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Abstract 

Keloids are considered as favorable fibro-proliferative skin tumors developing past the site of the first 

dermal injury. Neural forerunner cell communicated formatively down-controlled protein 4 (NEDD4) is an E3 

ubiquitin ligase catalyst that objectives proteins for ubiquitination. In this investigation, it was intended to 

survey Neural Precursor Cell Expressed Developmentally Down-Regulated Protein 4 Gene Transcript Variant 

3(NEDD4 TV3) and Insulin-like Gross Factor - 1 (IGF-1) in patients with dynamic keloid ≤ 6months length. 

The examination included 40 patients of keloids and 20 subjects of coordinated age, sex and weight file (BMI). 

There was critical positive relationship between's NEDD4TV-3 and IGF quality articulation. This information 

add novel angles to the part of NEDD4 TV3 in the advancement of keloid. 
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1. Introduction 

The keloids were initially considered as 

obsessive injury recuperating measure. Considered 

as considerate tumors, keloids were uncontrolled 

and unconfined forcefully limited hyperplasia of 

dermal connective tissues emerging from an 

anomalous injury mending measure. This favorable 

sore frequently follows dermal injury, consume 

injury, inking and even basic acnes. Familial 

inclination and more obscure skin races inclination 

were seen in commonness of this kindhearted 

sickness [1].  

Keloids mark an interminable incendiary 

sickness portrayed by a fibroproliferative issue of 

the skin. The genone polymorphism of Neural 

Precursor Cell Expressed Developmentally Down-

Regulated Protein 4 Gene Transcript Variant 3 

quality demonstrated six protein-coding record 

variations (TVs), is hereditarily connected to 

keloids. The high recurrence of danger allele C in 

rs8032158 in keloid patients is related with a 

specifically higher articulation of TV3 of (NEDD4) 

to initiate the NF-kB pathway [2].  

Hereditary examinations have given proof to a 

hereditary inclination to keloid development and a 

keloid hazard allele has been accounted for in the 

quality locus for the E3 ubiquitin ligase NEDD4 

[3].  

The Neural Precursor Cell Expressed 

Developmentally Down-Regulated Protein 4 Gene 

Transcript Variant 3 (NEDD4) quality comprises of 

30 exons that produce six protein-coding TVs 

(TV1e5 and TV7). The part of Neural Precursor 

Cell Expressed Developmentally Down-Regulated 

Protein 4 Gene Transcript Variant 3(NEDD4 - 

TV3) in pathogenesis of keloid has not been 

explained. Steady with past Genomic Wide 

Association Study (GWAS) reports, hazard allele C 

was substantially more continuous in keloid 

patients than in sound volunteers [2].  

There are biomarkers identified with 

development factors, for example, (PDGF) platelet-

determined development factor (PDGF) insulin-

like development factor-1(IGF-1) fibroblast 

enactment protein-alpha (FAP-α) and connective 

tissue development factor (CTGF). Such potential 

biomarkers assume key functions in keloid 

development, enactment of fibroblasts, enlistment 

of extracellular lattice (ECM) affidavit and 

collagen creation [4].  

There was raised articulation of various IGF-

authoritative and IGF-restricting related proteins 

[5].  

The point of this investigation was to evaluate 

Neural Precursor Cell Expressed Developmentally 

Down-Regulated Protein 4 Gene Transcript Variant 

3(NEDD4 TV3) and Insulin-like Gross Factor - 1 

(IGF-1) in patients with dynamic keloid ≤ 6months 

length. 

2. Patients and methods 

This is a cross Section case control study .The 

investigation included 40 patients of keloids and 20 

subjects of coordinated age, sex and weight list 

(BMI) going to the dermatology outpatient center 

at Benha University Hospital, Benha, Egypt from 

June 2019 to June 2020.  

Members gave their educated composed assent 

before enlistment and the investigation was 

endorsed by the Research Ethics Committee in 

Faculty of Medicine, Benha University.  

All patients remembered for the investigation 

have clinically affirmed finding of keloid with term 

≤ a half year. Patients with skin infection other than 

keloids ,Pregnant and lactating patients, and 

subjects with malignancies, immune system issues, 

hepatic or renal ailments were rejected. 

 

Laboratory investigations 

About 4mm punch biopsies were taken from 

each subject and promptly put in fluid nitrogen to 
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be put away at - 80° C for additional testing of 

Neural Precursor Cell Expressed Developmentally 

Down-Regulated Protein 4 Gene Transcript Variant 

3 and Insulin-Like Gross Factor - 1 in Keloid 

Tissue by PCR the genome was removed and tried. 

2.1.Statistical analysis 

Statistical analysis was performed using the 

Statistical Package for Social Sciences (SPSS) 

vs.25. Mean ±SD, t test, Mann Whitney test, Chi 

square test, Pearson test, Kruskal Wallis test, ROC 

and AUC, were used. 

3. Results 

1- Demographic criteria  
The age and sex were matched between the 

cases and control groups Table (1). 

 

Table (1) Demographic criteria of the studied groups. 

 

Variable 

 

 

Keloid patients 

(N=40) 

Controls 

(N=20) 

Test of 

significance 
P 

Age 

(ys) 

Mean±SD 25.0±7.2 25.8±7.1 St."t"= 

0.43 

0.88 

(NS) Range 15-36 16-36 

 
 No. % No. %   

Sex   
Male 34 74 17 80.0 χ2= 

0.04 

0.75 

(NS) Females 7 26 3 20.0 

 

2- Comparing the studied groups regarding NEDD4TV-3 gene expression 
There was a highly significant difference between the 2 groups regarding NEDD4TV-3 gene expression 

Table (2). 

 

4. Discussion 

Keloid is characterized as a scar inside the skin 

that develops past the bounds of unique injury. 

Numerous variables, for example, skin strain, 

wound contamination, racial contrast and 

hereditary inclination have been embroiled in the 

etiology of keloid injuries [6]. 

NEDD4 was recently distinguished as one of 

the qualities liable for keloid, yet the related 

pathogenesis stays hazy. NEDD4 encodes an E3 

ubiquitin ligase that has a HECT area and is 

associated with ubiquitin-interceded protein 

corruption [7]. Insulin-like development factor-I 

(IGF-I) is a peptide development factor that applies 

mitogenic and metabolic exercises that are 

controllers of development, endurance and cell 

separation in various cell and tissue types [8].  

The aggravation intensifier is unequivocally 

actuated in the keratinocytes and fibroblasts of 

keloid tissue in a NEDD4 TV3-subordinate way. 

Unthinkingly, NEDD4 TV3 unequivocally 

collaborated with the connector protein RIP to 

actuate NF-κB [2]. 

IGF quality is fibrogenetic and provocative 

elements assume a part in its pathogenesis 

including skin break out hypertrophic scar 

arrangement [9]. 

 

 

5.Conclusion 

NEDD4TV-3 and IGF quality articulations are 

related with the defenselessness of advancement of 

keloid. 
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