSs have various advantages over bone marrow stem cells, namely 

more accessible and minimally invasive, high proliferation, as well as the secretion of various 

growth factors, cytokines and extracellular vesicles. 7.8 

 Exosomes are a small subset of extacelullar vesicles with a size of about 50-200 m, which 

are commonly found in various body fluids. Exosomes are rich in various proteins, such as 

cytoskeletal proteins, transmembrane proteins and heat shock proteins. Exosomes are also rich in 

nucleic acids (DNA, mRNA, miRNA, long and short non-coding RNA), lipids and enzymes 

(GADPH, ATPase and PGK1). 9 The advantage of ASCs-exosomes over ASCs, is in the ability 

of ASCs-exosomes in the protection of transportation activities so as to facilitate the application 

of ASCs-exosomes on the target network. Unlike ASCs, which do not have transportation activity 

protection facilities, ascs will be difficult to apply to network targets. 10-12 Exosomes are cargoes 

that carry out the process of transporting and transporting between cells in the framework of cell 

communication. This is a new therapeutic modality that has the potential to trigger modulation and 

activity of the target cell, so acss-Exosome becomes a new potential to modulate skin flap 

transplantation repair in plastic surgery. Currently, there is still very little evidence-based data 

related to the use of ACSs-exosomes in optimizing skin flap transplantation repair in plastic 

surgery cases. The study aims to 

 

2.Methods 

 The literature search process was carried out on various databases (PubMed, Web of 

Sciences, EMBASE, Cochrane Libraries and Google Scholar), related to the use of ASCs-

exosomes in skin flap transplantation repair in plastic surgery cases. The search was conducted 

using the terms: (1) " mesenchymal stem cells" OR " progenitor cells" OR" adipose-derived stem 

cells" OR" exosome adipose-derived stem cells" AND (2) "skin flaps" OR "skin flaps". The 

literature is limited to preclinical studies and published in English. The literature selection criteria 

are articles published in the form of original articles, skin flaps experimental models, control 



groups only get liquid without therapeutic effect or no treatment, studies are carried out in the 

vulnerable period from 2012-2022 and the main outcome is the survival rate of skin flaps. 

Meanwhile, the exclusion criteria are animal models that are not related to skin flaps, ascs-exosome 

applications with other treatments, the absence of control groups and duplication of publications. 

This study follows the recommendations of Preferred Reporting Items for Systematic Reviews and 

Meta-Analysis (PRISMA).  

 

3.Results 

 

 A total of 5 studies were included in this systematic review. There were 53 potential studies 

at the beginning of the literature search process. A total of 22 studies passed for further screening 

and as many as 31 studies did not pass because the studies were conducted outside the vulnerable 

period 2012-2022. A total of 20 studies passed for the next stage and only 2 studies were issued 

because they were case reports. Of the 20 studies that passed the next stage, 15 were excluded 

because full-text was not biased to be accessed as many as 8 studies, publications not in English 

as many as 2 studies and as many as 5 studies did not have a control group (Figure 1). 
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Figure 1. Flow diagram selection of studies 

  

 Table 1 shows the characteristics of the studies included in this systematic review. The 

majority of studies used a random type of skin flap and only one used an axial type. The area of 

skin flaps varied from 3-60 cm2 in the study. Sebnayak 3 studies used xenogenic type transplants 

and 2 studies used allogenic transplant type. The control group almost all got PBS. 

 

 

Table 1. Study Characteristics 

Reportsought for retrieval 

(n=20) 
Reports not retrieved 

(n=2) 

Reports assessed for eligibility 

(n=5) 

Reports excluded: 
Full-text articles excluded (n= 8) 
Published not in english (n=2) 
Inappropriate therapy methods (n= 5) 

 

Studies included in review 

(n=5) 
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Study Type of 

skin 

flap 

Skin 

flaps 

(cm2) 

Cell 

Type 

Transplant 

type 

Method of 

administration 

Placebo Outcome 

Flap 

Survival 

Area 

(%) VS 

Placebo 

Feng et al.13 Random 9 ASCs-

exosomes 

Xenogenic Intra-arterial Pbs 78.5±2.3 

VS 

46.9±3.3 

Gao et al.14 Random 3 ASCs-

exosomes 

Xenogenic Subcutaneus 

Injection 

Pbs 83.2±2.5 

VS 

45.7±3.1 

Han et al.15 Random 14 ASCs-

exosomes 

Allogenic Subcutaneous 

Injection 

Pbs 51.6±2.6 

VS 

31.2±2.9 

Pak et al.16 Random 12 ASCs-

exosomes 

Xenogenic Subcutaneous 

Injection 

Pbs 67.8±2.4 

VS 

39.6±2.8 

Reichenberger 

et al.17 

Axial 60 ASCs-

exosomes 

Allogenic Intravenous 

Injection 

Pbs 73.9±3.3 

VS 

33.3±2.7 

 

 Table 1 shows that in general the administration of ASCs-exosomes is more effective in 

the percentage of flaps survival area than placebo groups. There are 3 studies that state that the 

effectiveness of survival flap area is more than 70 percent compared to the placebo group which 

is only around 30-40 percent.  

 

4.Discussion  

 Flap transplantation is a fairly reliable repair modality in cases of trauma and organ 

reconstruction. The optimization of the flap transplantation process depends largely on the process 

of neovascularization and ischemia-reperfusion. 18 The better the neovascularization and the better 



the ischemia-reperfusion, the better the flap transplantation process will be. ASCs-exosomes have 

great potential to prevent ischemia-reperfusion injury for the optimization of flap transplantation. 

Exosome ASCs are able to optimize the process of angiogenesis to increase the viability of 

chondrocutaneous composite grafts for defect applications in the nose, auricles and skin. 7.20pm 

 Various studies above show that ASCs-exosomes are able to optimally improve the 

survival status of skin flaps. ASCs-exosomes are able to increase the expression of miRNA-760 

and decrease the expression of miRNA-423-3p, which will cause regulation of THE expression of 

ITGA5 and HDAC5, which leads to the initiation of vascularization in the skin flap. 21 Other 

studies have shown that ASCs-exosomes are rich in cytokine IL-6, where IL-6 is essential in the 

process of angiogenesis and flap repair. In addition, cytokine IL-6 has an anti-viral effect capable 

of providing infection protection for patients. 22 Other studies have shown that ASCs-exosomes 

induced with low dose hydrogen peroxide are able to repair neovascularization and are able to 

suppress inflammatory processes and tissue damage after ischemia-reperfusion injury. 23th 

 

5. Conclusion 

 ASCs-exosomes have the potential to be developed in improving the survival rate of skin 

flap transplantation in plastic surgery cases. 
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Abstract →3 

Background. Exosome is a small subset of extacelullar vesicles with a size of about 50 nm – 200 

nm, which are commonly found in various body fluids. Exosomes are rich in various proteins, and 

are cargoes that carry out the process of transportation and transportation between cells in the 

framework of cell communication. This is a new therapeutic modality that has the potential to 

trigger modulation and activity of the target cell, so acss-Exosome becomes a new potential to 

modulate skin flap transplantation repair in plastic surgery. 

Methods.  The literature search process was carried out on various databases (PubMed, Web of 

Sciences, EMBASE, Cochrane Libraries and Google Scholar), related to the use of ASCs-

exosomes in skin flap transplantation repair in plastic surgery cases. 

Results. A total of 5 studies were included in this systematic review.  in general, the administration 

of ASCs-exosomes is more effective in the percentage of flap survival areas than placebo groups. 

There are 3 studies that state that the effectiveness of survival flap area is more than 70 percent 

compared to the placebo group which is only around 30-40 percent.  

Conclusion.  ASCs-exosomes have the potential to be developed in improving the survival rate of 

skin flap transplantation in plastic surgery cases. 

Keywords: Adiposed-derived stem cells; Exosome; Flap transplantation; Plastic surgery →2 

 

1.Introduction →4 

 Fatty tissue is the main energy depot in the body. In recent years, adipose tissue has been 

studied to be developed as a control metabolism, homeostasis, imuinity and regulation of satiety 

in the body. Fatty tissue is generally divided into fat-storing adipose and adipose tissue stromal 
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vascular farction (SVF). 1-3 SVF is a collection of various immune cells, endothelial cells, and 

adipose-derived stem cells (ASCs), which are isolated through a series of enzymatic digestion 

processes. ASCs are very easy to develop and are precusors to be developed into various 

multipotent progenitor cells, such as osteoblasts, chondrocytes, myocytes, ephithelial cells and 

neuronal cells. 4-6 In addition, ACSs have various advantages over bone marrow stem cells, namely 

more accessible and minimally invasive, high proliferation, as well as the secretion of various 

growth factors, cytokines and extracellular vesicles. 7.8 

 Exosomes are a small subset of extacelullar vesicles with a size of about 50-200 m, which 

are commonly found in various body fluids. Exosomes are rich in various proteins, such as 

cytoskeletal proteins, transmembrane proteins and heat shock proteins. Exosomes are also rich in 

nucleic acids (DNA, mRNA, miRNA, long and short non-coding RNA), lipids and enzymes 

(GADPH, ATPase and PGK1). 9 The advantage of ASCs-exosomes over ASCs, is in the ability 

of ASCs-exosomes in the protection of transportation activities so as to facilitate the application 

of ASCs-exosomes on the target network. Unlike ASCs, which do not have transportation activity 

protection facilities, ascs will be difficult to apply to network targets. 10-12 Exosomes are cargoes 

that carry out the process of transporting and transporting between cells in the framework of cell 

communication. This is a new therapeutic modality that has the potential to trigger modulation and 

activity of the target cell, so acss-Exosome becomes a new potential to modulate skin flap 

transplantation repair in plastic surgery. Currently, there is still very little evidence-based data 

related to the use of ACSs-exosomes in optimizing skin flap transplantation repair in plastic 

surgery cases. The study aims to 

 

2.Methods →5 

 The literature search process was carried out on various databases (PubMed, Web of 

Sciences, EMBASE, Cochrane Libraries and Google Scholar), related to the use of ASCs-

exosomes in skin flap transplantation repair in plastic surgery cases. The search was conducted 

using the terms: (1) " mesenchymal stem cells" OR " progenitor cells" OR" adipose-derived stem 

cells" OR" exosome adipose-derived stem cells" AND (2) "skin flaps" OR "skin flaps". The 

literature is limited to preclinical studies and published in English. The literature selection criteria 

are articles published in the form of original articles, skin flaps experimental models, control 

groups only get liquid without therapeutic effect or no treatment, studies are carried out in the 



vulnerable period from 2012-2022 and the main outcome is the survival rate of skin flaps. 

Meanwhile, the exclusion criteria are animal models that are not related to skin flaps, ascs-exosome 

applications with other treatments, the absence of control groups and duplication of publications. 

This study follows the recommendations of Preferred Reporting Items for Systematic Reviews and 

Meta-Analysis (PRISMA).  

 

3.Results →6 

 

 A total of 5 studies were included in this systematic review. There were 53 potential studies 

at the beginning of the literature search process. A total of 22 studies passed for further screening 

and as many as 31 studies did not pass because the studies were conducted outside the vulnerable 

period 2012-2022. A total of 20 studies passed for the next stage and only 2 studies were issued 

because they were case reports. Of the 20 studies that passed the next stage, 15 were excluded 

because full-text was not biased to be accessed as many as 8 studies, publications not in English 

as many as 2 studies and as many as 5 studies did not have a control group (Figure 1). 
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Figure 1. Flow diagram selection of studies 

  

 Table 1 shows the characteristics of the studies included in this systematic review. The 

majority of studies used a random type of skin flap and only one used an axial type. The area of 

skin flaps varied from 3-60 cm2 in the study. Sebnayak 3 studies used xenogenic type transplants 

and 2 studies used allogenic transplant type. The control group almost all got PBS. 

 

 

Table 1. Study Characteristics 

Reports assessed for eligibility 

(n=5) 

Reports excluded: 
Full-text articles excluded (n= 8) 

Published not in english (n=2) 
Inappropriate therapy methods (n= 5) 
 

Studies included in review 
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Study Type of 

skin 

flap 

Skin 

flaps 

(cm2) 

Cell 

Type 

Transplant 

type 

Method of 

administration 

Placebo Outcome 

Flap 

Survival 

Area 

(%) VS 

Placebo 

Feng et al.13 Random 9 ASCs-

exosomes 

Xenogenic Intra-arterial Pbs 78.5±2.3 

VS 

46.9±3.3 

Gao et al.14 Random 3 ASCs-

exosomes 

Xenogenic Subcutaneus 

Injection 

Pbs 83.2±2.5 

VS 

45.7±3.1 

Han et al.15 Random 14 ASCs-

exosomes 

Allogenic Subcutaneous 

Injection 

Pbs 51.6±2.6 

VS 

31.2±2.9 

Pak et al.16 Random 12 ASCs-

exosomes 

Xenogenic Subcutaneous 

Injection 

Pbs 67.8±2.4 

VS 

39.6±2.8 

Reichenberger 

et al.17 

Axial 60 ASCs-

exosomes 

Allogenic Intravenous 

Injection 

Pbs 73.9±3.3 

VS 

33.3±2.7 

 

 Table 1 shows that in general the administration of ASCs-exosomes is more effective in 

the percentage of flaps survival area than placebo groups. There are 3 studies that state that the 

effectiveness of survival flap area is more than 70 percent compared to the placebo group which 

is only around 30-40 percent.  

 

4.Discussion  →7 

 Flap transplantation is a fairly reliable repair modality in cases of trauma and organ 

reconstruction. The optimization of the flap transplantation process depends largely on the process 

of neovascularization and ischemia-reperfusion. 18 The better the neovascularization and the better 



the ischemia-reperfusion, the better the flap transplantation process will be. ASCs-exosomes have 

great potential to prevent ischemia-reperfusion injury for the optimization of flap transplantation. 

Exosome ASCs are able to optimize the process of angiogenesis to increase the viability of 

chondrocutaneous composite grafts for defect applications in the nose, auricles and skin. 7.20pm 

 Various studies above show that ASCs-exosomes are able to optimally improve the 

survival status of skin flaps. ASCs-exosomes are able to increase the expression of miRNA-760 

and decrease the expression of miRNA-423-3p, which will cause regulation of THE expression of 

ITGA5 and HDAC5, which leads to the initiation of vascularization in the skin flap. 21 Other 

studies have shown that ASCs-exosomes are rich in cytokine IL-6, where IL-6 is essential in the 

process of angiogenesis and flap repair. In addition, cytokine IL-6 has an anti-viral effect capable 

of providing infection protection for patients. 22 Other studies have shown that ASCs-exosomes 

induced with low dose hydrogen peroxide are able to repair neovascularization and are able to 

suppress inflammatory processes and tissue damage after ischemia-reperfusion injury. 23th 

 

5. Conclusion →8 

 ASCs-exosomes have the potential to be developed in improving the survival rate of skin 

flap transplantation in plastic surgery cases. 
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Abstract→1 

Background. Exosome is a small subset of extacelullar vesicles with a size of about 50 nm – 200 

nm, which are commonly found in various body fluids. Exosomes are rich in various proteins, and 

are cargoes that carry out the process of transportation and transportation between cells in the 

framework of cell communication. This is a new therapeutic modality that has the potential to 

trigger modulation and activity of the target cell, so acss-Exosome becomes a new potential to 

modulate skin flap transplantation repair in plastic surgery. 

Methods.  The literature search process was carried out on various databases (PubMed, Web of 

Sciences, EMBASE, Cochrane Libraries and Google Scholar), related to the use of ASCs-

exosomes in skin flap transplantation repair in plastic surgery cases. 

Results. A total of 5 studies were included in this systematic review.  in general, the administration 

of ASCs-exosomes is more effective in the percentage of flap survival areas than placebo groups. 

There are 3 studies that state that the effectiveness of survival flap area is more than 70 percent 

compared to the placebo group which is only around 30-40 percent.  

Conclusion.  ASCs-exosomes have the potential to be developed in improving the survival rate of 

skin flap transplantation in plastic surgery cases. 

Keywords: Adiposed-derived stem cells; Exosome; Flap transplantation; Plastic surgery 

 

1.Introduction →2 

 Fatty tissue is the main energy depot in the body. In recent years, adipose tissue has been 

studied to be developed as a control metabolism, homeostasis, imuinity and regulation of satiety 

in the body. Fatty tissue is generally divided into fat-storing adipose and adipose tissue stromal 

mailto:dr.rachmat.hidayat@gmail.com


vascular farction (SVF). 1-3 SVF is a collection of various immune cells, endothelial cells, and 

adipose-derived stem cells (ASCs), which are isolated through a series of enzymatic digestion 

processes. ASCs are very easy to develop and are precusors to be developed into various 

multipotent progenitor cells, such as osteoblasts, chondrocytes, myocytes, ephithelial cells and 

neuronal cells. 4-6 In addition, ACSs have various advantages over bone marrow stem cells, namely 

more accessible and minimally invasive, high proliferation, as well as the secretion of various 

growth factors, cytokines and extracellular vesicles. 7.8 

 Exosomes are a small subset of extacelullar vesicles with a size of about 50-200 m, which 

are commonly found in various body fluids. Exosomes are rich in various proteins, such as 

cytoskeletal proteins, transmembrane proteins and heat shock proteins. Exosomes are also rich in 

nucleic acids (DNA, mRNA, miRNA, long and short non-coding RNA), lipids and enzymes 

(GADPH, ATPase and PGK1). 9 The advantage of ASCs-exosomes over ASCs, is in the ability 

of ASCs-exosomes in the protection of transportation activities so as to facilitate the application 

of ASCs-exosomes on the target network. Unlike ASCs, which do not have transportation activity 

protection facilities, ascs will be difficult to apply to network targets. 10-12 Exosomes are cargoes 

that carry out the process of transporting and transporting between cells in the framework of cell 

communication. This is a new therapeutic modality that has the potential to trigger modulation and 

activity of the target cell, so acss-Exosome becomes a new potential to modulate skin flap 

transplantation repair in plastic surgery. Currently, there is still very little evidence-based data 

related to the use of ACSs-exosomes in optimizing skin flap transplantation repair in plastic 

surgery cases. The study aims to 

 

2.Methods →3 

 The literature search process was carried out on various databases (PubMed, Web of 

Sciences, EMBASE, Cochrane Libraries and Google Scholar), related to the use of ASCs-

exosomes in skin flap transplantation repair in plastic surgery cases. The search was conducted 

using the terms: (1) " mesenchymal stem cells" OR " progenitor cells" OR" adipose-derived stem 

cells" OR" exosome adipose-derived stem cells" AND (2) "skin flaps" OR "skin flaps". The 

literature is limited to preclinical studies and published in English. The literature selection criteria 

are articles published in the form of original articles, skin flaps experimental models, cont rol 

groups only get liquid without therapeutic effect or no treatment, studies are carried out in the 



vulnerable period from 2012-2022 and the main outcome is the survival rate of skin flaps. 

Meanwhile, the exclusion criteria are animal models that are not related to skin flaps, ascs-exosome 

applications with other treatments, the absence of control groups and duplication of publications. 

This study follows the recommendations of Preferred Reporting Items for Systematic Reviews and 

Meta-Analysis (PRISMA).  

 

3.Results →4 

 

 A total of 5 studies were included in this systematic review. There were 53 potential studies 

at the beginning of the literature search process. A total of 22 studies passed for further screening 

and as many as 31 studies did not pass because the studies were conducted outside the vulnerable 

period 2012-2022. A total of 20 studies passed for the next stage and only 2 studies were issued 

because they were case reports. Of the 20 studies that passed the next stage, 15 were excluded 

because full-text was not biased to be accessed as many as 8 studies, publications not in English 

as many as 2 studies and as many as 5 studies did not have a control group (Figure 1). 
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Figure 1. Flow diagram selection of studies 

  

 Table 1 shows the characteristics of the studies included in this systematic review. The 

majority of studies used a random type of skin flap and only one used an axial type. The area of 

skin flaps varied from 3-60 cm2 in the study. Sebnayak 3 studies used xenogenic type transplants 

and 2 studies used allogenic transplant type. The control group almost all got PBS. 

 

 

Table 1. Study Characteristics 

Reports assessed for eligibility 

(n=5) 

Reports excluded: 
Full-text articles excluded (n= 8) 

Published not in english (n=2) 
Inappropriate therapy methods (n= 5) 
 

Studies included in review 

(n=5) 

Sc
re
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g 

 
In
cl
u
d
e
d
 



Study Type of 

skin 

flap 

Skin 

flaps 

(cm2) 

Cell 

Type 

Transplant 

type 

Method of 

administration 

Placebo Outcome 

Flap 

Survival 

Area 

(%) VS 

Placebo 

Feng et al.13 Random 9 ASCs-

exosomes 

Xenogenic Intra-arterial Pbs 78.5±2.3 

VS 

46.9±3.3 

Gao et al.14 Random 3 ASCs-

exosomes 

Xenogenic Subcutaneus 

Injection 

Pbs 83.2±2.5 

VS 

45.7±3.1 

Han et al.15 Random 14 ASCs-

exosomes 

Allogenic Subcutaneous 

Injection 

Pbs 51.6±2.6 

VS 

31.2±2.9 

Pak et al.16 Random 12 ASCs-

exosomes 

Xenogenic Subcutaneous 

Injection 

Pbs 67.8±2.4 

VS 

39.6±2.8 

Reichenberger 

et al.17 

Axial 60 ASCs-

exosomes 

Allogenic Intravenous 

Injection 

Pbs 73.9±3.3 

VS 

33.3±2.7 

 

 Table 1 shows that in general the administration of ASCs-exosomes is more effective in 

the percentage of flaps survival area than placebo groups. There are 3 studies that state that the 

effectiveness of survival flap area is more than 70 percent compared to the placebo group which 

is only around 30-40 percent.  

 

4.Discussion →5 

 Flap transplantation is a fairly reliable repair modality in cases of trauma and organ 

reconstruction. The optimization of the flap transplantation process depends largely on the process 

of neovascularization and ischemia-reperfusion. 18 The better the neovascularization and the better 



the ischemia-reperfusion, the better the flap transplantation process will be. ASCs-exosomes have 

great potential to prevent ischemia-reperfusion injury for the optimization of flap transplantation. 

Exosome ASCs are able to optimize the process of angiogenesis to increase the viability of 

chondrocutaneous composite grafts for defect applications in the nose, auricles and skin. 7.20pm 

 Various studies above show that ASCs-exosomes are able to optimally improve the 

survival status of skin flaps. ASCs-exosomes are able to increase the expression of miRNA-760 

and decrease the expression of miRNA-423-3p, which will cause regulation of THE expression of 

ITGA5 and HDAC5, which leads to the initiation of vascularization in the skin flap. 21 Other 

studies have shown that ASCs-exosomes are rich in cytokine IL-6, where IL-6 is essential in the 

process of angiogenesis and flap repair. In addition, cytokine IL-6 has an anti-viral effect capable 

of providing infection protection for patients. 22 Other studies have shown that ASCs-exosomes 

induced with low dose hydrogen peroxide are able to repair neovascularization and are able to 

suppress inflammatory processes and tissue damage after ischemia-reperfusion injury. 23th 

 

5. Conclusion →6 

 ASCs-exosomes have the potential to be developed in improving the survival rate of skin 

flap transplantation in plastic surgery cases. 

 

6. References →7 

1. Basu G, Downey H, Guo S, et al. Prevention of distal flap necrosis in a rat random skin flap 

model by gene electro transfer delivering VEGF(165) plasmid. J Gene Medicine.  2014;16:55–65.  

2. Zeltzer AA, Van Landuyt K. Reconstruction of a massive lower limb soft-tissue defect by giant 

free DIEAP flap. J Plastic Reconstructive Aesthetic Surg.  2012;65(2):e42–e45.  

3. Qing L, Wu P, Yu F, Zhou Z, Tang J. Use of dual-skin paddle anterolateral thigh perforator 

flaps in the reconstruction of complex defect of the foot and ankle. J Plastic Reconstructive 

Aesthetic Surg.  2018;71(9):1231–1238. 

4. Myers MB, Cherry G. Causes of necrosis in pedicle flaps. Plast Reconstr Surg.  1968;42(1):43–

50.  

5. Zhou KL, Zhang YH, Lin DS, Tao XY, Xu HZ. Effects of calcitriol on random skin flap survival 

in rats. Sci Rep. 2016;6:18945.  



6. Lin R, Lin J, Li S, et al. Effects of the traditional Chinese medicine baicalein on the viability of 

random pattern skin flaps in rats. Drug Des Devel Ther.  2018;12:2267–2276.  

7. van den Heuvel MG, Buurman WA, Bast A, van der Hulst RR. Review: ischaemia-reperfusion 

injury in flap surgery. J Plastic Reconstructive Aesthetic Surg.  2009;62(6):721–726.  

8. Chehelcheraghi F, Chien S, Bayat M. Mesenchymal stem cells improve survival in ischemic 

diabetic random skin flap via increased angiogenesis and VEGF expression. J Cell Biochem.  

2019;120(10):17491–17499.  

9. Silva JJ, Pompeu DG, Ximenes NC. Effects of Kaurenoic acid and arginine on random skin flap 

oxidative stress, inflammation, and cytokines in rats. Aesthet Plast Surg.  2015;39(6):971–977.  

10. Deheng C, Kailiang Z, Weidong W. Salidroside promotes random skin flap survival in rats by 

enhancing angiogenesis and inhibiting apoptosis. J Reconstr Microsurg.  2016;32(8):580–586.  

11. Aral M, Tuncer S, Şencan A, Elmas Ç, Ayhan S. The effect of thrombolytic, anticoagulant, 

and vasodilator agents on the survival of random pattern skin flap. J Reconstr Microsurg.  

2015;31(7):487–492.  

12. Sheng L, Yang M, Li H, Du Z, Yang Y, Li Q. Transplantation of adipose stromal cells promotes 

neovascularization of random skin flaps. Tohoku J Exp Med.  2011;224(3):229–234.  

13.Feng CJ, Perng CK, Lin CH, Tsai CH, Huang PH, Ma H. Intra-arterial injection of human 

adipose-derived stem cells improves viability of the random component of axial skin flaps in nude 

mice.  J Plastic Reconstructive Aesthetic Surgery.  2020; 73(3):598–607.  

14.Gao W, Qiao X, Ma S, Cui L. Adipose-derived stem cells accelerate neovascularization in 

ischaemic diabetic skin flap via expression of hypoxia-inducible factor-1α J Cell Mol Med.  2011; 

15(12):2575–2585.  

15.Han HH, Lim YM, Park SW, Lee SJ, Rhie JW, Lee JH. Improved skin flap survival in venous 

ischemia-reperfusion injury with the use of adipose-derived stem cells. Microsurgery.  2015; 

35(8):645–652.  



16.Pak CS, Moon SY, Lee YE, Kang HJ. Therapeutic effects against tissue necrosis of remote 

ischemic preconditioning combined with human adipose-derived stem cells in random-pattern skin 

flap rat models. J Investigative Surg. 2020:1–8.  

17.Reichenberger MA, Heimer S, Schaefer A. Adipose derived stem cells protect skin flaps against 

ischemia-reperfusion injury. Stem Cell Rev. Rep. 2012; 8(3):854–862 

18. Zhou F, Zhang L, Chen L. Prevascularized mesenchymal stem cell-sheets increase survival of 

random skin flaps in a nude mouse model. Am J Transl Res.  2019;11(3):1403–1416.  

19. Pu CM, Liu CW, Liang CJ. Adipose-derived stem cells protect skin flaps against 

ischemia/reperfusion injury via IL-6 expression. J Investigative Dermatol.  2017;137(6):1353–

1362.  

20. Olesen AE, Andresen T, Staahl C, Drewes AM. Human experimental pain models for assessing 

the therapeutic efficacy of analgesic drugs. Pharmacol Rev. 2012;64(3):722–779.  

21. Moher D, Liberati A, Tetzlaff J, Altman DG. Preferred reporting items for systematic reviews 

and meta-analyses: the PRISMA statement. Int J Surg.  2010;8( 5):336–341.  

22. Zhang FG, Tang XF. New advances in the mesenchymal stem cells therapy against skin flaps 

necrosis. World J Stem Cells.  2014;6(4):491–496.  

23. Hu X, Yi Y, Zhu Y. Effect of adipose-derived stem cell derived exosomes on angiogenesis 

after skin flap transplantation in rats. Chinese J Reparative Reconstructive Surg.  

2019;33(12):1560–1565. 

 

Reviewer Comment: 

1→ Abstract should be showed the main of background, methods, results and conclusion of study.  

• Background abstract should be showed the urgency of study and why the study important, 

in simple way.  

• Conclusion should be wrote in simple way, specific to the main results. Conclusion in 

abstract should not showed statistic results.  

• Keywords should be showed the main words of the study, the authors can use MeSH to 

develop keywords. 



2→Introduction should be showed the urgency of research which supported by epidemiology data, 

biological interaction concept, lack of knowledge in the research and also objective of research. 

3→ Authors should be wrote methods about how the study develop. Methods should be showed 

the design of study; population, sample and sample size of study; inclusion criteria; place of study; 

ethical clearence steatment; independent and dependent variable; data analysis.  

4→ Authors should be wrote results with baseline characteristics subject of study, main results of 

study. Authors must be focused and try to make results with no more table and figure.  

5→ Discussion should be explored more biological plausibility, not only showed about statistical 

results.  

6→ Conclusion should more specific and not more showed statistical results 

7→ Authors must check the references for make update references. References should no more 

than 10 years. 

 

 

 



2394 

Bioscientia Medicina: Journal Of Biomedicine & Translational Research 

1. Introduction

Fat tissue is the main energy depot in the body. In

recent years, adipose tissue has been studied to be 

developed as a control of metabolism, homeostasis, 

immunity, and regulation of satiety in the body. Fat 

tissue is generally divided into fat-storing adipose and 

adipose tissue stromal vascular fraction (SVF).1-3 SVF 

is a collection of various immune cells, endothelial 

cells, and adipose-derived stem cells (ASCs), which 

were isolated through a series of enzymatic digestion 

processes. ASCs are very easy to develop and are 

precursors to being developed into various multipotent 

progenitor cells, such as osteoblasts, chondrocytes, 

myocytes, epithelial cells, and neuronal cells.4-6 In 

addition, ACSs have various advantages over bone 

marrow stem cells, namely more accessible and 

minimally invasive, high proliferation, and secretion of 

various growth factors, cytokines, and extracellular 

vesicles.7.8  

Exosomes are a small subset of extracellular 

vesicles with a size of about 50-200 m, which are 

found in many body fluids. The exosome is rich in 

various proteins, such as cytoskeletal protein, a 

transmembrane protein, and heat shock protein. 

Exosomes are also rich in nucleic acids (DNA, mRNA, 

miRNA, long and short non-coding RNA), lipids, and 

enzymes (GADPH, ATPase, and PGK1).9 ASCs-

exosome compared to ASCs is in the ability of ASCs-

exosome to protect transport activity so as to facilitate 
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of transporting and transporting between cells in the context of cell 
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transplantation repair in plastic surgery cases. Results: A total of 5 studies 

were included in this systematic review. In general, ASCs-exosome 
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the potential to be developed to improve the survival rate of skin flap 
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the application of ASCs-exosome on target tissues. In 

contrast to ASCs, which do not have transportation 

activity protection facilities, ASCs will be difficult to 

apply to the target network.10-12 Exosome is a cargo 

that carries out the process of transporting and 

transporting between cells in the context of cell 

communication. This becomes a potential new 

therapeutic modality in triggering the modulation and 

activity of target cells so that ACSs-Exosome becomes 

a new potential to modulate skin flap transplantation 

repair in plastic surgery. Currently, there is very little 

evidence-based data regarding the use of ACSs-

exosome in optimizing skin flap transplantation repair 

in plastic surgery cases.  

 

2. Methods 

The literature search process was carried out on 

various databases (PubMed, Web of Sciences, 

EMBASE, Cochrane Libraries, and Google Scholar) 

regarding the use of ASCs-exosome in skin flap 

transplantation repair in plastic surgery cases. The 

search was performed using the terms: (1) 

"mesenchymal stem cell" OR "progenitor cells" OR" 

adipose-derived stem cells" OR" exosome adipose-

derived stem cells" AND (2) "skin flap" OR "skin flaps." 

The literature is limited to preclinical studies and 

published in English. The literature selection criteria 

are articles published in the form of original articles, 

an experimental model of skin flaps, the control group 

only received liquid without therapeutic effect or no 

treatment, studies were conducted in a timeframe 

from 2012-2022, and the main outcome was the 

survival rate of skin flaps. Meanwhile, the exclusion 

criteria were animal models that were not related to 

skin flaps, the application of ASCs-exosome with other 

treatments, the absence of a control group, and 

duplication of publications. This study follows the 

Preferred Reporting Items for Systematic Reviews and 

Meta-Analysis (PRISMA) recommendations.  

 

3. Results 

A total of 5 studies were included in this systematic 

review. There were 53 potential studies at the start of 

the literature search process. A total of 22 studies 

passed for further screening, and 31 studies did not 

pass because the studies were conducted outside the 

2012-2022 timeframe. A total of 20 studies passed for 

the next stage, and only 2 studies were excluded 

because they were case reports. Of the 20 studies that 

passed the next stage, 15 were excluded because 8 

studies could not access full-text, 2 studies were not 

published in English, and 5 studies did not have a 

control group (Figure 1). 

 

 
 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

        Figure 1. Flow diagram selection of studies. 
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Table 1 shows the characteristics of the studies 

included in this systematic review. The majority of 

studies used a random type of skin flap, and only one 

used the axial type. The area of the skin flaps varied 

from 3-60 cm2 in the study. A total of 3 studies used a 

xenogenic type transplant, and 2 studies used an 

allogenic type transplant. The control group almost all 

received PBS.

Table 1. Study characteristics 

Study Type of 

skin 

flap 

Skin 

flap 

(cm2) 

Cell Type Transplant 

type 

Method of 

administration 

Placebo Outcome 

Flap Survival 

Area (%) VS 

Placebo 

Feng et al.13 Random 9 ASCs-

exosome 

Xenogenic Intra-arterial PBS 78.5±2.3 VS 

46.9±3.3 

Gao et al.14 Random 3 ASCs-

exosome 

Xenogenic Subcutaneous 

Injection 

PBS 83.2±2.5 VS 

45.7±3.1 

Han et al.15 Random 14 ASCs-

exosome 

Allogenic Subcutaneous 

Injection 

PBS 51.6±2.6 VS 

31.2±2.9 

Pak et al.16 Random 12 ASCs-

exosome 

Xenogenic Subcutaneous 

Injection 

PBS 67.8±2.4 VS 

39.6±2.8 

Reichenber

ger et al.17 

Axial 60 ASCs-

exosome 

Allogenic Intravenous 

Injection 

PBS 73.9±3.3 VS 

33.3±2.7 

 

 

Table 1 shows that, in general, ASCs-exosome 

administration was more effective in the percentage of 

flap survival area than in the placebo group. There are 

3 studies that state that the effectiveness of flap area 

survival is more than 70 percent compared to the 

placebo group, which is only in the range of 30-40 

percent.  

 

4. Discussion  

Flap transplantation is a reliable repair modality in 

cases of trauma and organ reconstruction. 

Optimization of the flap transplantation process is 

highly dependent on the process of neovascularization 

and ischemia-reperfusion.18 The better the 

neovascularization and the better ischemia-

reperfusion, the better the flap transplantation 

process. ASCs-exosome has great potential to prevent 

ischemia-reperfusion injury in order to optimize flap 

transplantation. ASCs exosome is able to optimize the 

angiogenesis process to increase the viability of 

chondrocutaneous composite grafts for the application 

of defects in the nose, earlobe, and skin.19,20  

Various studies above show that ASCs-exosome is 

able to optimally improve the survival status of skin 

flaps. ASCs-exosome was able to increase the 

expression of miRNA-760 and decrease the expression 

of miRNA-423-3p, which would lead to the regulation 

of the expression of ITGA5 and HDAC5, which led to 

the initiation of vascularization in skin flaps.21 

Another study showed that the ASCs-exosome is rich 

in the cytokine IL-6, where IL-6 is very important in 

the process of angiogenesis and flap repair. In 

addition, the cytokine IL-6 has an anti-viral effect that 

can provide infection protection for patients.22 Another 

study showed that ASCs-exosome induced with low 

dose hydrogen peroxide was able to improve 

neovascularization and was able to suppress the 

inflammatory process and tissue damage after 

ischemia-reperfusion injury.23  
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5. Conclusion 

ASCs-exosome has the potential to be developed to 

improve the survival rate of skin flap transplantation 

in the case of plastic surgery. 
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1. Introduction

Fat tissue is the main energy depot in the body. In

recent years, adipose tissue has been studied to be 

developed as a control of metabolism, homeostasis, 

immunity, and regulation of satiety in the body. Fat 

tissue is generally divided into fat-storing adipose and 

adipose tissue stromal vascular fraction (SVF).1-3 SVF 

is a collection of various immune cells, endothelial 

cells, and adipose-derived stem cells (ASCs), which 

were isolated through a series of enzymatic digestion 

processes. ASCs are very easy to develop and are 

precursors to being developed into various multipotent 

progenitor cells, such as osteoblasts, chondrocytes, 

myocytes, epithelial cells, and neuronal cells.4-6 In 

addition, ACSs have various advantages over bone 

marrow stem cells, namely more accessible and 

minimally invasive, high proliferation, and secretion of 

various growth factors, cytokines, and extracellular 

vesicles.7.8  

Exosomes are a small subset of extracellular 

vesicles with a size of about 50-200 m, which are 

found in many body fluids. The exosome is rich in 

various proteins, such as cytoskeletal protein, a 

transmembrane protein, and heat shock protein. 

Exosomes are also rich in nucleic acids (DNA, mRNA, 

miRNA, long and short non-coding RNA), lipids, and 

enzymes (GADPH, ATPase, and PGK1).9 ASCs-

exosome compared to ASCs is in the ability of ASCs-

exosome to protect transport activity so as to facilitate 
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the application of ASCs-exosome on target tissues. In 

contrast to ASCs, which do not have transportation 

activity protection facilities, ASCs will be difficult to 

apply to the target network.10-12 Exosome is a cargo 

that carries out the process of transporting and 

transporting between cells in the context of cell 

communication. This becomes a potential new 

therapeutic modality in triggering the modulation and 

activity of target cells so that ACSs-Exosome becomes 

a new potential to modulate skin flap transplantation 

repair in plastic surgery. Currently, there is very little 

evidence-based data regarding the use of ACSs-

exosome in optimizing skin flap transplantation repair 

in plastic surgery cases.  

 

2. Methods 

The literature search process was carried out on 

various databases (PubMed, Web of Sciences, 

EMBASE, Cochrane Libraries, and Google Scholar) 

regarding the use of ASCs-exosome in skin flap 

transplantation repair in plastic surgery cases. The 

search was performed using the terms: (1) 

"mesenchymal stem cell" OR "progenitor cells" OR" 

adipose-derived stem cells" OR" exosome adipose-

derived stem cells" AND (2) "skin flap" OR "skin flaps." 

The literature is limited to preclinical studies and 

published in English. The literature selection criteria 

are articles published in the form of original articles, 

an experimental model of skin flaps, the control group 

only received liquid without therapeutic effect or no 

treatment, studies were conducted in a timeframe 

from 2012-2022, and the main outcome was the 

survival rate of skin flaps. Meanwhile, the exclusion 

criteria were animal models that were not related to 

skin flaps, the application of ASCs-exosome with other 

treatments, the absence of a control group, and 

duplication of publications. This study follows the 

Preferred Reporting Items for Systematic Reviews and 

Meta-Analysis (PRISMA) recommendations.  

 

3. Results 

A total of 5 studies were included in this systematic 

review. There were 53 potential studies at the start of 

the literature search process. A total of 22 studies 

passed for further screening, and 31 studies did not 

pass because the studies were conducted outside the 

2012-2022 timeframe. A total of 20 studies passed for 

the next stage, and only 2 studies were excluded 

because they were case reports. Of the 20 studies that 

passed the next stage, 15 were excluded because 8 

studies could not access full-text, 2 studies were not 

published in English, and 5 studies did not have a 

control group (Figure 1). 

 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

        Figure 1. Flow diagram selection of studies. 
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Table 1 shows the characteristics of the studies 

included in this systematic review. The majority of 

studies used a random type of skin flap, and only one 

used the axial type. The area of the skin flaps varied 

from 3-60 cm2 in the study. A total of 3 studies used a 

xenogenic type transplant, and 2 studies used an 

allogenic type transplant. The control group almost all 

received PBS.

Table 1. Study characteristics 

Study Type of 

skin 

flap 

Skin 

flap 

(cm2) 

Cell Type Transplant 

type 

Method of 

administration 

Placebo Outcome 

Flap Survival 

Area (%) VS 

Placebo 

Feng et al.13 Random 9 ASCs-

exosome 

Xenogenic Intra-arterial PBS 78.5±2.3 VS 

46.9±3.3 

Gao et al.14 Random 3 ASCs-

exosome 

Xenogenic Subcutaneous 

Injection 

PBS 83.2±2.5 VS 

45.7±3.1 

Han et al.15 Random 14 ASCs-

exosome 

Allogenic Subcutaneous 

Injection 

PBS 51.6±2.6 VS 

31.2±2.9 

Pak et al.16 Random 12 ASCs-

exosome 

Xenogenic Subcutaneous 

Injection 

PBS 67.8±2.4 VS 

39.6±2.8 

Reichenber

ger et al.17 

Axial 60 ASCs-

exosome 

Allogenic Intravenous 

Injection 

PBS 73.9±3.3 VS 

33.3±2.7 

 

 

Table 1 shows that, in general, ASCs-exosome 

administration was more effective in the percentage of 

flap survival area than in the placebo group. There are 

3 studies that state that the effectiveness of flap area 

survival is more than 70 percent compared to the 

placebo group, which is only in the range of 30-40 

percent.  

 

4. Discussion  

Flap transplantation is a reliable repair modality in 

cases of trauma and organ reconstruction. 

Optimization of the flap transplantation process is 

highly dependent on the process of neovascularization 

and ischemia-reperfusion.18 The better the 

neovascularization and the better ischemia-

reperfusion, the better the flap transplantation 

process. ASCs-exosome has great potential to prevent 

ischemia-reperfusion injury in order to optimize flap 

transplantation. ASCs exosome is able to optimize the 

angiogenesis process to increase the viability of 

chondrocutaneous composite grafts for the application 

of defects in the nose, earlobe, and skin.19,20  

Various studies above show that ASCs-exosome is 

able to optimally improve the survival status of skin 

flaps. ASCs-exosome was able to increase the 

expression of miRNA-760 and decrease the expression 

of miRNA-423-3p, which would lead to the regulation 

of the expression of ITGA5 and HDAC5, which led to 

the initiation of vascularization in skin flaps.21 

Another study showed that the ASCs-exosome is rich 

in the cytokine IL-6, where IL-6 is very important in 

the process of angiogenesis and flap repair. In 

addition, the cytokine IL-6 has an anti-viral effect that 

can provide infection protection for patients.22 Another 

study showed that ASCs-exosome induced with low 

dose hydrogen peroxide was able to improve 

neovascularization and was able to suppress the 

inflammatory process and tissue damage after 

ischemia-reperfusion injury.23  
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5. Conclusion 

ASCs-exosome has the potential to be developed to 

improve the survival rate of skin flap transplantation 

in the case of plastic surgery. 
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