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Abstract 

Background: Diabetic foot ulcer is one of the major causes of mortality in 
diabetic patients. Very few drugs and therapies have regulatory approval 
for this indication and several agents from diverse pharmacological classes 
are currently in various phases of clinical trials for the management of 
diabetic foot ulcers. 

Scope: The purpose of this review is to provide concise information of the 
drugs and therapies which are approved and present in clinical trials. 

Review Methods: This review was carried out by systematic searches of 
relevant guidelines, patents, published articles, reviews and abstracts in PubMed/Medline, Web of Science, 
clinicaltrials.gov, Cochrane Central Register of Controlled Trials, Cochrane Database of Systematic Reviews 
and Google Scholar of all English language articles are considered as of 01 March 2015. 

The following search terms were used: Diabetes, Diabetic foot, Diabetic foot ulcer, Diabetic wound, Diabetic 
foot infections, wound management, randomized controlled trials, Approved treatments, new treatments and 
Clinical trials. 

Conclusions: The various drugs and therapies for the management of diabetic foot ulcers comprises of 
antibiotics, neuropathic drugs, wound dressings, skin substitutes, growth factors and inflammatory modulators. 
The majority of these therapies target the treatment of diabetic foot ulcer to address the altered biochemical 
composition of the diabetic wound. However, no single treatment can be definitively recommended for the 
treatment of diabetic foot ulcers. 
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List of Abbreviations 

ACT : Alpha Connexin carboxy Terminus  

AhR : Aryl hydrocarbon receptor 

BBSS : Bi-layered bioengineered skin substitute 

BM-MNCs : Bone marrow derived mononuclear cells  

BM- MSCs : Bone marrow derived mesenchymal stem cells 

Cx : Connexin 

CHD : Cultured human dermis 

DF : Diabetic foot 

DFIs : Diabetic foot infections  

DFUs : Diabetic Foot Ulcers 

DM : Diabetes Mellitus 

DPN : Diabetic Peripheral Neuropathic 

EGF : Epidermal growth factor 

FGF : Fibroblast growth factor 

GABA : Gamma amino butyric acid  

GJs : Gap junctions 

G-CSF : Granulocyte-colony stimulating factor 

HBO2 : hyperbaric oxygen 

IGF : Insulin-like growth factor 

IL : Interleukin 

LMWH : Low Molecular Weight Heparin 

MMPs : Matrix metalloproteases  

MOR : μ-Opioid receptor  

MRSA : Methicillin-resistant Staphylococcus aureus  
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MSCs : Mesehchymal stem cells  

NAC : N-Acetyl Cysteine 

NIDDM : Non-insulin-dependent diabetes mellitus 

NMDA : N-methyl-D-aspartate  

ORP : Oxidative reductive potential  

PKC : Protein kinase C 

PSIS : Porcine small intestine submucosa 

PRP : Platelet-rich plasma 

P-T : Piperacillin-Tazobactam 

rh-bFGF : Recombinant human basic fibroblast growth factor  

rhEGF : Recombinant human epidermal growth factor  

rhPDGF-BB : Recombinant platelet-derived growth factor-BB isomer 

SBG : Soluble Beta-Glucan 

SBP : Systolic blood pressure  

TGF : Transforming growth factor 

TJs : Tight junctions  

TNF : Tumor necrosis factor  

uPA : Urokinase-type plasminogen activator  

uPAR : Urokinase plasminogen activator receptor 

VEGF : Vascular endothelial growth factor 

WBCT : White blood cell therapy 
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Abstract 

Background:  

Diabetic foot ulcer is one of the major causes of mortality in diabetic patients. Very few 

drugs and therapies have regulatory approval for this indication and several agents from 

diverse pharmacological classes are currently in various phases of clinical trials for the 

management of diabetic foot ulcers.  

Scope:   

The purpose of this review is to provide concise information of the drugs and therapies which 

are approved and present in clinical trials.  

Review Methods: 

This review was carried out by systematic searches of relevant guidelines, patents, published 

articles, reviews and abstracts in PubMed/Medline, Web of Science, clinicaltrials.gov, 

Cochrane Central Register of Controlled Trials, Cochrane Database of Systematic Reviews 

and Google Scholar of all English language articles are considered as of 01 March 2015.  

The following search terms were used: Diabetes, Diabetic foot, Diabetic foot ulcer, Diabetic 

wound, Diabetic foot infections, wound management, randomized controlled trials, Approved 

treatments, new treatments and Clinical trials. 

Conclusions:  

The various drugs and therapies for the management of diabetic foot ulcers comprises of 

antibiotics, neuropathic drugs, wound dressings, skin substitutes, growth factors and 

inflammatory modulators. The majority of these therapies target the treatment of diabetic foot 

ulcer to address the altered biochemical composition of the diabetic wound.  However, no 

single treatment can be definitively recommended for the treatment of diabetic foot ulcers.  
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1. Introduction & Epidemiology 

Diabetes Mellitus (DM) is a severe problem in both developed and developing countries 

with the reasons being globalization, urbanization, sedentary life style, socioeconomic and 

cultural changes 
1, 2

. A large chunk of chronic diseases that occurred in 2010 were attributed 

to DM; in hindsight, it has been approximated that 382 million adults were diagnosed with 

diabetes and this statistic is estimated to rise to 592 million by 2035 
3, 4

. The cost of diabetes 

related healthcare expenditure was USD 548 billion in 2013, which accounts for 11% of the 

total adult healthcare cost, which is further projected to exceed USD 627 billion in 2035 
5
. 

Approximately 25% of DM patients are under risk of developing the diabetic foot ulcer 

(DFU) and have higher chances of amputation and mortality rate. Early recognition of the 

high-risk foot and timely treatment will save the lower limbs and improve patients’ quality of 

life 
6, 7

. The average cost of healing a single ulcer is USD 8,000 to that of an infected ulcer is 

USD 17,000 whereas major amputation is USD 45,000. More than 80,000 amputations are 

performed each year on diabetic patients in the United States 
8
. Since, prevalence of diabetes 

is expected to grow to 592 million by 2035, the burden of diabetic wounds can be expected to 

increase accordingly 
9, 10

. Current diabetic wound treatment hinges on patient education, 

prevention, and early diagnosis. However, once a wound has developed, invasive therapies 

are costly while noninvasive therapies are less effective 
11

. The delayed DFU healing is due 

to collective complications such as peripheral arterial diseases, peripheral neuropathy, foot 

deformity and secondary bacterial infections 
12

. Moreover, the abnormal wound 

microenvironment and pathogenic factors lead to delayed ulcer closure. Diagnosis and 

therapeutic intervention of DFU patients necessitates an integrated plan of treatment which 

includes effective local wound care and infection control, optimal diabetes control, restoring 

pulsatile blood flow and pressure assuaging strategies 
4
. The present review discusses about 
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the drugs and therapies approved for treating DFU along with those which are currently in 

various phases of clinical trials, including their mechanisms of action.  

 

2. Methods 

2.1 Search strategy 

This review was conducted using a systematic search of relevant guidelines, patents, 

published articles, reviews and abstracts in PubMed/Medline, Web of Science, 

clinicaltrials.gov, Cochrane Central Register of Controlled Trials, Cochrane Database of 

Systematic Reviews and Google Scholar of all English language articles and is considered as 

of 01 March 2015. Reference lists of original studies and narrative reviews were also 

searched manually. 

2.2 Selection of Studies 

We limited interventions to drugs and biologicals, excluding electric devices, procedures, 

preventative or educational interventions. Interventions were included if they provided or 

reported sufficient data.  Only clinical trials that have been specifically studied in diabetic 

foot ulcers have been included. 
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3. Definition and Pathophysiology 

Diabetic foot (DF), as defined by the World Health Organization (WHO) is “The foot of a 

diabetic patient that has the potential risk of pathologic consequences includes infection, 

ulceration, and/or destruction of deep tissues associated with neurologic abnormalities, 

various degrees of peripheral vascular disease, and/or metabolic complications of diabetes in 

the lower limb” 
13

. DFU is a combination of various risk factors; among them, neuropathy 

plays a major role. The three major ethiopathologic conditions which are frequently 

associated DFU are ischemia, neuropathy and infection 
14

. The pathogenesis is initiated by 

the combination of neuropathy and ischemia also called as neuro-ischemia, which is prone to 

infection. As a result of the absence of protective sensation in the foot, most of the minor 

injuries are caused due to built-up pressure, mechanical or thermal injury. The detailed 

mechanism of DFUs 
15

 is shown in Fig. 1. 

3.1. Diabetic Neuropathy 

Long-term preponderance of high blood glucose level causes nerve fiber damage, 

disrupted nerve signal transmission and diminished blood vessel wall strength, which carries 

oxygen and nutrients to the nerves. There are several pathways associated with diabetic 

neuropathy such as sorbitol, myoinositol and glutathione 
16

. Ethiopathogenesis of Diabetic 

neuropathy involves many complex mechanisms (remains uncertain); among them nitric 

oxide blocking and Maillard reaction between sugars and amino acids are most common (Fig. 

2). 
17, 18

. The mechanisms by which nerve damage occurs includes the formation of advanced 

glycation end products, activation of protein kinase C, increased levels of reactive oxygen 

species and nitric oxide blocking 
19

. These mechanisms directly or indirectly cause nerve 

damage (Diabetic neuropathy). Neuropathy may be sensory, motor or autonomic depending 

on the type of nerve that is   damaged 
20

. Sensory neuropathy leads to two types of conditions, 

i.e., either a foot with severe pain or a foot without sensation 
9
. The consequences of sensory 
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neuropathy lead to distal symmetric sensory motor polyneuropathy (Loss of sensation), 

radiculopathy (leg pain) and entrapment syndrome (sensory impairment of plantar skin).  

Muscle weakness, atrophy and paresis are associated with motor neuropathy. The 

imbalance between flexor muscles and extensors lead to claw and hammer toe deformities, 

which is termed as ‘intrinsic minus foot’. Weakening of inter-osseous muscles of the foot 

causes the disability of intrinsic muscle to maintain the foot in its usual nature and contributes 

to foot deformity. If the foot undergoes deformation, then the pressure distribution over the 

foot is variable and abnormal pressure emerges at different points on the foot 
21, 22

. It becomes 

dysfunctional to footwear usage and the abnormal point of contact becomes a pressure area. 

Due to recurring pressure, keratosis and callus formation occurs. Keratosis development takes 

place in the presence of sensory neuropathy. Callus formation is the sign of severity of the 

disease. Excessive pressure exerted on the callused areas damage the foot tissues and induces 

ulcer formation under the callus that further cause cracks on the foot. 20 times higher 

pressure is exerted on callus point than the surrounding skin 
23-26

. Crowding of toes (crowded 

toes tend to overlie with each other on slanted direction which adjacent toes with other), Cock 

up toes (a toe could cock up and is not in the same level as the other toes of the foot; this 

makes them susceptible to trauma) and Clawing of toes (bending of toes) are the common 

deformities caused by motor neuropathy 
27-31

. 

In autonomic neuropathy, reduction in the flair reaction to a noxious stimulus results in 

the restricted blood flow at the wound/infected sites 
32

. Pseudo motor dysfunction and arterio-

venous shunting in the foot are the complications that occur due to autonomic neuropathy. 

Malfunctioning of the sympathetic nerves supplying the sweat glands in the foot reduces the 

sweat and moisture in the feet. Therefore, the skin develops cracking due to the dryness and 

low moisture content in the foot 
33

. This pathophysiological condition is called as pseudo 

motor dysfunction. The nerves in autonomic neuropathy produce an autosympathectomy like 
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state that results in warm excessively dry feet susceptible to skin breakdown as well as 

functional alterations in microvascular blood flow 
34

. Diabetic neuropathy leads to foot 

deformation or restricted joint mobility, which in turn develops the abnormal pressure in the 

foot followed by callus formation at the abnormal pressurized points. Local pressure in the 

foot is elevated due to the callus. Further, combining with unnoticed injury develops 

inflammation, necrosis and ulceration 
35, 36

. 

3.2. Peripheral Vascular Diseases  

Peripheral arterial disease is another prime reason for the formation of foot ulcers in 

almost 50% of diabetic patients 
37

. . In the early stages of diabetes, microcirculatory 

deficiencies are developed, which may be reduce capillary size, thickening of basement 

membrane and arteriolar hyalinosis.  Thickening of basement membrane disturbs the 

physiological exchanges, alters the leukocyte migration, lowers the maximal hyperemia and 

alters auto regulatory capacity 
37-39

. Endothelial dysfunctioning reduces the nitric oxide 

synthetase but lumen size of micro vessels remains normal 
40

. Although the lumen occlusion 

is absent in the blood vessels, the blood flow is altered, which leads to change in bone 

alignment and develops pressure in insensate foot.  Accelerated atherosclerosis is most 

common in diabetic patients. The most affected sites are the tibial and peroneal arteries of the 

calf portion. Development of atherosclerotic plaque in these vessels decreases the blood flow 

followed by occlusion of larger vessels and further leads to stroke, myocardial infarction, 

ischemia and formation of non-healing DFU. Another form of ischemia is the decreased 

angiogenesis in the diabetic wounds. Persistent hyperglycemic state is developed due to 

endothelial dysfunction and smooth cell abnormalities and this is followed by 

vasoconstriction due to the reduction of vasodilators. Further, the elevated vasoconstrictor- 

thromboxane A2 and platelet aggregation agonist develops plasma hyper-coagulability 
37

. 

Further, vascular extracellular matrix modulations will cause the development of stenosis in 
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the arterial lumen. Vasculopathy and neuropathy are inter-linked in the development of DF. 

Altered blood flow arises due to the shunts in microcirculation, sympathetic nerve 

degeneration and autonomic neuropathy. Hypertension, cigarette smoking and hyperlipidemia 

are some of the contributing factors for the formation of the peripheral arterial disease. All 

the factors collectively contribute for the development of occlusive arterial disease that leads 

to ischemia and ulcer formation in diabetics 
39-42

. Among the various classification systems 

that have been used for the DFUs, the Wagner classification system and Texas classification 

system are the most popular 
43

. Also recently a risk stratification classification System: based 

on Wound, Ischemia, and foot Infection (WIfI) has been introduced for lower extremity 

threatened limb by the Society for Vascular Surgery (SVS) 
44

. 

3.3. Diabetic foot infections (DFIs) 

Foot infections are a common cause of death and disability in people with diabetes, 

accounting for at least half of all non-traumatic lower-limb amputations. Infections range in 

severity from simple cellulitis to deep soft-tissue infection, necrotizing fascitis, and chronic 

osteomyelitis. Among diabetic patients with deep soft-tissue infections, 70-83% of the 

infections are polymicrobial at the time of diagnosis 
45, 46

. Therefore, empiric therapy should 

include broad-spectrum antibiotics. The most common pathogen in DFIs is S. aureus and 

groups A and B streptococci. Patients previously exposed to antibiotics are more likely to 

have methicillin-resistant S. aureus (MRSA) and Pseudomonas aeruginosa isolated from 

their  wounds 
17

. Armstrong et al. reported MRSA in up to 25% of all DFIs involving S. 

aureus 
47

. Gram-negative, gram-positive aerobes and anaerobes are typically detected in a 

single tissue sample. In nearly all cases, anaerobes are found only in the presence of aerobes 

45, 48
. As with milder infections, staphylococci are common pathogens in patients with severe 

foot infections. Also found in severe, mixed, soft-tissue infections are Proteus, Klebsiella, 

and Escherichia coli (E.coli). Among the anaerobes, Peptostreptococcus and Bacteroides are 
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the most frequent. Bacteroidesfragilis is common in chronic osteomyelitis 
49, 50

. In treating 

diabetic deep soft-tissue foot infections, attention should be directed to adequate debridement 

of devitalized tissue and administration of antibiotics. For non-limb-threatening infections, 

debridement of necrotic soft tissue and any involved bone should be performed as soon as 

possible. Since it is sometimes difficult to determine the viability of local tissue, serial 

debridement maybe performed 
45, 51, 52

. Depending on the location/type of infection, the 

treatment range from single-agent therapy with anti-staphylococcal and anti-streptococcal 

antibiotics for cellulitis, to treatment with broad-spectrum antibiotics those are effective 

against gram-positive, gram-negative, aerobic, and anaerobic pathogens for deep soft-

tissue/chronic bone infections. The most commonly used broad-spectrum agents are 

carbapenems or β-Lactam, β-Lactamase inhibitor combinations such as 

piperacillin/tazobactam, ampicillin-sulbactam, and ticarcillin-clavulanic acid. Antimicrobial 

therapy along with surgical treatment or debridement is essential for treating any chronic 

deep infection in bone. 
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4. Current Standardized Treatment Approach to DFUs 

At present, DFU care primarily comprises of diagnosis for vascular diseases, neuropathy 

and infections of the skin, soft tissue or bone 
53

. While vascular disease and infections require 

vascular supply optimization and antibiotic treatment, neuropathic foot ulcers require 

pressure redistribution (off-loading) which is of critical importance. Pressure off-loading 

approaches are varied, that include wheelchairs, crutches, foot inserts and therapeutic shoes, 

bed rest, casts and surgical procedures 
33

. Due to its association with high healing rates, the 

Total Contact Cast is deemed the ‘gold standard’ off-loading device world over; however, its 

use is restricted to staff well trained in application and removal, with accompanying 

limitations such as improper application leading to trauma, contralateral foot ulcer, 

significant arterial insufficiency, balance problems and contraindication in the event of 

infection 
33

. Poor patient compliance, in most instances affects successful off-loading and as a 

consequence, these devices hinder with the performance of daily activities 
54

. Debridement is 

an integral component of DFU standard care, permits the removal of necrotic tissue, 

reduction of bacterial biofilms and excess MMPs and callus and abnormal edge tissue 
3
. The 

types of debridement include surgical, enzymatic, autolytic, mechanical and biologic of 

which surgical debridement is mostly preferred 
12

. Tissue regeneration products (Apligraf
TM

, 

Dermagraft
TM 

and GraftJacket
TM

) and growth factors are considered for superficial wounds. 

Hyperbaric oxygen and negative pressure wound therapy are used for deep seated and 

complicated wounds 
55

. 

  

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

5. USFDA approved drugs and therapies for treating various complications associated 

with DFUs 

5.1. Neuropathic and antibiotic Drugs (Table 1) 

USFDA has approved three drugs for the treatment of diabetic peripheral neuropathy, 

viz., duloxetine, anticonvulsant pregabalin and opioid tapentadol 
56

. Three drugs are approved 

for the treatment of DFIs in the complicated skin and skin structure infections (cSSSI) 

indication: piperacillin/tazobactam combination, trovafloxacin, and linezolid. Specifically for 

osteomyelitis associated with overlying DFIs, there are currently no drugs/agents that have 

been approved 
57

. The detailed clinical trials published on various drugs and therapies 

specific to DFUs treatment are summarized in Table 2. 

 

5.2. Bioengineered Skin Substitutes/ Soft Tissue Substitutes 

5.2.1. Amniotic membrane 

Natural human amniotic membrane has been used as a wound covering for over 100 

years. It belongs to the innermost layer of placenta consists of epithelial layer, a basement 

membrane and an avascular stroma. They provide biologically active cells and important 

regenerative molecules along with structural support to ECM.  Type IV, V and VII collagen 

acts as substrate which maintains structural integrity and also facilitates cellular infiltration 

and wound healing. Amniotic membrane contains essential growth factors and cytokines that 

may enhance the healing process. It also found to posses some antimicrobial activity and 

reduced inflammation at the site of application 
58

. 

5.2.2. Autologous stem cell therapy 

Stem cells are capable of self-renewal and multilineage differentiation has been studied in 

the damaged tissues of DFUs. Among the different types of stem cell therapies bone-marrow 

(BM)-derived mononuclear cells (MNCs) and mesenchymal stem cells (MSCs) are most 
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successful clinically. MSCs containing multipotent progenitors are capable of differentiating 

into cells of numerous tissue lineages. MSCs have previously proven clinically to repair or 

regenerate somatic tissues to treat severe graft versus host disease in allogeneic stem cell 

transplantation. MSCs fill the dermis of the skin and can alter the composition (dermal, 

vascular, and other components) of chronic wound which helps in optimal wound healing. 

BM-MNCs are a group of differentiated cells from many kinds of stem cells including 

hematopoietic stem cells, endothelial progenitor cells, mesenchymal stem cells, precursor 

cells, and their progeny. MNCs are abundant in bone marrow and peripheral blood. 

Therapeutic application of autologous stem cell based therapy has revolutionized the field of 

regenerative medicine 
59, 60

. 

5.2.3. Bi-layered bioengineered skin substitute 

It is a living, bi-layered skin substitute where the epidermal layer consists of well-

differentiated stratum corneum developed by human keratinocytes. This skin substitute 

consists of human fibroblasts in a bovine Type I collagen lattice, matrix proteins and 

cytokines. It is devoid of macrophages, melanocytes, langerhans cells, lymphocytes, hair 

follicles and blood vessels. It is used for the treatment of DFU with a greater than 3 week’s 

duration. It is recommended for the management of non-infected partial and full-thickness 

skin ulcers that extend through the dermis but without tendon, muscle, and capsule or bone 

exposure; those which haven’t been effectively treated by conventional ulcer therapy and 

those with venous insufficiency of greater than 1 month duration 
61

.  

5.2.4. Human fibroblast-derived dermis 

It is a biological substitute synthesized from human fibroblast cells. The human fibroblast 

cells are produced from the newborn foreskin tissue, which consists of fibroblasts, 

extracellular matrix and it is available as a bio-absorbable polyglactin mesh scaffold. The 

fibroblast proliferate and generates the matrix proteins, human dermal collagen, cytokines 
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and growth factors which fill into the interstices of this scaffold to construct a three-

dimensional human dermal substitute consisting of metabolically active living cells. It is 

devoid of lymphocytes, macrophages, blood vessels or hair follicles. It is indicated in the 

treatment of long term and severe cases of DFU (Long term and severe cases where DFU is 

persistent for more than six weeks duration, and spreading through the dermis, but without 

tendon, muscle, joint capsule or bone exposure) 
61

 .  

5.2.5. Porcine small intestine submucosa 

Porcine small intestinal submucosa (PSIS) is an acellular, biological ECM consists of 

type I collagen, glycosaminoglycans and proteoglycans which simulate native ECM. The 

porous microstructure of PSIS enables the oxygen diffusion. It supports cellular infiltration, 

adherence, proliferation, and differentiation of numerous cell types. The bioactivity of SIS 

includes releasing growth factors (TGF-β1, VEGF and FBF-2), minimizing the destructive 

activity of MMPs, and inducing angiogenesis to support new blood vessel in growth. SIS is 

biodegradable and can be well incorporated into tissue 
62

. 

5.3. Growth Factors 

DFU is the major cause of morbidity in diabetic patients. Even though across-the 

spectrum conventional treatments are available, there remains a group of patients with non-

responding wounds, usually resulting in amputation. These types of wounds may benefit from 

growth factors which cause molecular manipulation in the wound micro-environment. Local 

and systemic application of these growth factors appears to signal a significant role for their 

therapeutic use in the treatment of DFU.  

5.3.1. Platelet Derived Growth Factor (PDGF) 

It is synthesized using recombinant DNA technology by insertion of the gene for the B 

chain of platelet-derived growth factor (rhPDGF-BB) into the yeast, Saccharomyces 

cerevisiae. It is concerned with the chemotactic recruitment and segregates the cells which 
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involve in wound repair and develop the granulation tissue. It forms granulation tissue in 

DFU, healing them by promoting the chemotactic recruitment, promotes angiogenesis and 

induces fibroblast proliferation and proliferation of cells involved in wound repair. It is 

indicated for treatment of infection which is into the deeper subcutaneous tissues or beyond 

the tissues having an abundant blood supply 
63

.  

5.4. Debridement 

DFUs are characterized with excessive necrotic tissue; as the wound is stagnated in the 

chronic inflammatory stage, this halts further wound healing and acts as barrier for 

application of topical therapeutics over the wound. Debridement is a crucial step in these 

types of chronic wounds. Debridement is a process of removing damaged and necrotic tissue 

for advancing the healing of the remaining healthy tissue. It may be by chemical, mechanical, 

autolytic and surgical. 

5.4.1. Hydrogel 

Hydrogels rehydrates necrotic tissue, liquefies hard eschar and loosen the slough thereby 

promotes debridement. They promote granulation, epithelialization, and autolytic 

debridement. Hydrogels also provides the optimum moist wound healing environment during 

the later stages of wound healing. Hydrogel as a method for debridement is more effective 

than gauze or standard care in healing diabetic foot ulcers 
64

. 

5.4.2. Maggot Therapy 

It is a stage I and II viable-larva of the green bottle fly Lucilia sericata, packed in a sterile 

bag. The larvae are developed from disinfected fly eggs. These open mesh polyester bags are 

available in different sizes based on the dosage (number) of larvae to be packed. The bag 

confines the larvae on the wound and avoids the displacement of larvae away from it. Sterile 

polyvinyl alcohol foam cubes present in the bio bags are the ‘spacers’ that provide free 

mobility for the larvae within. These small maggots consume necrotic tissue more effectively 
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than standard surgical debridement within a day or two. Maggot therapy is indicated for 

cleansing the non-curative necrotic skin and soft tissue wounds, including pressure 

ulcerations, venous stasis ulcers, neuropathic foot ulcers, and non-healing traumatic or post-

surgical wounds 
65

.  

5.5. Products in Pipeline 

5.5.1. Flowable Bovine Collagen 

It is a well-refined fibrillar flowable bovine collagen. Unlike regular collagen in 

biological scaffolds (cross-linked collagen), it contains fibrillar collagen i.e., non-cross linked 

collagen. Collagen flowable wound matrix is the most advanced wound care matrix and it is a 

flowable (liquid) version of collagen scaffold. The tunneled wounds are having uneven 

geometry which is difficult to treat effectively. The matrix is reconstituted with saline and 

administered through a syringe with a flexible injector on the tunneled/complicated wounds. 

This flowable wound matrix can fill into the wounds, deep crevices and provides maximum 

contact on the wound bed. The mechanism behind this collagen flowable matrix is same as 

that of conventional collagen scaffold, except its physical nature, which allows intimate 

contact between the grafting material and the wound bed (deep creviced wounds). This non 

cross linked collagen gel has the ability to have PDGF bind to it to help the migration of 

human dermal fibroblasts. It is triggered by a miniscule quantity of blood in the wound. An 

advantage in the lack of collagen crosslinking lies in the fact that it aids the regeneration of 

skin 
66

.  

5.5.2. Recombinant human epidermal growth factor (rhEGF) 

rhEGF is applied by intralesional injections directly in the wound site for peri- and intra-

lesional infiltration. Injecting rhEGF deep into the wound base and walls would allow for 

greater pharmacodynamic response in terms of granulation tissue growth and wound closure. 

Systemic or local injections of rhEGF have produced clear-cut cytoprotective and 
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proliferative responses, suggesting an intrinsic ability of rhEGF at supra-physiological 

concentrations to trigger biological events necessary for tissue repair. rhEGF can enhance 

healing of chronic wounds following repeated local infiltrations. rhEGF increased wound cell 

infiltration and accelerated healing in poor prognosis wounds towards a rapid and sustained 

response. Some of the other products cleared by FDA are Amnionic membrane (MiMedx), 

Porcine intestinal membranes (KCI), Bovine dermal membrane (Intergra Life Sciences), 

Autologous Stem Cell (Osiris Therapeutics Inc.). 
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6. Drugs and therapies in clinical trials  

Various drugs and therapies are currently in clinical trials for the treatment of DFUs. 

These studies contain drugs, tissue biologicals, medical devices and procedures (Fig. 3). The 

majority of these studies were found to be of topical application and involved the use of novel 

therapies to address multiple and altered biochemical pathways of DFU. Most of them are in 

the initial stages of evaluation for their safety and efficacy. These studies are summarized in 

Table 2. 

6.1. Neuropathic and antibiotic Drugs 

6.1.1. Thioctic Acid (alpha-lipoic acid) 

For diabetes and its related neuropathic symptoms including burning, pain, and numbness 

in the legs and arms, Thioctic acid is extensively used. Alpha-lipoic acid seems to delay or 

reverse peripheral diabetic neuropathy through its multiple antioxidant properties. Treatment 

with alpha-lipoic acid increases reduced glutathione, an important endogenous antioxidant. It 

aids in preventing certain forms of cellular damage in the body and also reestablishes vitamin 

E and vitamin C levels. Thioctic acid is recommended for diabetics and nerve-diseased 

diabetic patients. Alpha-lipoic acid, naturally occurring anti-oxidant agent involves in delay 

or reversal of peripheral diabetic neuropathy.  It is a dithiol derivative involved in 

mitochondrial biological reactions by reducing the oxidation of stress in neurons and other 

tissues. It is strong reducing agent, which deactivates the reactive oxygen species and reduces 

other oxidized forms. It’s well tolerated and well documented molecule for the diabetic 

neuropathy treatment, which is clinically effective at a dosage of 600 mg daily and also at 

1800 mg daily for some patients 
67-69

.  Alpha-lipoic acid is available as over the counter drugs 

and also present in other neuropathy treatment products. It’s evident that thioctic acid 

ameliorates the functioning and conduction of neurons 
70, 71

.  
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6.1.2. Daptomycin 

Daptomycin, obtained by Streptomyces roseosporus fermentation, is an anti-bacterial 

agent comprising of a 13 member amino acid cyclic lipopeptide with a decanoyl side chain 
72

. 

Although the specific mechanism responsible for its activity has not been elaborated upon, it 

is hypothecated to be active via the calcium-dependent insertion of its lipophilic tail into the 

bacterial cell membrane, effecting rapid depolarization and potassium ion expulsion 
73

. It has 

also been demonstrated that daptomycin induces a calcium-dependent dissipation of the 

membrane potential (Δ psi) in S. aureus without actually impressing on the chemical gradient    

(Δ pH) across the membrane 
74

. This unique hypothesis could be the reason for its 

bactericidal efficacy.  

6.1.3. Gentamicin-Collagen Sponge (G-C Sponge) 

G-C sponge is a hemostyptic, resorbable and biodegradable collagen sponge that contains 

the broad spectrum aminoglycoside antibiotic-gentamicin, for local protection from DFIs. 

This drug delivery system consists of gentamicin sulfate, a water soluble broad spectrum 

aminoglycoside antibiotic which is uniformly dispersed in a type I collagen matrix for the 

management of    DFUs 
75

. Gentamicin is active against most strains of aerobic gram-

negative and gram-positive pathogens including MRSA 
76

.  Additionally, it is indicated for 

skin infections as creams and ointments, which contain 0.1% whereas gentamicin collagen 

sponge contains 27%. It has a concentration dependent mechanism of action which ensures a 

higher concentration of drug at the target wound tissue. High dose of gentamicin in this 

system is likely to reduce resistance and elevate the efficacy. Topical application of 

Gentamicin may develop resistance but a recent study proved that there was no resistance 

found when used as ocular antibiotics 
77-79

.  

6.1.4. Moxifloxacin  
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Moxifloxacin belongs to the fourth-generation synthetic fluoroquinolone anti-bacterial 

agents. It is active against most aerobic and anaerobic gram-positive and gram-negative 

species. Moxifloxacin has significant antimicrobial action on aerobic (90.8%) and anaerobic 

(97.1%) microorganisms 
80, 81

.  

6.1.5. Nemonoxacin 

Current therapies for the treatment of drug resistant bacterial infection are becoming less 

effective. Nemonoxacin belongs to the class of non-fluorinated quinolone anti-bacterial drugs 

that acts by inhibiting bacterial DNA topoisomerase enzyme 
82, 83

. It is available both in oral 

and intravenous formulations. Clinical trials reports revealed that nemonoxacin has 

significant anti-bacterial action against the virulent drug-resistant bacterial species such as 

MRSA, vancomycin-resistant enterococci and acinetobacter baumannii species. Community-

acquired pneumonia and DFIs’ treatment has been modulated to incorporate nemonoxacin for 

its specificity 
84

. 

6.1.6. Pexiganan 

Pexiganan, is an 22 amino acid peptide, naturally available from the skin of African 

Clawed Frog. It exhibits bactericidal activity by disruption of bacterial cell membrane. 

Further, pexiganan has distinct advantages over other anti-microbial agents by its broad 

spectrum (gram-positive, gram-negative, aerobic, and anaerobic bacteria) and fungistatic 

activity. Additionally, recent studies suggest that highly resistant bacteria such as 

vancomycin-resistant enterococcus and methicillin-resistant staphylococcus aureus are 

sensitive to pexiganan  

6.2. Growth Factors 

6.2.1. Granulocyte-colony stimulating factor (G-CSF) 

Immunodeficiency condition by white blood cell dysfunction contributes to susceptible 

infections in patients with DFU. G-CSF is cytokine which can directly act on neutrophil 
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restricted progenitor cells in their proliferation. It increases chemotaxis by enhanced binding 

of polymorphonuclear leukocytes to chemotactic peptides 
85

. G-CSF specifically regulates 

proliferation and differentiation of neutrophilic granulocyte precursors and stimulates the 

function of mature neutrophils 
86

. 

6.2.2. Platelet-rich plasma (PRP) 

Platelet-rich plasma (PRP) is a portion of blood plasma that is enriched with platelets. It is 

a fraction of autologous blood platelets, which contains various growth factors and cytokines 

that stimulate wound healing by attracting undifferentiated cells into the site of injury 

following triggering cell division 
87

. PRP also has been referred as platelet-rich concentrate, 

platelet-enriched plasma, platelet releasate and autologous platelet gel 
88

. It is long lasting and 

cost effective than the recombinant human growth factors and also being an autologous 

source, it is free from communicable pathogens. Signaling proteins of platelets in PRP 

attracts macrophages and plays a role in host defense mechanism at the wound site. PRP has 

also shown antimicrobial properties against E. Coli, MRSA, Candida albicans and 

Cryptococcus neoforrmans 
87

. 

6.2.3. Recombinant human basic fibroblast growth factor (rh-bFGF) 

rhbFGF is a recombinant human basic fibroblast growth factor (heparin-building single-

chain peptide of 146 amino acids), which is being developed for the treatment of wound 

repairs. It is produced by recombinant DNA technology using Escherichia coli type B 
89

. It 

has a ubiquitous distribution in mesoderm- and neuroectoderm derived tissues, this is a potent 

mitogen for all cell types involved in the healing process 
90

. rhbFGF stimulates angiogenesis, 

cell proliferation, migration, differentiation, neo-vascularization, re-epthelialization and 

collagen disposition which contribute towards wound healing. rhbFGF is a potent mitogen for 

all cell types involved in the wound-healing process and is highly angiogenic and 

chemotactic for fibroblasts and endothelial cells 
91

. It provides sufficient neuroprotection at 
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the site of the wound. It stimulates chemotaxis of the mesodermal cells and growth for the 

extracellular matrix. It expedites both acute and chronic wound healing which in turn gives a 

scar-free cure 
92

.    

6.3. Modulation of Inflammation 

6.3.1. Alpha connexin carboxy terminus (ACT)-1  

Connexins are the gap junction proteins, which are involved in organizing cell to cell 

communication via gap junctions (GJs). Due to the interactions between the gap junctional 

connexins with tight junctions (TJs), the resultant effect is cell-to-cell contact. GJs and TJs 

are concerned in controlling the regulation of cell proliferation, migration, differentiation, and 

tissue development 
93, 94

. These proteins have a vital role in tissue refurbishment and 

inflammatory activity. The platform technology has been established and wide variety of 

proteins were developed and ultimately screened for their therapeutic values. ACT peptide, 

including the       C-terminus sequences of connexins (Cx43, Cx37, Cx45, Cx40, and Cx26) 

has been synthesized by the technology platform.  Wound healing is initiated by the 

intercellular communication via Cx43 GJs and research has been forwarded in developing the 

lead peptide ACT-1 
95, 96

. ACT-1 is a small peptide (25 amino Acids) that mimics the C-

terminus of the trans membrane protein Cx43, which is prevalent among all connexins. ACT-

1 has a unique feature that triggers the body’s own healing response from inflammation 

followed by tissue regeneration. ACT-1 is multi-functional, where it stabilizes GJs 

(intercellular communication) as well as TJs (intercellular contacts) of endothelial cells 

during the wound healing, thereby, in the process promoting the cellular communication, 

dampened excessive inflammation response and normal tissue regeneration 
97

. In a 

randomized clinical trial on 300 patients, application of                 ACT-1 (100μM) resulted in 

highly significant increases in mean percent wound closure at four and twelve weeks as well 

as incidence of 100% wound closure, along with significantly reduced time for complete 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

wound closure. ACT-1 was also shown safe and well-tolerated with no drug-related systemic 

or local adverse events. However, this evidence has not been confirmed by publication of full 

trial results. 

6.3.2. Antisense oligonucleotide 

Antisense oligonucleotides are single strands of DNA or RNA. Antisense 

oligonucleotides are single strands of DNA or RNA. The gap junction protein Cx43 plays an 

important role in the wound healing process and hypothesized that its down-regulation would 

accelerate that process. This topically applied unmodified antisense oligonucleotide down-

regulates the key gap junction protein Cx43 to dampen inflammatory responses and enhance 

healing 
98, 99

. It was demonstrated on abnormal up-regulation of Cx43 at the edge of wounds 

in the streptozotocin-diabetic rat model. By reducing the Cx43 expression using Antisense 

oligonucleotide, it is possible to restore healing rates to normal or better 
100

. Subsequent 

preclinical studies of biopsy samples from a  wide variety of human chronic wound samples 

also showed a striking over-expression of Cx43 protein 
101

.  

The other proposed mechanism was aryl hydrocarbon receptor (AhR) or dioxin receptor 

modulated cell migration and plasticity. Activation of this receptor results in severe skin 

lesions such as chloracne, contact hypersensitivity, and dermatitis. AhR absence will enhance 

keratinocyte migration, accelerating re-epithelialization of skin 
102, 103

. Carvajal-Gonzalez JM       

et al. 
104

 have performed wound healing studies in a mice model using wild-type (Ahr+/+) 

and  AhR-null (Ahr-/-). Results revealed that in vivo treatment with antisense 

oligonucleotides has down-regulated the AhR and thereby improved re-epithelialization. 

Hence, antisense oligonucleotides could be a potential new tool for the treatment of chronic 

wounds like DFU.  

6.3.3. Chinese herbal medicine (Radix rehmanniae and Radix astragali) 
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Recently, traditional Chinese herbal medicine (CHM) is extensively applied is thought to 

be a substitute to mainstream medicine in different diseases. Radix astragali (R.astragali) and  

Radix rehmanniae (R.rehmanniae), the principal component herbs were efficient in 

increasing fibroblast proliferation, the major step in wound healing. R.astragali boosts the 

functioning of “Qi” which is concerned in wound healing and muscle re-formation, whereas 

R.rehmanniae involves in lowering the heat in blood, nourishing the “Yin” and elevating the 

body fluid production 
105, 106

. According to the Chinese medicine theory, these two 

phytoconstituents possess high healing activity on ulcers and generate the anti-inflammatory 

effects 
107

. Additionally, R.astragali shows improvement of insulin resistance and 

R.rehmanniae shows regressive effects in diabetic nephropathy 
108

. In a study conducted by 

Chen M et al., 
109

 on clinical trials of CHM, it was concluded that CHM may be effective and 

safe as an adjunctive therapy for treating DFU. Nevertheless, a firm conclusion could not be 

reached because of the poor quality of the included trials.  

6.3.4. Doxycycline Monohydrate 

Doxycycline is a tetracycline antibiotic which has matrix metalloproteinase (MMP) 

inhibitory activity and tumor necrosis factor-α (TNF-α) converting enzyme activity 
110, 111

. It 

is applied on the surface of the wound along with a secondary dressing or non-adhering 

dressing. The secondary dressing provides secure and moist environment to the wound. High 

levels of  pro-inflammatory cytokines, TNF-α and Interleukin-1-beta (IL-1β), abnormal levels 

of proteinases (MMPs) and neutrophil elastase are found in the DFUs where these 

endogenous growth factors, enzymes and proteins prevent wound healing 
112, 113

. Doxycycline 

is the molecule concerned with lowering the inflammation and anti-MMP activity, thereby 

leading to wound healing. In addition doxycycline is used as an antibiotic orally for the 

treatment of DFU 
114

.  

6.3.5. HO-0303 (Protein Kinase C Inhibitor/Stimulant)  
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HO-0303, is a topical therapeutic agent for the management of chronic wound healing, 

including DFUs, venous leg ulcers, and pressure ulcers. It consists of protein kinase C (PKC) 

modulating agents and exhibits synergistic effects i.e., PKCα (re-epithelialization) activation 

and PKCδ (delayed re-endothelialization) inhibition to promote the wound healing 
115

. It 

mediates by various several biochemical pathways which promote rapid and complete 

epidermal closure.  These biochemical pathways include migration of the skin cells towards 

the wound site, accelerating the granulation tissue formation, proper matrix deposition for the 

dermal reconstruction and isolation of the pathogens, thereby diminishing the inflammatory 

response 
116

.  

6.3.6. N-acetylcysteine (NAC) on diabetic foot oxygenation 

Breathing of pure oxygen (100%) in a pressurized room is called hyperbaric oxygen 

(HBO2) therapy 
117, 118

. It will improve wound tissue hypoxia, reducing edema, enhances 

perfusion, promoting fibroblast proliferation, down regulating inflammatory cytokines, 

angiogenesis and collagen production. These advantages make use of hyperbaric oxygen 

therapy as an adjunct therapy for “problem wounds,” such as DFUs. However, hyperbaric 

oxygen therapy in DFU patients, especially those with vascular diseases has variant tissue 

oxygen concentration level due to the vasoconstriction mechanism (decreased nitric oxide 

bioavailability) and exaggerated oxidative stress 
119, 120

. NAC is a pre-cursor for the amino 

acid cysteine and an anti-oxidant. Hence, NAC administration may induce modulation of 

both parameters and there by improved ulcer oxygenation during hyperbaric oxygen therapy.  

6.3.7. Soluble Beta-Glucan (SBG) 

In DFU complications, the macrophages malfunctions and wound healing fails. 

Therefore, immunomodulatory beta-glucans will help in the treatment, as they are highly 

potent in resuming the normal actions of the malfunctioning macrophages. β-Glucans are the 

natural medicines which are known to sensitize the macrophages and helps in wound repair 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

121, 122
. Beta-glucans specifically bind to the leucocytes, macrophages, dendritic cells, 

granulocytes and other cells present on the cell surfaces. SBG is of microbial origin, where it 

is synthesized by Saccharomyces cerevisiae. Beta–glucans have additional properties such as 

moisture maintenance and absorption of the exudates from the wound which promote wound 

healing. SBG shows slightly acidic (pH 6), which helps in wound healing and decreases the 

protease activity in the wound. SBG stimulates secretion of cytokines and modulates 

inflammation. As SBG stimulates macrophages in inflammatory stage but also coordinate in 

other stages in wound healing 
123

. SBG is involved in modulation of immune response by 

acting on cellular receptors in cells of innate immune system 
123

. In vivo studies proved that 

SBG is a potent enhancer of immune functions and this can be clinically translated for the 

development 
124, 125

.  

6.3.8. WH-1 

WH-1 constitutes extracts from two botanical raw materials, Plectranthus amboinicus 

Lour. (Lamiaceae) and Centella asiatica Linn. (Umbelliferae). P. amboinicus and C. asiatica 

are proven to possess anti-inflammatory and healing properties relevant to wound treatment 

126
.      P. amboinicus is one among approximately 300 botanical species in the Plectranthus 

genus of the Lamiaceae family, which is identified for its myriad applicability, in particular 

as medicines     for skin, infective, digestive and respiratory disorders. In vivo evaluation (rat 

model) of          anti-inflammatory and anti-tumor activities of an extract of P. amboinicus 

leaves demonstrated a substantial edema reduction and confirmed the anti-inflammatory 

properties at specific dose levels 
127

. This anti-inflammatory effect was attributed to 

antioxidant enzyme activity modulation in the liver and TNF-α generation.  

6.4. Vasodilators 

6.4.1. Nitric Oxide Releasing Patch 
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In normal conditions, nitric oxide is synthesized and secreted in the human body and is 

involved in the wound healing process 
128

. It has a key role in collagen synthesis, chemotactic 

cytokines release, blood vessel permeation, enhancement of angiogenic actions, epidermal 

growth factors release and bacterial mitochondrial respiratory chain disruption 
129-131

. 

However, nitric oxide is unstable and needs to be applied frequently. Therefore, this 

limitation provided a formulation strategy to use nitric oxide releasing polymeric groups like 

S-Nitrosothiols that gives constant nitric oxide (NO) release 
132, 133

. NO stability and its 

release pattern has led to the development of a new NO releasing patch and this device is 

produced by the electro-spinning technique 
134

. Various studies, performed in murine models, 

have demonstrated the role of NO in the healing process. The levels of the final metabolic 

products from NO (nitrite and nitrate) rise during the first two days more than subsequently 

in the liquid recovered from the sponges previously placed in the subcutaneous tissue of 

healthy subjects' wounds, increase that is not observed in diabetic subjects, suggesting an 

impairment in the cutaneous production of NO in diabetic individuals. The topical use of NO 

accelerates the wound healing process of excision wounds 
135-137

. 

6.5. Debridement 

6.5.1. Pirfenidone 

DFUs can lead to excessive scarring. In the chronic wound healing process of DFUs 

reducing scarring is required for fibroblast migration, proliferation and epithelialization. 

Leftover scar tissue may also get infected. Pirfenidone is a pyridone analogue belongs to the 

class of anti-fibrotic drugs that acts by reducing fibrosis. It has a good effect to inhibit skin 

scarring of wounds by inhibiting the production of tissue erosion and improves tissue 

granulation and epithelialization in the proliferative phase of wound healing. Pirfenidone also 

have significant anti-inflammatory and antioxidant 
138

.  
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6.6. Others wound healing promoters. 

6.6.1. Angiotensin analogue 

It is analogous to angiotensin, the naturally occurring peptide. It has been synthesized and 

developed to promote wound healing without interrupting the angiotensin’s physiological 

functions. The salient mechanism of this drug involves mesenchymal stem cells (MSCs) up 

regulation in the wound 
139

. MSCs are produced from the embryo and are without a specific 

cellular phenotype. The cells distinguish into a variety of cells within the body, namely 

adipose cells, fibroblasts, osteocytes, muscle cells, and keratinocytes. It elevates the 

keratinocyte proliferation, extracellular matrix production and vascularization. Moreover, 

some histological studies reported that angiotensin analogue increases collagen deposition by 

six-folds. Extensive pre-clinical studies have demonstrated the ability of angiotensin 

analogue to accelerate healing and reduce scar formation 
139

.  

6.6.2. Low Molecular Weight Heparin (LMWH) 

A sulfated glycosaminoglycan, Heparin is extensively utilized as an injectible anti-

coagulant by showcasing its anti-fibrinolytic and anti-thrombic effects 
140

. Heparin is widely 

touted to possess honorable virtues on local tissue microcirculation and oxygenation, by 

means of the inhibition of thrombin generation and amelioration of fibrin gel porosity. This 

vastly favors fibrinolysis, thereby portraying its applicability in DFUs. Aside from its 

significant anti-thrombotic benefits, heparin is also reported to be viable in vitro, encouraging 

heparin sulfate synthesis in endothelial cell cultures 
141

. In addition to this, increment of 

fibroblasts sourced from DFUs, forbidding endothelial basement membrane damage and 

enhancing the capillary strength and count are some of its reported merits 
142

. Heparin 

treatment for venous thromboembolism as a cautionary measure appeared to have 

demonstrated substantial gains in diabetic patients with long-term foot ulcers 
143

.  

6.6.3. Iroxanadine  
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Iroxanadine is one of the hydroxylamine derivatives. In DFUs, cells like fibroblasts and 

endocytes are in high stress levels and lose their integrity. The stress proteins/heat-shock 

proteins (molecular chaperones) are essential for the cell integrity sustenance during regular 

growth, in addition to during pathophysiological conditions, and therefore can be conceived 

as "homeostatic proteins". Establishment of eukaryotic chaperone molecules is facilitated by 

Iroxanadine by hyperbolizing the heat shock protein expression, thereby regularizing normal 

cellular protein repair mechanisms by the initiation or suppression of molecular chaperones in 

DFUs . It also has the ability of refolding the incompatible proteins into appropriate shape 

and non-toxic form 
144

. 

6.6.4. Moist Exposed Burn Ointment 

It is a phyto-drug complex comprising of alkaloid-sterol-flavonoid i.e., berberine-

betasitosterol-baicalin. It exhibits synergistic effects due to the triple combo of phyto-drug 

molecules. Berberine possess anti-oxidant, anti-bacterial, anti-microbial and vasodilator 

properties. Beta-sitosterol has anti-inflammatory activity. Baicalin is having anti-thrombotic, 

anti-oxidant, anti-bacterial and anti-inflammatory properties. The safety and efficacy data of 

MEBO wound ointment is not yet available 
145

 . 

6.6.5. Phenytoin 

Phenytoin is used as an anticonvulsant medication for effective control of convulsive 

disorders with a common side effect being gingival hyperplasia 
146

. This unwanted 

stimulatory side effect of phenytoin suggests its use in wound healing. In addition, it may 

have the potential to alter the dynamics of wound healing through a stimulatory effect, which 

can induce the growth of connective tissue, and may have the ability to promote wound 

healing. Phenytoin promotes wound healing by various mechanisms that includes stimulation 

of fibroblast proliferation, enhancing the formation of granulation tissue, decreasing 
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collagenase activity, inhibition of glucocorticoid activity and direct or indirect antibacterial 

activity by affecting inflammatory cells and neovascularization 
147

. 

6.6.6. Urokinase 

Urokinase, also termed as urokinase-type plasminogen activator (uPA), is a serine 

protease synthesized and secreted by keratinocytes. It is majorly expressed at times of wound 

repair by migrating keratinocytes 
148

. Neither uPA nor its corresponding receptors are 

expressed in normal, healthy epidermal conditions and are down-regulated upon skin 

integrity restoration. When receptor bound, uPA induces focal extracellular proteolysis at the 

wound periphery during        re-epithelialization phase. uPA stultification is stipulated by 

fibroblasts, delayed cellular infiltration, granulated tissue and re-epithelialization 
149

. Surface 

application of uPA on profound wounds was described to hasten the healing process in 

vitiated diabetic mice and their conventional littermates 
150

.  

6.6.7. White Blood Cell therapy (WBCT) 

It is an assortment of white blood cells constituting neutrophils, monocytes/macrophages 

and lymphocytes. It contains a different array of active cells which can treat dissimilar wound 

types with varying phases of inclemency. These cells are obtained from young (18-40 yrs 

old), healthy blood donors. WBCT incorporates the functionally-active immune cell in the 

inflammatory environment for wound healing.  These functionally active immune cells re-

establish the usual environment at the wound area, release the growth factors and stimulate 

phagocytosis of bacteria and dead cells for wound healing. Among the white blood cells, 

activated monocytes have vital role in wound healing 
151

. All strata of cellular and molecular 

mechanisms pertaining to wound healing involve macrophages viz., angiogenesis, 

chemotaxis, inflammation, synthesis of collagen along with its deposition and re-

epithelialization. It also manages the proliferation process by secreting growth factors such as 

PDGF, transforming growth factors (TGF-a, TGF-b1), vascular endothelial growth factor 
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(VEGF), fibroblast growth factor (FGF), epidermal growth factor (EGF) and Insulin-like 

growth factor (IGF-1) involved in the wound healing process 
152-154

. Initially, the 

macrophages secrete IL-1, which segregates the inflammatory cells from the blood 

circulation and diverts them to the wound site, elevating the phagocytosis process that helps 

in engulfing the bacteria and debridement, by the secretion of IL-6 from macrophages leading 

to endothelial cell proliferation and initiation of angiogenesis 
155

.  
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7. Discussion 

Patient education, blood sugar control, wound debridement, advanced dressing, 

offloading, surgery and advanced therapies are still the standard care of therapies for treating 

DFUs. These gold standard cares has been successful in the management of most of the 

DFUs. However, there is a subset of patients who have high rates of failure in healing their 

DFUs ending with amputation. Furthermore, scientific investigation of such patients has 

shown microvascular dysfunction, decreased growth factor activity, hypoxic tissue 

environment and other factors which contribute to impaired wound healing. Perseverant 

research has ushered in contemporary therapeutic wound healing strategies to deal with the 

multifactorial pathogenesis in the DFUs. These include antibiotics, neuropathic drugs, 

biologicals, growth factors, skin substitutes and inflammatory modulators. 

Although the pathogenesis of diabetic wound healing is multifactorial decreased 

expression of growth factors and increased levels of inflammatory cytokines are major causes 

of impaired wound healing of DFU. This altered molecular environment of DFU develops a 

proinflammatory state that may cause ulcers which fail to heal. Local or systemic treatment 

with immunomodulators can restore cutaneous homeostasis and have better wound healing. 

Growth factors cause molecular manipulation in the wound micro-environment; topical 

application of these growth factors appears to signal a significant role for their therapeutic use 

in the treatment of DFU. Nevertheless, only a single medication growth factor 

supplementation (PDGF) was approved by the FDA for topical application that has modest 

success. DFUs which do not show signs of improvement in the first few months are rarely 

transitioned to a therapeutic end unless supplemental combative strategies are prescribed; 

bioengineered skin substitutes have a major role in this form of stalled wounds. The major 

drawback of skin substitutes are expensive and cause infections. Additionally, clinical trials 

with many skin substitutes have showed variable success rates. If a wound fails to heal with 
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standard therapy, surgical debridement followed by treating the wound with a bioengineered 

skin substitute or adding growth factors should be considered. Surgical method is still a 

standard way of debridement compared to other ways (autolytic and chemical) for hard to 

heal wounds. Neuropathic drugs can give symptomatic relief of pain but not have a direct 

impact in treating DFUs. Although acute foot infections seem susceptible to systemic 

antibiotics, the same cannot be said for chronic foot infections. Therefore, antimicrobial 

therapy in combination with surgical debridement is essential for treating any chronic deep 

infections. Bone infections are particularly difficult to treat and often require surgery.  

Despite that fact that many reports having been published and promising compounds are 

presently undergoing clinical evaluation for DFU treatment, a conclusive set of evidences has 

not been established as on date. The foremost priority in DFU research revolves around 

deciphering the rudimentary mechanisms behind wound formation and progression. These 

conflated efforts dedicated in unraveling DFU’s concepts are still falling short. Further, the 

type of technology, intervention, and therapies those are suitable to promote healing, and the 

type of therapeutic strategy (single, adjuvant and combination) necessary remains 

questionable. 
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8. Conclusion 

In conclusion, despite the fact that some of the new treatments mentioned above are 

promising, a quality based evidence of efficacy is lacking. Most of the described strategies 

are studied on uncomplicated or low grade ulcers but not on hard to heal ulcers, which fail to 

respond to conventional therapies and also the safety and efficacy of these treatment 

modalities are not established in large number of populations. Future studies should also take 

into the consideration of parameters such as complete healing, proportion of ulcers, rate of 

reduction in wound size, ulcers recurring, adverse events and quality of life. As a number of 

biochemical shortcomings /variations eventually cause DFUs, a single treatment strategy 

holds no promise. Hence, treatment alternatives of the future can only succeed if research 

expertise across the spectrum contributes equally to devise a therapeutic strategy for the 

menace and considers the inherent pathological complexities to ensure authentic redressal of 

the inadequacies arising out of DFUs. 

  

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

Transparency 

Declaration of funding: 

This review was not funded. 

Declaration of financial/other relationships: 

RM has disclosed that he is an employee of Sun Pharmaceutical Industries Ltd, and is also a 

Doctoral Committee member for the JSS College of Pharmacy, Ootacamund, JSS University, 

Mysore, India. He has confirmed that Sun Pharmaceuticals was not involved in this Review, 

and that his role in guiding and developing this manuscript was done on behalf of JSS 

University. VVSRK, GK, SVT, KY and SSM have no relevant financial or other 

relationships to disclose. CMRO Peer Reviewers on this manuscript have no relevant 

financial or other relationships to disclose.  

Acknowledgements:  

Veera Venkata Satyanarayana Reddy Karri is grateful to the Department of Science and 

Technology (DST), New Delhi, India for award of INSPIRE Fellowship (IF130103, 

DST/INSPIRE Fellowship/2013/70).  

The authors thank Dr. Praveen T.K (Assistant Professor, Department of Pharmacology, JSS 

College of Pharmacy, India) and Dr. Sumeet Sood (Research scholar, Department of 

Pharmaceutics, JSS College of Pharmacy, Ootacamund, JSS University, Mysore, India) for 

their suggestions and critical revisions for the revised version.  

  

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

References  

1. Frykberg RG. Diabetic foot ulcers: Current concepts. J Foot Ankle Surg 1998; 5:440-

46. 

2. Reiber G, Lipsky B, Gibbons G. The burden of diabetic foot ulcers. Am J Surg 1998; 2, 

Supplement 1:5S-10S. 

3. Alavi A, Sibbald RG, Mayer D, Goodman L, Botros M, Armstrong DG, et al. Diabetic 

foot ulcers: Part I. Pathophysiology and prevention. J Am Acad Dermatol 2014; 1:1.e1-

1.e18. 

4. Richmond NA, Vivas AC, Kirsner RS. Topical and Biologic Therapies for Diabetic 

Foot Ulcers. Med Clin North Am 2013; 5:883-98. 

5. International Diabetes Federation, Diabetes Atlas. 6th ed. Brussels, Belgium: 

International Diabetes Federation, 2013. 

6. Lavery LA, Armstrong DG, Wunderlich RP, Mohler MJ, Wendel CS, Lipsky BA. Risk 

Factors for Foot Infections in Individuals With Diabetes. Diabetes Care 2006; 6:1288-

93. 

7. Singh N, Armstrong DG, Lipsky BA. PReventing foot ulcers in patients with diabetes. 

JAMA 2005; 2:217-28. 

8. Kruse I, Edelman S. Evaluation and Treatment of Diabetic Foot Ulcers. Clin Diabetes 

2006; 2:91-93. 

9. Brem H, Tomic-Canic M. Cellular and molecular basis of wound healing in diabetes. J 

Clin Invest 2007; 5:1219-22. 

10. Church V. Economic Costs of Diabetes in the U.S. in 2002. Diabetes Care 2003; 3:917-

32. 

11. Robson MC, Mustoe TA, Hunt TK. The future of recombinant growth factors in wound 

healing. Am J Surg 1998; 2, Supplement 1:80S-82S. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

12. Alavi A, Sibbald RG, Mayer D, Goodman L, Botros M, Armstrong DG, et al. Diabetic 

foot ulcers: Part II. Management. J Am Acad Dermatol 2014; 1:21.e1-21.e24. 

13. Foot IWGotD. International Consensus on the Diabetic Foot and Practical Guidelines 

on the Management and the Prevention of the Diabetic Foot. Amsterdam, the 

Netherlands 2011. 

14. Rafehi H, El-Osta A, Karagiannis TC. Epigenetic mechanisms in the pathogenesis of 

diabetic foot ulcers. J Diabetes Complications 2012; 6:554-61. 

15. Clayton W, Elasy TA. A Review of the Pathophysiology, Classification, and Treatment 

of Foot Ulcers in Diabetic Patients. Clin Diabetes 2009; 2:52-58. 

16. Yagihashi S, Mizukami H, Sugimoto K. Mechanism of diabetic neuropathy: Where are 

we now and where to go? J Diabetes Investig 2011; 1:18-32. 

17. Karri V, Gowthamarajan K, Satish Kumar M, Rajkumar M. Multiple Biological Actions 

of Curcumin in the Management of Diabetic Foot Ulcer Complications: A Systematic 

Review. Trop Med Surg 2015; 179:2. 

18. Radhakrishna K, VVS NRK, Baskaran M, Kuppusamy G. Potential Use of Herbal 

Medicines in the Treatment of Diabetic Foot Ulcers. History 2014; 56:34-42. 

19. Giacco F, Brownlee M. Oxidative Stress and Diabetic Complications. Circ Res 2010; 

9:1058-70. 

20. Armstrong DG, Lavery LA. Diabetic foot ulcers: prevention, diagnosis and 

classification. Am Fam Physician 1998; 6:1325-32, 37-8. 

21. Bowering CK. Diabetic foot ulcers. Pathophysiology, assessment, and therapy. Can 

Fam Physician 2001; 5:1007-16. 

22. Efrati S, Gall N, Bergan J, Fishlev G, Bass A, Berman S, et al. Hyperbaric oxygen, 

oxidative stress, NO bioavailability and ulcer oxygenation in diabetic patients. 

Undersea Hyperb Med 2009; 1:1-12. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

23. Frykberg RG. Diabetic foot ulcers: pathogenesis and management. Am Fam Physician 

2002; 9:1655-62. 

24. Lavery LA, Peters EJG, Williams JR, Murdoch DP, Hudson A, Lavery DC. 

Reevaluating the Way We Classify the Diabetic Foot: Restructuring the diabetic foot 

risk classification system of the International Working Group on the Diabetic Foot. 

Diabetes Care 2008; 1:154-56. 

25. Schaper NC, Nabuurs-Franssen MH. The diabetic foot: pathogenesis and clinical 

evaluation. Semin Vasc Med 2002; 2:221-8. 

26. Searles JM, Jr., Colen LB. Foot reconstruction in diabetes mellitus and peripheral 

vascular insufficiency. Clin Plast Surg 1991; 3:467-83. 

27. Cameron NE, Cotter MA. Pro-inflammatory mechanisms in diabetic neuropathy: focus 

on the nuclear factor kappa B pathway. Curr Drug Targets 2008; 1:60-7. 

28. Oates PJ. Aldose reductase, still a compelling target for diabetic neuropathy. Curr Drug 

Targets 2008; 1:14-36. 

29. Sourris KC, Forbes JM. Interactions between advanced glycation end-products (AGE) 

and their receptors in the development and progression of diabetic nephropathy - are 

these receptors valid therapeutic targets. Curr Drug Targets 2009; 1:42-50. 

30. Vincent AM, Edwards JL, Sadidi M, Feldman EL. The antioxidant response as a drug 

target in diabetic neuropathy. Curr Drug Targets 2008; 1:94-100. 

31. Yamagishi S, Fukami K, Ueda S, Okuda S. Molecular mechanisms of diabetic 

nephropathy and its therapeutic intervention. Curr Drug Targets 2007; 8:952-9. 

32. Brem H, Sheehan P, Boulton AJM. Protocol for treatment of diabetic foot ulcers. Am J 

Surg 2004; 5, Supplement 1:S1-S10. 

33. Boulton AJM, Kirsner RS, Vileikyte L. Neuropathic Diabetic Foot Ulcers. N Engl J 

Med 2004; 1:48-55. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

34. Ctercteko GC, Dhanendran M, Hutton WC, Le Quesne LP. Vertical forces acting on the 

feet of diabetic patients with neuropathic ulceration. Br J Surg 1981; 9:608-14. 

35. Chand G, Mishra AK, Kumar S, Agarwal A. Diabetic foot. Clinical Queries: 

Nephrology 2012; 2:144-50. 

36. Falanga V. Wound healing and its impairment in the diabetic foot. Lancet; 9498:1736-

43. 

37. Dinh TL, Veves A. A Review of the Mechanisms Implicated in the Pathogenesis of the 

Diabetic Foot. Int J Low Extrem Wounds 2005; 3:154-59. 

38. Dinh T, Veves A. Microcirculation of the Diabetic Foot. Curr Pharm Des 2005; 

18:2301-09. 

39. Veves A, Akbari CM, Primavera J, Donaghue VM, Zacharoulis D, Chrzan JS, et al. 

Endothelial dysfunction and the expression of endothelial nitric oxide synthetase in 

diabetic neuropathy, vascular disease, and foot ulceration. Diabetes 1998; 3:457-63. 

40. LoGerfo FW, Coffman JD. Vascular and Microvascular Disease of the Foot in 

Diabetes. N Engl J Med 1984; 25:1615-19. 

41. Decker P, Muller S. Modulating poly (ADP-ribose) polymerase activity: potential for 

the prevention and therapy of pathogenic situations involving DNA damage and 

oxidative stress. Curr Pharm Biotechnol 2002; 3:275-83. 

42. Mackaay AJC, Beks PJ, Dur AHM, Bischoff M, Scholma J, Heine RJ, et al. The 

distribution of peripheral vascular disease in a dutch caucasian population: Comparison 

of type II diabetic and non-diabetic subjects. Eur J Vasc Endovasc Surg 1995; 2:170-75. 

43. Oyibo SO, Jude EB, Tarawneh I, Nguyen HC, Harkless LB, Boulton AJM. A 

Comparison of Two Diabetic Foot Ulcer Classification Systems: The Wagner and the 

University of Texas wound classification systems. Diabetes Care 2001; 1:84-88. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

44. Mills JL, Sr., Conte MS, Armstrong DG, Pomposelli FB, Schanzer A, Sidawy AN, et 

al. The Society for Vascular Surgery Lower Extremity Threatened Limb Classification 

System: Risk stratification based on Wound, Ischemia, and foot Infection (WIfI). J Vasc 

Surg; 1:220-34.e2. 

45. Diamantopoulos EJ, Haritos D, Yfandi G, Grigoriadou M, Margariti G, Paniara O, et al. 

Management and outcome of severe diabetic foot infections. Exp Clin Endocrinol 

Diabetes 1998; 4:346-52. 

46. West N. Systemic antimicrobial treatment of foot infections in diabetic patients. Am J 

Health Syst Pharm 1995; 11:1199-207. 

47. Armstrong DG, Lavery LA, Harkless LB. Validation of a Diabetic Wound 

Classification System: The contribution of depth, infection, and ischemia to risk of 

amputation. Diabetes Care 1998; 5:855-59. 

48. Lipsky BA, Pecoraro RE, Larson SA, Hanley ME, Ahroni JH. OUtpatient management 

of uncomplicated lower-extremity infections in diabetic patients. Arch Intern Med 

1990; 4:790-97. 

49. Sapico FL, Canawati HN, Witte JL, Montgomerie JZ, Wagner FW, Bessman AN. 

Quantitative aerobic and anaerobic bacteriology of infected diabetic feet. J Clin 

Microbiol 1980; 3:413-20. 

50. Wheat L, Allen SD, Henry M, et al. Diabetic foot infections: Bacteriologic analysis. 

Arch Intern Med 1986; 10:1935-40. 

51. Bridges RM, Jr., Deitch EA. Diabetic foot infections. Pathophysiology and treatment. 

Surg Clin North Am 1994; 3:537-55. 

52. Edelson G, Armstrong D, Lavery L, Caicco G. The acutely infected diabetic foot is not 

adequately evaluated in an inpatient setting. J Am Podiatr Med Assoc 1997; 6:260-65. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

53. Apelqvist J, Bakker K, van Houtum WH, Schaper NC. Practical guidelines on the 

management and prevention of the diabetic foot. Diabetes Metab Res Rev 2008; 

S1:S181-S87. 

54. Lewis J, Lipp A. Pressure-relieving interventions for treating diabetic foot ulcers. 

Cochrane Database Syst Rev 2013:Cd002302. 

55. Braun L, Fisk W, Lev-Tov H, Kirsner R, Isseroff R. Diabetic Foot Ulcer: An Evidence-

Based Treatment Update. Am J Clin Dermatol 2014; 3:267-81. 

56. Bril V, England J, Franklin GM, Backonja M, Cohen J, Del Toro D, et al. Evidence-

based Guideline: Treatment of Painful Diabetic Neuropathy: Report of the American 

Academy of Neurology, the American Association of Neuromuscular and 

Electrodiagnostic Medicine, and the American Academy of Physical Medicine and 

Rehabilitation. PM&R 2011; 4:345-52.e21. 

57. Package FB. Guidance for Diabetic Foot Infections. AIDAC meeting 2003. 

58. Zelen CM, Serena TE, Fetterolf DE. Dehydrated human amnion/chorion membrane 

allografts in patients with chronic diabetic foot ulcers: A long-term follow-up study. 

Wound Medicine 2014:1-4. 

59. Dash NR, Dash SN, Routray P, Mohapatra S, Mohapatra PC. Targeting Nonhealing 

Ulcers of Lower Extremity in Human Through Autologous Bone Marrow-Derived 

Mesenchymal Stem Cells. Rejuvenation Res 2009; 5:359-66. 

60. Yang M, Sheng L, Zhang TR, Li Q. Stem Cell Therapy for Lower Extremity Diabetic 

Ulcers: Where Do We Stand? BioMed Res Int 2013:8. 

61. Widgerow AD. Bioengineered Skin Substitute Considerations in the Diabetic Foot 

Ulcer. Ann Plast Surg 2014; 2:239-44. 

62. Shi L, Ronfard V. Biochemical and biomechanical characterization of porcine small 

intestinal submucosa (SIS): a mini review. Int J Burns Trauma 2013; 4:173-79. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

63. Curran MP, Plosker GL. Bilayered Bioengineered Skin Substitute (Apligraf®). 

BioDrugs 2002; 6:439-55. 

64. Jude. Edwards, Stapley S. Debridement of diabetic foot ulcers. Cochrane Database Syst 

Rev 2010; 1:CD003556. 

65. Mumcuoglu KY, Ingber A, Gilead L, Stessman J, Friedmann R, Schulman H, et al. 

Maggot therapy for the treatment of diabetic foot ulcers. Diabetes Care 1998; 11:2030-

31. 

66. Ingram RT, Patel JB, Pryor TJ, inventors; Flowable wound matrix and its preparation 

and use. U.S Patent 7993679. 2011. 

67. F G. Symptomatic and pathogenic treatment of diabetic neuropathy: role of alpha-lipoic 

acid. Neural Regen Res 2010; 3:781-88. 

68. Papanas N, Maltezos E. α-Lipoic Acid, Diabetic Neuropathy, and Nathan’s Prophecy. 

Angiology 2012; 2:81-83. 

69. Winkler G, Kempler P. Pathomechanism of diabetic neuropathy: background of the 

pathogenesis-oriented therapy. Orvosi Hetilap 2010; 24:971-81. 

70. Lomangino K. Alpha Lipoic Acid in Diabetic Neuropathy. Clin Nutr Insight 2006; 

32:7-8. 

71. Vallianou N, Evangelopoulos A, Koutalas P. Alpha-Lipoic Acid and Diabetic 

Neuropathy. Rev Diabet Stud 2009; 4:230-36. 

72. Carpenter CF, Chambers HF. Daptomycin: Another Novel Agent for Treating 

Infections Due to Drug-Resistant Gram-Positive Pathogens. Clin Infect Dis 2004; 

7:994-1000. 

73. Steenbergen JN, Alder J, Thorne GM, Tally FP. Daptomycin: a lipopeptide antibiotic 

for the treatment of serious Gram-positive infections. J Antimicrob Chemother 2005; 

3:283-88. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

74. Alborn WE, Allen NE, Preston DA. Daptomycin disrupts membrane potential in 

growing Staphylococcus aureus. Antimicrob Agents Chemother 1991; 11:2282-87. 

75. Griffis CD, Metcalfe S, Bowling FL, Boulton AJ, Armstrong DG. The use of 

gentamicin-impregnated foam in the management of diabetic foot infections: a 

promising delivery system? Expert Opin Drug Deliv 2009; 6:639-42. 

76. Kotlus BS, Wymbs RA, Vellozzi EM, Udell IJ. In vitro Activity of Fluoroquinolones, 

Vancomycin, and Gentamicin Against Methicillin-Resistant Staphylococcus aureus 

Ocular Isolates. Am J Ophthalmol 2006; 5:726-29.e1. 

77. Chattopadhyay B, Teli JC. Gentamicin-resistant Staphylococcus aureus after topical 

therapy in general practice. J Hosp Infect 1981:278-79. 

78. Citron DM, Goldstein EJC, Merriam CV, Lipsky BA, Abramson MA. Bacteriology of 

Moderate-to-Severe Diabetic Foot Infections and In Vitro Activity of Antimicrobial 

Agents. J Clin Microbiol 2007; 9:2819-28. 

79. Lipsky BA, Kuss M, Edmonds M, Reyzelman A, Sigal F. Topical Application of a 

Gentamicin-Collagen Sponge Combined with Systemic Antibiotic Therapy for the 

Treatment of Diabetic Foot Infections of Moderate Severity. J Am Podiatr Med Assoc 

2012; 3:223-32. 

80. Edmiston CE, Krepel CJ, Seabrook GR, Somberg LR, Nakeeb A, Cambria RA, et al. In 

Vitro Activities of Moxifloxacin against 900 Aerobic and Anaerobic Surgical Isolates 

from Patients with Intra-Abdominal and Diabetic Foot Infections. Antimicrob Agents 

Chemother 2004; 3:1012-16. 

81. Schaper NC, Dryden M, Kujath P, Nathwani D, Arvis P, Reimnitz P, et al. Efficacy and 

safety of IV/PO moxifloxacin and IV piperacillin/tazobactam followed by PO 

amoxicillin/clavulanic acid in the treatment of diabetic foot infections: results of the 

RELIEF study. Infection 2013; 1:175-86. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

82. Chen Y-H, Liu C-Y, Lu J-J, King C-HR, Hsueh P-R. In vitro activity of nemonoxacin 

(TG-873870), a novel non-fluorinated quinolone, against clinical isolates of 

Staphylococcus aureus, enterococci and Streptococcus pneumoniae with various 

resistance phenotypes in Taiwan. J Antimicrob Chemother 2009; 6:1226-29. 

83. Chotikanatis K, Kohlhoff SA, Hammerschlag MR. In Vitro Activity of Nemonoxacin, a 

Novel Nonfluorinated Quinolone Antibiotic, against Chlamydia trachomatis and 

Chlamydia pneumoniae. Antimicrob Agents Chemother 2014; 3:1800-01. 

84. Poole R. Nemonoxacin: First Global Approval. Drugs 2014; 12:1445-53. 

85. Eroglu E, Agalar F, Altuntas I, Eroglu F. Effects of Granulocyte-Colony Stimulating 

Factor on Wound Healing in a Mouse Model of Burn Trauma. Tohoku J Exp Med 

2004; 1:11-16. 

86. Eldor R, Raz I, Ben Yehuda A, Boulton AJM. New and experimental approaches to 

treatment of diabetic foot ulcers: a comprehensive review of emerging treatment 

strategies. Diabetic Med 2004; 11:1161-73. 

87. Lacci KM, Dardik A. Platelet-Rich Plasma: Support for Its Use in Wound Healing. 

Yale J Biol Med 2010; 1:1-9. 

88. Mehta S, Watson JT. Platelet Rich Concentrate: Basic Science and Current Clinical 

Applications. J Orthop Trauma 2008; 6:432-38. 

89. O'Meara S, Cullum N, Majid M, Sheldon T. Systematic reviews of wound care 

management: (3) antimicrobial agents for chronic wounds; (4) diabetic foot ulceration. 

Health Technol Assess 2001; 21:237. 

90. Meyer-Ingold W. Wound therapy: growth factors as agents to promote healing. Trends 

Biotechnol 1993; 9:387-92. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

91. Connolly DT, Stoddard BL, Harakas NK, Feder J. Human fibroblast-derived growth 

factor is a mitogen and chemoattractant for endothelial cells. Biochem Biophys Res 

Commun 1987; 2:705-12. 

92. Kurokawa M, Nakamura H, inventors; Polypeptide with epidermal regeneration-

accelerating minimal amino acid sequences, a polyalkylenepolyamine and/or 

polyarylenepolyamine, and a sheet. U.S Patent 7576051. 2009 August 18, 2009. 

93. Bukauskas FF, Verselis VK. Gap junction channel gating. BBA - Biomembranes 2004; 

1–2:42-60. 

94. Hervé J-C. The connexins. BBA - Biomembranes 2004; 1–2:1-2. 

95. Chanson M, Derouette J-P, Roth I, Foglia B, Scerri I, Dudez T, et al. Gap junctional 

communication in tissue inflammation and repair. BBA - Biomembranes 2005; 2:197-

207. 

96. De Maio A, Vega VL, Contreras JE. Gap junctions, homeostasis, and injury. J Cell 

Physiol 2002; 3:269-82. 

97. Ghatnekar GS, O’Quinn MP, Jourdan LJ, Gurjarpadhye AA, Draughn RL, Gourdie RG. 

Connexin43 carboxyl-terminal peptides reduce scar progenitor and promote 

regenerative healing following skin wounding. Regen Med 2009; 2:205-23. 

98. Brandner JM, Houdek P, Husing B, Kaiser C, Moll I. Connexins 26, 30, and 43: 

Differences Among Spontaneous, Chronic, and Accelerated Human Wound Healing. J 

Investig Dermatol 2004; 5:1310-20. 

99. Richards TS, Dunn CA, Carter WG, Usui ML, Olerud JE, Lampe PD. Protein kinase C 

spatially and temporally regulates gap junctional communication during human wound 

repair via phosphorylation of connexin43 on serine368. J Cell Biol 2004; 3:555-62. 

100. Becker DL, Thrasivoulou C, Phillips ARJ. Connexins in wound healing; perspectives in 

diabetic patients. BBA - Biomembranes 2012; 8:2068-75. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

101. Wang CM, Lincoln J, Cook JE, Becker DL. Abnormal Connexin Expression Underlies 

Delayed Wound Healing in Diabetic Skin. Diabetes 2007; 11:2809-17. 

102. Barouki R, Coumoul X, Fernandez-Salguero PM. The aryl hydrocarbon receptor, more 

than a xenobiotic-interacting protein. FEBS Letters 2007; 19:3608-15. 

103. Gomez-Duran A, Ballestar E, Carvajal-Gonzalez JM, Marlowe JL, Puga A, Esteller M, 

et al. Recruitment of CREB1 and Histone Deacetylase 2 (HDAC2) to the Mouse Ltbp-1 

Promoter Regulates its Constitutive Expression in a Dioxin Receptor-dependent 

Manner. J Mol Biol 2008; 1:1-16. 

104. Carvajal-Gonzalez JM, Roman AC, Cerezo-Guisado MI, Rico-Leo EM, Martin-Partido 

G, Fernandez-Salguero PM. Loss of dioxin-receptor expression accelerates wound 

healing in vivo by a mechanism involving TGFβ. J Cell Sci 2009; 11:1823-33. 

105. Sinclair S. Chinese herbs: a clinical review of Astragalus, Ligusticum, and Schizandrae. 

Altern Med Rev 1998; 5:338-44. 

106. Zhang R-P, Zhang X-P, Ruan Y-F, Ye S-Y, Zhao H-C, Cheng Q-H, et al. Protective 

effect of Radix Astragali injection on immune organs of rats with obstructive jaundice 

and its mechanism. World J Gastroenterol 2009; 23:2862-69. 

107. Yan K. The illustrated Chinese materia medica: crude and prepared: SMC Pub., 1992. 

108. Tam JCW, Lau KM, Liu CL, To MH, Kwok HF, Lai KK, et al. The in vivo and in vitro 

diabetic wound healing effects of a 2-herb formula and its mechanisms of action. J 

Ethnopharmacol 2011; 3:831-38. 

109. Chen M, Zheng H, Yin L-P, Xie C-G. Is Oral Administration of Chinese Herbal 

Medicine Effective and Safe as an Adjunctive Therapy for Managing Diabetic Foot 

Ulcers? A Systematic Review and Meta-Analysis. J Altern Complement Med 2010; 

8:889-98. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

110. Lamparter S, Slight SH, Weber KT. Doxycycline and tissue repair in rats. J Lab Clin 

Med 2002; 5:295-302. 

111. Lauhio A, Konttinen YT, Tschesche H, Nordström D, Salo T, Lähdevirta J, et al. 

Reduction of matrix metalloproteinase 8-neutrophil collagenase levels during long-term 

doxycycline treatment of reactive arthritis. Antimicrob Agents Chemother 1994; 2:400-

02. 

112. Mast BA, Schultz GS. Interactions of cytokines, growth factors, and proteases in acute 

and chronic wounds. Wound Repair Regen 1996; 4:411-20. 

113. Nwomeh BC, Yager DR, Cohen IK. Physiology of the chronic wound. Clin Plast Surg 

1998; 3:341-56. 

114. Lobmann R, Schultz G, Lehnert H. Proteases and the Diabetic Foot Syndrome: 

Mechanisms and Therapeutic Implications. Diabetes Care 2005; 2:461-71. 

115. Braiman-Wiksman L, Braude E, Brener E, Ben-Hamo M, Levin RM, Tennenbaum T. 

21st Annual Meeting of the Wound Healing Society SAWC-Spring/WHS Joint 

Meeting. Wound Repair Regen 2011; 2:A15-A15. 

116. Ephraim Brener, M. Ben-Hamou, L. Leitges , Hummer Y. The Role Of Protein Kinase 

C (Pkc) Α And In Insulin Physiology Directs The Development Of Ho/03/03 As A 

Novel Therapeutic For Non Healing Wounds.  EWMA 2013 2013:224. 

117. Fife CE, Buyukcakir C, Otto GH, Sheffield PJ, Warriner RA, Love TL, et al. The 

predictive value of transcutaneous oxygen tension measurement in diabetic lower 

extremity ulcers treated with hyperbaric oxygen therapy: a retrospective analysis of 

1144 patients. Wound Repair Regen 2002; 4:198-207. 

118. Niinikoski J. Hyperbaric oxygen therapy of diabetic foot ulcers, transcutaneous 

oxymetry in clinical decision making. Wound Repair Regen 2003; 6:458-61. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

119. Zhilyaev SY, Moskvin AN, Platonova TF, Gutsaeva DR, Churilina IV, Demchenko IT. 

Hyperoxic Vasoconstriction in the Brain Is Mediated by Inactivation of Nitric Oxide by 

Superoxide Anions. Neurosci Behav Physiol 2003; 8:783-87. 

120. Demchenko IT, Oury TD, Crapo JD, Piantadosi CA. Regulation of the Brain’s Vascular 

Responses to Oxygen. Circ Res 2002; 11:1031-37. 

121. Browder W, Williams D, Lucore P, Pretus H, Jones E, McNamee R. Effect of enhanced 

macrophage function on early wound healing. Surgery 1988; 2:224-30. 

122. Leibovich SJ, Danon D. Promotion of wound repair in mice by application of glucan. J 

Reticuloendothel Soc 1980; 1:1-11. 

123. Engstad CS, Engstad RE, Olsen J-O, Østerud B. The effect of soluble β-1,3-glucan and 

lipopolysaccharide on cytokine production and coagulation activation in whole blood. 

Int Immunopharmacol 2002; 11:1585-97. 

124. Breivik T, Opstad PK, Engstad R, Gundersen G, Gjermo P, Preus H. Soluble β-1,3/1,6-

glucan from yeast inhibits experimental periodontal disease in Wistar rats. J Clin 

Periodontol 2005; 4:347-52. 

125. Sandvik A, Wang YY, Morton HC, Aasen AO, Wang JE, Johansen FE. Oral and 

systemic administration of β-glucan protects against lipopolysaccharide-induced shock 

and organ injury in rats. Clin Exp Immunol 2007; 1:168-77. 

126. Lukhoba CW, Simmonds MSJ, Paton AJ. Plectranthus: A review of ethnobotanical 

uses. J Ethnopharmacol 2006; 1:1-24. 

127. Gurgel APAD, da Silva JG, Grangeiro ARS, Oliveira DC, Lima CMP, da Silva ACP, et 

al. In vivo study of the anti-inflammatory and antitumor activities of leaves from 

Plectranthus amboinicus (Lour.) Spreng (Lamiaceae). J Ethnopharmacol 2009; 2:361-

63. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

128. Weller R, Pattullo S, Smith L, Golden M, Ormerod A, Benjamin N. Nitric Oxide Is 

Generated on the Skin Surface by Reduction of Sweat Nitrate. J Investig Dermatol 

1996; 3:327-31. 

129. Schäffer MR, Tantry U, Thornton FJ, Barbul A. Inhibition of Nitric Oxide Synthesis in 

Wounds: Pharmacology and Effect on Accumulation of Collagen in Wounds in Mice. 

Eur J Surg 1999; 3:262-67. 

130. Xiong M, Elson G, Legarda D, Leibovich SJ. Production of Vascular Endothelial 

Growth Factor by Murine Macrophages: Regulation by Hypoxia, Lactate, and the 

Inducible Nitric Oxide Synthase Pathway. Am J Pathol 1998; 2:587-98. 

131. Ghaffari A, Miller CC, McMullin B, Ghahary A. Potential application of gaseous nitric 

oxide as a topical antimicrobial agent. Nitric Oxide 2006; 1:21-29. 

132. Blecher K, Martinez LR, Tuckman-Vernon C, Nacharaju P, Schairer D, Chouake J, et 

al. Nitric oxide-releasing nanoparticles accelerate wound healing in NOD-SCID mice. 

Nanomedicine 2012; 8:1364-71. 

133. de Queiroz AAA, Abraham GA, Camillo MAP, Higa OZ, Silva GS, Fernández MDM, 

et al. Physicochemical and antimicrobial properties of boron-complexed polyglycerol–

chitosan dendrimers. J Biomater Sci Polym Ed 2006; 6:689-707. 

134. Smith DJ, Lopez M, Lopez-Jaramillo P, inventors; Google Patents, assignee. Topical 

nitric oxide donor devices and methods for their therapeutic use. US20090214624 A1. 

2009. 

135. Albina JE, Mills CD, Henry WL, Caldwell MD. Temporal expression of different 

pathways of 1-arginine metabolism in healing wounds. J Immunol 1990; 10:3877-80. 

136. Shabani M, Pulfer SK, Bulgrin JP, Smith DJ. Enhancement of wound repair with a 

topically applied nitric oxide-releasing polymer. Wound Repair Regen 1996; 3:353-62. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

137. Witte MB, Thornton FJ, Tantry U, Barbul A. L-Arginine supplementation enhances 

diabetic wound healing: Involvement of the nitric oxide synthase and arginase 

pathways. Metabolism 2002; 10:1269-73. 

138. Haijing Z, inventor Medicinal product for inhibiting scar and promoting wound healing, 

and preparation method and application of medicinal product. U.S Patent 

CN102670600 September 19, 2012. 

139. Abiko M, Rodgers KE, Campeau JD, Nakamura RM, Dizerega GS. Alterations of 

Angiotensin II Receptor Levels in Sutured Wounds in Rat Skin. J Invest Surg 1996; 

6:447-53. 

140. Kalani M, Silveira A, Blombäck M, Apelqvist J, Eliasson B, Eriksson JW, et al. 

Beneficial effects of dalteparin on haemostatic function and local tissue oxygenation in 

patients with diabetes, severe vascular disease and foot ulcers. Thromb Res, 2007; 

5:653-61. 

141. Nader HB, Buonassisi V, Colburn P, Dietrich CP. Heparin stimulates the synthesis and 

modifies the sulfation pattern of heparan sulfate proteoglycan from endothelial cells. J 

Cell Physiol 1989; 2:305-10. 

142. Artico M, Massa R, Cavallotti D, Franchitto S, Cavallotti C. Morphological Changes in 

the Sciatic Nerve of Diabetic Rats Treated with Low Molecular Weight Heparin 

OP 2123/Parnaparin. Anatomia, Histologia, Embryologia 2002; 4:193-97. 

143. Jorneskog G, Brismar K, Fagrell B. Low molecular weight heparin seems to improve 

local capillary circulation and healing of chronic foot ulcers in diabetic patients. Vasa 

1993; 2:137-42. 

144. Vigh L, Literati PN, Horvath I, Torok Z, Balogh G, Glatz A, et al. Bimoclomol: A 

nontoxic, hydroxylamine derivative with stress protein-inducing activity and 

cytoprotective effects. Nat Med 1997; 10:1150-54. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

145. Tang QL, Han SS, Feng J, Di JQ, Qin WX, Fu J, et al. Moist exposed burn ointment 

promotes cutaneous excisional wound healing in rats involving VEGF and bFGF. Mol 

Med Rep 2014; 4:1277-82. 

146. Silverman AK, Fairley J, Wong RC. Cutaneous and immunologic reactions to 

phenytoin. J Am Acad Dermatol 1988; 4, Part 1:721-41. 

147. Tauro LF, Shetty P, Dsouza NT, Mohammed S, Sucharitha S. A comparative study of 

efficacy of topical phenytoin vs conventional wound care in diabetic ulcers. Int J Mol 

Med Sci 2013; 8:1-13. 

148. Bugge TH, Flick MJ, Danton MJ, Daugherty CC, Romer J, Dano K, et al. Urokinase-

type plasminogen activator is effective in fibrin clearance in the absence of its receptor 

or tissue-type plasminogen activator. Proc Natl Acad Sci 1996; 12:5899-904. 

149. Romer J, Lund LR, Eriksen J, Pyke C, Kristensen P, Dano K. The Receptor for 

Urokinase-type Plasminogen Activator is Expressed by Keratinocytes at the Leading 

Edge During Re-Epithelialization of Mouse Skin Wounds. J Investig Dermatol 1994; 

4:519-22. 

150. Weck M, Rietzsch H, Lawall H, Pichlmeier U, Bramlage P, Schellong S. Intermittent 

intravenous urokinase for critical limb ischemia in diabetic foot ulceration. Thromb 

Haemost 2008; 3:475-82. 

151. Zuloff-Shani A, Adunsky A, Even-Zahav A, Semo H, Orenstein A, Tamir J, et al. Hard 

to heal pressure ulcers (stage III–IV): Efficacy of injected activated macrophage 

suspension (AMS) as compared with standard of care (SOC) treatment controlled trial. 

Arch Gerontol Geriat 2010; 3:268-72. 

152. Leor J, Rozen L, Zuloff-Shani A, Feinberg MS, Amsalem Y, Barbash IM, et al. Ex 

Vivo Activated Human Macrophages Improve Healing, Remodeling, and Function of 

the Infarcted Heart. Circulation 2006; 1 suppl:I-94-I-100. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

153. Orenstein A, Kachel E, Zuloff-Shani A, Paz Y, Sarig O, Haik J, et al. Treatment of deep 

sternal wound infections post-open heart surgery by application of activated 

macrophage suspension. Wound Repair Regen 2005; 3:237-42. 

154. Zuloff-Shani A, Kachel E, Frenkel O, Orenstein A, Shinar E, Danon D. Macrophage 

suspensions prepared from a blood unit for treatment of refractory human ulcers. 

Transfus Apher Sci 2004; 2:163-67. 

155. Newman LG, Waller J, Palestro CJ, et al. Unsuspected osteomyelitis in diabetic foot 

ulcers: Diagnosis and monitoring by leukocyte scanning with indium in 111 

oxyquinoline. JAMA 1991; 9:1246-51. 

156. Balingit PP, Armstrong DG, Reyzelman AM, Bolton L, Verco SJ, Rodgers KE, et al. 

NorLeu3-A(1–7) stimulation of diabetic foot ulcer healing: Results of a randomized, 

parallel-group, double-blind, placebo-controlled phase 2 clinical trial. Wound Repair 

Regen 2012; 4:482-90. 

157. Cazzell SM, Lange DL, Dickerson JE, Slade HB. The Management of Diabetic Foot 

Ulcers with Porcine Small Intestine Submucosa Tri-Layer Matrix: A Randomized 

Controlled Trial. Adv Wound Care 2015. 

158. d’Hemecourt P, Smiell JM, Karim M. Sodium carboxymethylcellulose aqueous-based 

gel vs. becaplermin gel in patients with nonhealing lower extremity diabetic ulcers. 

Wounds 1998; 6:69–75. 

159. Hanft JR, Surprenant MS. Healing of chronic foot ulcers in diabetic patients treated 

with a human fibroblast-derived dermis. J Foot Ankle Surg 2002; 5:291-9. 

160. Jain P, Perakath B, Jesudason MR, Nayak S. The effect of autologous bone marrow-

derived cells on healing chronic lower extremity wounds: results of a randomized 

controlled study. Ostomy Wound Manage 2011; 7:38-44. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

161. Jensen JL, Seeley J, Gillin B. Diabetic foot ulcerations. A controlled, randomized 

comparison of two moist wound healing protocols: Carrasyn Hydrogel Wound dressing 

and wet-to-moist saline gauze. Adv Wound Care 1998; 7 Suppl:1-4. 

162. Kirana S, Stratmann B, Prante C, Prohaska W, Koerperich H, Lammers D, et al. 

Autologous stem cell therapy in the treatment of limb ischaemia induced chronic tissue 

ulcers of diabetic foot patients. Int J Clin Pract 2012; 4:384-93. 

163. Ko CH, Yi S, Ozaki R, Cochrane H, Chung H, Lau W, et al. Healing effect of a two-

herb recipe (NF3) on foot ulcers in Chinese patients with diabetes: A randomized 

double-blind placebo-controlled study. J Diabetes 2014; 4:323-34. 

164. Kuo Y-S, Chien H-F, Lu W. Plectranthus amboinicus and Centella asiatica Cream for 

the Treatment of Diabetic Foot Ulcers. Evid Based Complement Alternat Med 2012:9. 

165. Marston WA, Hanft J, Norwood P, Pollak R. The Efficacy and Safety of Dermagraft in 

Improving the Healing of Chronic Diabetic Foot Ulcers: Results of a prospective 

randomized trial. Diabetes Care 2003; 6:1701-05. 

166. Martinez-Zapata MJ, Marti-Carvajal AJ, Sola I, Exposito JA, Bolibar I, Rodriguez L, et 

al. Autologous platelet-rich plasma for treating chronic wounds. Cochrane Database 

Syst Rev 2012:Cd006899. 

167. Muthukumarasamy MG, Sivakumar G, Manoharan G. Topical Phenytoin in Diabetic 

Foot Ulcers. Diabetes Care 1991; 10:909-11. 

168. Niezgoda JA, Van Gils CC, Frykberg RG, Hodde JP, Group ODUS. Randomized 

Clinical Trial Comparing OASIS Wound Matrix to Regranex Gel for Diabetic Ulcers. 

Adv Skin Wound Care 2005; 5:258-66. 

169. Sams HH, Chen J, King LE. Graftskin Treatment of Difficult to Heal Diabetic Foot 

Ulcers: One Center's Experience. Dermatol Surg 2002; 8:698-703. 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

170. Shaw J, Hughes CM, Lagan KM, Stevenson MR, Irwin CR, Bell PM. The effect of 

topical phenytoin on healing in diabetic foot ulcers: a randomized controlled trial1. 

Diabetic Med 2011; 10:1154-57. 

171. Sherman RA. Maggot Therapy for Treating Diabetic Foot Ulcers Unresponsive to 

Conventional Therapy. Diabetes Care 2003; 2:446-51. 

172. Smiell JM, Wieman TJ, Steed DL, Perry BH, Sampson AR, Schwab BH. Efficacy and 

safety of becaplermin (recombinant human platelet-derived growth factor-BB) in 

patients with nonhealing, lower extremity diabetic ulcers: a combined analysis of four 

randomized studies. Wound Repair Regen 1999; 5:335-46. 

173. Tsang MW, Wong WKR, Hung CS, Lai K-M, Tang W, Cheung EYN, et al. Human 

Epidermal Growth Factor Enhances Healing of Diabetic Foot Ulcers. Diabetes Care 

2003; 6:1856-61. 

174. Vandeputte J, Gryson L. Diabetic foot infection controlled by immuno-modulating 

hydrogel containing 65% glycerine. Presentation of a clinical trial. In 6th European 

Conference on Advances in Wound Management. Amsterdam, London: Macmillan 

Magazines 1996:50–53. 

175. Wieman TJ, Smiell JM, Su Y. Efficacy and Safely of a Topical Gel Formulation of 

Recombinant Human Platelet-Derived Growth Factor-BB (Becaplermin) in Patients 

With Chronic Neuropathic Diabetic Ulcers: A phase III randomized placebo-controlled 

double-blind study. Diabetes Care 1998; 5:822-27. 

176. Zelen CM, Serena TE, Denoziere G, Fetterolf DE. A prospective randomised 

comparative parallel study of amniotic membrane wound graft in the management of 

diabetic foot ulcers. Int Wound J 2013; 5:502-07. 

177. Zykova SN, Balandina KA, Vorokhobina NV, Kuznetsova AV, Engstad R, Zykova TA. 

Macrophage stimulating agent soluble yeast β-1,3/1,6-glucan as a topical treatment of 

D
ow

nl
oa

de
d 

by
 [

H
IN

A
R

I]
 a

t 2
3:

17
 3

1 
D

ec
em

be
r 

20
15

 



 

 

diabetic foot and leg ulcers: A randomized, double blind, placebo-controlled phase II 

study. J Diabetes Investig 2014; 4:392-99. 

 

Figure Legends: 

Fig. 1. Pathophysiology of diabetic foot ulcer 
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Fig. 2. Mechanism of nitric oxide blocking and maillard reaction in diabetic neuropathy 

 

 

Fig. 3. Emerging drugs and therapies for diabetic foot ulcers 
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Table 1. USDFA approved Neuropathic and Antibiotic Drugs for treating various complications 

associated with DFUs 

Drug 
Class/ 

Category 
Mechanism of action Adverse effects Indication 

Duloxetine Anti-anxiety and 

anti- depressant 

 

Serotonin-norepinephrine 

reuptake inhibitor, 

elevation of serotonergic 

and noradrenergic 

activity in the central 

nervous system 

Dry mouth, nausea, 

giddiness, hyperhidrosis, loss 

of appetite, constipation and 

Urinary retention. 

DNP 

Tapentadol Analgesic μ-Opioid receptor (MOR) 

agonist and as a 

norepinephrine reuptake 

inhibitor 

Paresthesia, loss of 

equilibrium, memory loss, 

syncope, unconsciousness, 

dysarthria, presyncope and 

impaired gastric emptying 

DNP 

Pregabalin Anticonvulsant Regulation of alpha2-

delta binding site (an 

auxiliary sub-unit of 

voltage-gated calcium 

channels) in central 

nervous system 

Asthenia, accidental injury, 

peripheral edema, nerve 

damage, tremors, memory 

loss, anxiety, blurred vision, 

ataxia, confused state, 

abnormal gait, euphoria in 

coordination, over-thinking 

and dyspnea 

DNP 

Ertapenem Carbapenem 

antibiotics 

Binds to the penicillin 

binding proteins and 

inhibits the bacterial cell 

wall synthesis 

Diarrhea, nausea, headache 

and infused vein 

complication 

DFIs without 

osteomyelitis 

Linezolid Oxazolidinone 

derivatives 

Inhibits the development 

of functional 70S 

initiation complex, which 

is involved in the 

bacterial translation 

process by binding to the 

site on the bacterial 23S 

ribosomal RNA of the 

50S subunit 

Lactic acidosis and loss of 

vision 

DFIs without 

osteomyelitis 

Piperacillin-

Tazobactam 

β-lactamase 

inhibitor 

Retards septum 

development and cell 

wall formation in the 

bacteria 

Diarrhea, constipation, 

nausea, headache and 

insomnia 

ischemic 

DFIs 

Trovafloxacin 

Mesylate 

Fluoroquinolones Inhibits the bacterial 

DNA gyrase and 

topoisomerase IV enzyme 

activity 

Dizziness, nausea, headache 

and vomiting 

DFIs 

*DNP - Diabetic neuropathic pain, DFIs - Diabetic Foot Infections  
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Table 2.Summary of clinical trials published on various drugs and therapies specific to 

DFU treatment.  

Drug/Thera

py 

Mechanism of 

Action 

Grade/Type 

of wounds 

examined 

No. of 

patients 

examined 

Method of 

trial 
Major Outcomes 

Ref. 

No. 

Bioengineered skin substitutes/Soft tissue substitutes 

Amniotic 

membrane 

Provides 

structural 

collagen 

(extracellular 

matrix), 

biologically 

active 

cells and a large 

number of 

important 

regenerative 

molecules. 

DFU size >1 

and <25 cm
2
 

with no 

signs of 

infections 

n=40 

Randomize

d clinical 

trial 

 At 12-week 

study period, 

92.5% (37/40) 

ulcers 

completely 

healed. 

 Complete 

healing 

occurred at 

50% vs. 

90% by 4weeks 

in the biweekly 

and weekly 

groups 

(p=.014). 

[58] 

DFU size >1 

and <25 cm
2
 

with no 

signs of 

infections 

Amniotic 

membrane=1

3, 

Control=12 

RCT 

 After 6 weeks 

of treatment the 

overall healing 

rate with 

amniotic 

membrane was 

92% compared 

to 8% with 

standard wound 

care (p<.001). 

 Four patients in 

the standard 

wound care 

group and one 

patient in the 

Amniotic 

membrane 

group 

experienced 

adverse events 

(cellulitis, 

gastrointestinal 

bleed acute 

pyelonephritis 

and ). 

[176

] 

BMCs 

Promote cell 

proliferation, 

collagen 

synthesis, growth 

factor release, 

wound 

contraction, 

neovascularizatio

n, and cellular 

recruitment to 

wounds. 

Less than 

Wagner 

grade 3 

BMCs=12, 

Tissue repair 

cells=12. 

RCT 

 Improvements 

of 

microcirculatio

n 

(transcutaneous 

oxygen 

pressure) and 

complete 

wound healing 

were observed 

in both the 

groups.  

[162

] 
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 No adverse 

events 

regarding bone 

marrow 

aspirations and 

stem cells 

applications 

were observed. 

 
BMCs=25, 

Control=23. 
RCT 

 After 12 weeks 

of study the 

average 

decrease in 

wound area was 

36.4% (SD 

=0.48) in the 

BMCs group 

compared to 

27.32% 

(SD=0.32) in 

the control 

group. 

 No adverse 

events were 

observed. 

[160

] 

BSS 

Provides 

structural and 

functional 

simulation as 

human skin  

Low grade 

BSS-112,  

Saline 

moistened 

gauze-96 

RCT 

 56% of BSS-

treated patients 

achieved 

complete 

wound healing 

compared with 

38% in the 

control group (p 

= .0042). 

 Rate of adverse 

reactions 

(wound 

infection, 

cellulitis, 

osteomyelitis 

and 

amputations) 

was similar 

between the 

two groups with 

the exception of 

osteomyelitis 

and lower-limb 

amputations 

(less frequent in 

the BSS group). 

[39] 

Difficult to 

heal ulcers 

BSS-9, 

Control-8 
RCT 

 56 % patients 

treated with 

BSS had 

complete 

healing 

compared to 

37% control 

patients. 

[169
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HFDD 

Proliferate and 

generates the 

matrix proteins, 

human dermal 

collagen, 

cytokines and 

growth factors. 

Low grade 
HFDD -130, 

Control-115 
RCT 

 Complete 

wound closure 

by week 12, 

30.0% (39 of 

130) of patients 

in HFDD group 

were healed 

compared with 

18.3% (21 of 

115) incontrol 

group (p=.023). 

 Overall 

incidence of 

adverse events 

(local wound 

infection, 

osteomyelitis, 

and cellulitis) 

was 

significantly 

lower in HFDD 

group 

compared to 

control (p= 

.007). 

[165

] 

Low grade 

HFDD -14, 

saline-

moistened 

gauze -14 

RCT 

 Significant 

percentage of 

wound closure 

(p= .002) and 

number of 

ulcers (p = 

.003) in HFDD 

group than in 

the control 

group. 

 Lower rate of 

infection in the 

HFDD group. 

 Overall 

incidence of 

adverse events 

(local wound 

infection, 

osteomyelitis, 

and cellulitis) 

was less (p= 

.015) in HFDD 

group compare 

to control.  

[159

] 

PSIS 

Mimics the 

normal ECM 

And provides the 

support structure 

to wound. 

Nonhealing 

ulcers for 

longer than 

30 days 

PSIS=37 

PDGF 

gel=36 

RCT 

 At 12 weeks 

49% of patients 

receiving PSIS 

were healed vs. 

28% of patients 

receiving daily 

treatment of the 

PDGF gel 

(p=.055).  

 No significant 

difference was 

[168
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found in mean 

time to healing 

between 

treatment 

groups 

(p=.245). 

Neuropathic 

foot ulcer 
n=82 RCT 

 At 12 weeks of 

treatment 54% 

of patients 

receiving PSIS 

were healed vs. 

32% of patients 

in control group 

(p=.021).  

 Reported 

adverse events 

found to have 

no safety 

concerns. 

 

[157

] 

Growth factors 

PDGF-BB 

Synthesis of 

fibroblasts, Cell 

proliferation and 

angiogenesis 

Low grade 

ulcers (not 

infected or 

ischaemic. 

No osteo-

myelitis) 

PDGF-BB-

0.01%- 123, 

Control-127 

RCT 

 Complete 

wound closure 

was 43% in 

PDGF gel 

treated patients 

compared to 

35% in control 

(p = .007). 

 The adverse 

events 

(cellulitis, 

osteomyelitis 

and infections) 

were similar in 

PDGFand 

control groups. 

[175

] 

n=922 

Meta-

analysis of 

4 RCT’s 

 PDGF gel 

significantly 

increased (p = 

.007) the 

probability of 

complete 

healing 

compared with 

placebo gel. 

 Similar adverse 

events 

(infection, 

cellulitis, skin 

ulceration, and 

osteomyelitis) 

in all treated 

groups. 

[172

] 

EGF 

Stimulates cell 

proliferation and 

angiogenesis 

Wagner 

grade 1 or 2 

EGF-21, 

Placebo-19 
RCT 

 Significantly 

(p=.0003) 

faster wound 

closure and 

healing after 

[173
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12 weeks of 

therapy. 

PRP Growth factor  
n=325 

 

Meta-

analysis 

(9 RCTs and 

2 DFU-

specific 

RCTs) 

 No statistically 

significant 

difference 

between the 

PRP and 

control in 

DFUs.  

 No significant 

difference of 

PRP vs. control 

by ulcer 

etiology or by 

the procedure 

used to obtain 

autologous 

PRP. 

[166

] 

Debridement 

MDT 
Consume 

necrotic tissue 

Non-healing 

ulcers 

MDT = 6, 

Conventional 

then MDT = 

8, 

Conventional 

= 6 

Retrospecti

ve 

controlled 

trial 

 An association 

towards more 

rapid 

healingand 

granulation 

tissue 

formation. 

[171

] 

Non-healing 

ulcers 
n=22 

Non 

controlled 

trial 

 Apparently 

more rapid 

healing as 

opposed to a 

historical 

control. 

[65] 

Hydrogel 

Debride 

by providing a 

moist 

environment in 

wound, 

which promotes 

autolysis. 

High grade 

ulcers 

Hydrogel = 

70, 

Control = 68 

RCT 
 Hydrogel 

increase the 

proportion of 

foot ulcers 

completely 

healed within 

3–5 months 

with faster 

healing rate 

compared with 

standard care or 

gauze 

dressings. 

 Hydrogel 

appears to be 

more effective 

than standard 

wound care for 

wound healing 

and is 

associated with 

fewer 

complications 

in all the 3 

studies. 

 

[158

] 

Wagner 

grade 2, no 

evidence of 

infection 

Hydrogel = 

14, 

Wet 

gauze=17 

RCT 
[161

] 

All grades 

Hydrogel = 

15, 

Dry gauze = 

14. 

RCT 
[174

] 

Inflammatory modulators 
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TCM 

Anti-

inflammatory 

effects 

Lower grade 

ulcers with 

mild DFU 

n=16 RCT 

 Daily rate of 

reduction in 

ulcer area was 

3.55% in the 

TCM group and 

1.52% in the 

placebo group 

(p = .062). 

 6-month 

treatment with 

TCM was 

associated with 

improved 

wound healing. 

 TCM 

significantly 

decreased 

serum TNF-α 

levels (p = 

.034) 

[163

] 

NAC 

Improvement of 

HBO2 effect on 

tissue 

oxygenation, by  

decreasing 

reactive oxygen 

species and there 

by increased NO 

availability 

Non-healing 

ulcers 

(unresponsiv

e to standard 

therapy after 

8 weeks of 

treatment) 

n=50 

Randomize

d, cross-

over trial 

 Out of 50 

subjects treated 

with HBO2, 17 

(34%) 

demonstrated 

insufficient 

increase in 

transcutaneous 

oxygen 

pressure.  

 NAC 

administration 

attenuated 

tissue 

oxygenation 

and improved 

HBO2 outcome 

with a cure rate 

of 75%. 

[22] 

SBG 
Inducers of 

immune function 

Wagner 

grade 1 and 

2 

n=60 RCT 

 The proportion 

of ulcers healed 

by week 12 for 

SBG was 59% 

compared to 

methyl 

cellulose (37%; 

Comparator 

product)- (p = 

.09). 

 Complete 

healing in the 

SBG group was 

observed at 36 

days compared 

to 63 days with 

methyl 

cellulose (p = 

.130). 

 Four serious 

adverse events 

[177
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(three toe 

amputations/res

ections of 

metatarsal 

bones and one 

other surgical 

operation) in 

the control 

group, and none 

in the SBG 

group. 

 

WH-1 
TNF-α 

generation 

Wagner 

grade 3, post 

surgical 

debridement 

WH-1=12, 

Hydrocolloid 

fiber 

dressings=12  

RCT 

 No statistically 

significant 

differences 

between two 

groups in 

wound size 

reduction. 

 Minimal 

adverse events 

with no serious 

adverse events 

observed. 

 

 

 

[164

] 

Other wound healing promoters 

Angiotensin 

analogue 

Up regulation of 

mescenchymal 

stem cells 

Wagner 

Grade 1 or 2 

(

) 

=

=  

RCT 

 

 Placebo-treated 

ulcers healed at 

22 weeks 

compared with 

8.5 weeks for 

0.03% DSC127 

(p = 0.04). 

 

 

[156

] 

Phenytoin 
Induce the 

growth of 

Low grade 

ulcers 

Phenytoin=3

1 
RCT 

No statistically 

significant 

[170
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connective tissue Control=34 differences in 

complete healing 

between the two 

groups (18 in the 

phenytoin group, 20 

in the control 

group). 

Low grade 

ulcers 

Phenytoin-50 

Dry gauze-50 

Controlled 

clinical trial 

 Control and 

phenytoin-

treated groups 

showed wound 

healing with 

healthy 

granulation 

tissue appeared 

earlier in the 

phenytoin 

group (P < 

0.001). 

 Overall 

percentage 

reduction of 

ulcer area was 

greater in the 

phenytoin 

group at 7
th

 day 

(P <0.01) and 

14-35 days (P < 

0.005).  

[167

] 

LMWH 

Inhibition of 

thrombin 

generation and 

improvement of 

fibrin gel 

porosity. 

Low grade. 

Unresponsiv

e to previous 

conventional 

therapy 

n=10 RCT 

 Ulcer 

improvement 

rates were 

70.3% in the 

LMWH group 

and 45.5% in 

the placebo 

group. 

 Complete 

healing rates at 

3 months were 

similar in both 

groups (35.1% 

vs. 33.3%) 

(p=.874). 

[143

] 

Urokinase 

Improves 

microcirculation 

in critical limb 

ischemia 

DFU with 

critical limb 

ischemia 

 

n=77 

Non 

randomized, 

non 

controlled 

clinical trial 

 Treatment for 

21 days resulted 

in 33% of 

patients being 

alive, with no 

major 

amputation and 

completely 

healed ulcers 

after 12 

months. 

 Total survival 

rate was 84.6%, 

amputation-free 

survival of 

69.2% and rate 

[150
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of major 

amputation of 

21.1%. 

 11 patients 

experienced 

adverse events 

(cerebral 

bleeding, 

hypotension) 

 7 patients 

experienced 

non-severe 

adverse events 

*BDM, bovine dermal membrane; bFGF, basic fibroblast growth factor;BMCs, Bone marrow derivedstem 

cells;BSS, bioengineered skin substitutes; TCM, Traditional Chinese medicine; DFU, diabetic foot ulcer;HFDD, 

Human fibroblast-derived dermis;LMWH, Low molecular weight heparin;MDT, Maggot debridement therapy; 

NAC, N-acetylcysteine; PDGF-BB, Platelet derived growth factor; PSIS, Porcine small intestine submucosa; 

PRP, platelet rich plasma; rhEGF, recombinant human epidermal growth factor; RCT, randomized controlled 

trial; SBG, Soluble Beta Glucan. 
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