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Diabetic individuals frequently suffer from skin pathologies, especially in their feet. Co-existing periph-
eral vascular disease and neuropathy exacerbate the capacity of these individuals to cope with infections,
minor cuts and wounds, often leading to hard to treat and chronic ulcers.

Copper has potent anti-fungal and antibacterial properties. Copper is also an essential trace element
vital for the normal function of many tissues and indispensable for the generation of new capillaries
and skin. Human skin is not sensitive to copper and the risk of adverse reactions due to dermal exposure
to copper is extremely low.

We hypothesize that part of the increased risk of developing foot skin pathologies in diabetic patients
with compromised blood circulation to the foot is due to low local copper levels. We further hypothesize
that copper ions released from copper impregnated socks and absorbed through the skin would improve
the well-being of the skin of diabetic patients by inducing angiogenesis and expression and stabilization
of extracellular skin proteins, in addition to their biocidal effect of reducing the risk of fungal and bacte-
rial infection of the diabetic foot . Thus, the use of copper impregnated socks may be used as a preventive
modality. Furthermore, we hypothesize that the copper released from the socks may even be beneficial in

the healing of cuts, wounds and even hard to treat skin pathologies.

© 2009 Elsevier Ltd. All rights reserved.

Skin infections of the diabetic foot

Various studies suggest that the majority of diabetic patients
will suffer a skin disorder during the course of their disease and
for some, skin changes may even precede the diagnosis of diabetes
[1]. The most common manifestations include fungal and bacterial
skin infection, nail disease and diabetic dermopathy. Other less
commonly observed conditions include rash with reddish bumps,
reddening of the soles, vesicles and ulcers.

Fungal infection, although relatively inconspicuous, is a very
common foot problem in diabetics. People with diabetes are nearly
3-5 times more likely to develop onychomycosis (nail infection)
and tinea pedis (skin infection), respectively [2,3].

Fungal infection virtually always begins on the skin on the sole
of the foot and spreads to other parts of the foot. The inter-digital
areas of the foot can also harbor infections. Typically, fungal infec-
tion produces little in the way of symptoms and often goes unno-
ticed, mistaken for dry skin, as the normal epidermal skin water
content of ~15% drops and the skin becomes dry and loses resil-
ience. This dry skin condition, which is common in diabetic pa-
tients, predisposes an individual to fissuring and cracking of the
epidermis which, in turn, can lead to secondary infections of the
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foot. This is further aggravated by the neuropathy that is common
in many diabetic patients. Thus, fungal infections, when left un-
treated, reduce skin integrity and leave it vulnerable to secondary
infection through fissures and splits and to the spread of the bac-
terial infection to just below the skin surface. Once past the skin
surface, the warmth, moisture and nutrients allow bacteria to grow
rapidly. Disease-causing bacteria release enzymes which cause tis-
sue damage. The body’s reaction to damage is inflammation which
is characterized by pain, redness, and swelling. This red, painful re-
gion grows bigger as the infection and resulting tissue damage
spread. An untreated infection may spread to the lymphatic sys-
tem, the lymph nodes and the bloodstream, or into deeper tissues.
Furthermore, dermatophytes may spread from the foot to the
hands and groin. Management of fungal disease is often considered
difficult due to high relapse and re-infection rates.

The key feature of all types of diabetes is the high concentration
of glucose in the blood, which results in a number of changes in the
cellular biochemistry. While the extent and effects of the cellular
biochemical changes may vary between individuals, alterations
in collagen synthesis and structure and abnormal blood flow due
to the development of lesions in small blood vessels throughout
the body may ultimately make the skin vulnerable to infection
due to a suppressed immune response. Alone, or in combination,
each of these may contribute to the pathology of skin disease.

It is estimated that ~30% of diabetic patients have skin lesions
on the foot [4] and that the risk of developing a foot problem
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doubles in a diabetic individual [1]. Co-existing peripheral vascular
disease has been identified as a risk factor [5]; microangiopathic
disease in common in diabetic patients [6].

Thus, taken together, the risk of infection in the diabetic foot is
high due to reduced skin integrity, lack of sensory perception and
poor peripheral circulation, which reduces the capacity of the im-
mune system to respond efficiently to an infection. Accordingly,
patients with diabetes have an increased risk of developing celluli-
tis [7] and are likely to require longer hospitalizations than their
non-diabetic counterparts [8]. Since skin infections remain a major
threat to the diabetic foot, the prevention of minor infections could
ultimately prevent the development of more major and compli-
cated infections, which can lead to severe complications, especially
in diabetics.

Copper impregnated socks and the diabetic foot

Copper ions, either alone or in copper complexes, have been
used for centuries to disinfect liquids, solids and human tissue. To-
day copper is used as a water purifier, algaecide, fungicide, nema-
tocide, molluscicide, and antibacterial and anti-fouling agent.
Copper also displays potent anti-viral activity [9].

Constant exposure to high copper concentrations is toxic to
microorganisms. In contrast to the antibiotic and other drug-resis-
tant microorganisms that have evolved in less than 50 years of use,
resistant microorganisms to copper are extremely rare even though
copper has been a part of the earth for millions of years. This
resistance may be explained by the capacity of copper to damage
many key factors in microorganisms in parallel [9]. This lowers
the probability for a particular microorganism to develop multiple
mutations conferring complete protection against the various
biocidal mechanisms of copper.
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Copper is an essential trace element needed for the normal
function of many tissues, including the skin and the immune and
blood systems [10], and its recommended daily allowance is
1 mg [11]. Exposure to copper is considered safe to humans, as
demonstrated by the widespread and prolonged use by women
of copper intrauterine devices (IUDs) [12-14] and over-the-coun-
ter wound healing treatments containing copper [15,16]. Human
skin is not sensitive to copper and the risk of adverse reactions
due to dermal exposure to copper is extremely low [17,18].

Copper can be permanently introduced into textile fibers from
which textile products can be made [19,20]. The copper impreg-
nated products possess a broad-spectrum of anti-microbial and
anti-fungal properties, without causing skin sensitization or irrita-
tion [19,20]. Copper oxide impregnated socks have been shown to
be effective in treating a variety of acute and chronic tinea pedis
(also referred to as athlete’s foot) infections in patients, including
diabetics and the elderly [21]. Fig. 1 demonstrates many examples
of improvement or resolution of tinea pedis infections solely by the
use of copper oxide containing socks.

While the significant improvement or resolution in tinea pedis
in the diabetic patients studied is due to the biocidal properties
of copper against fungi and bacteria, which play a key role in the
development of tinea pedis and skin pathologies, there may be
other reasons for the beneficial effect of copper containing socks
in preventing and treating tinea pedis in diabetic patients, as dis-
cussed below.

As stated, copper is an essential trace element involved in
numerous human physiological and metabolic processes [10],
including skin formation [22,23] and wound repair [24], as may
be seen in the following examples. Several copper dependant en-
zymes and polysaccharides, such as lysyl oxidase, metalloprotein-
ases, glycosaminoglycans and small proteoglycans, needed for cell
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Fig. 1. Resolution or improvement of tinea pedis infections following the usage of the copper-oxide containing socks.
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Fig. 2. Wound closure following the usage of copper-oxide containing socks.

proliferation, re-epithelization and extracellular matrix protein
crosslinking, including of collagen, elastin and fibronectin, require
copper as a cofactor [23,25,26]. The copper dependant superoxide
dismutase enzyme, important in protection against free radicals, is
present in the skin [27]. Stabilization of fibronectin mats [28,29]
and collagen crosslinking is increased by copper ions [30]. Copper
modulates integrins expression by keratinocytes [31]. Topical cop-
per sulphate treatment has been shown to accelerate epithelial tis-
sue growth [32]. Furthermore, copper has been shown to stimulate
angiogenesis [33] by inducing generation of vascular endothelial
growth factor (VEGF) [32]. Human peptide Gly-(1-His)-(1-Lys) or
GHK, which has a very high affinity for Cu?* and forms a GHK-Cu
chelate, stimulates protein synthesis of collagen and elastin, angi-
ogenesis and wound repair [22]. We also found that copper ions re-
leased in situ from wound dressings induced upregulation of many
proangiogenic and other key factors involved in angiogenesis, skin
regeneration and wound healing (manuscript submitted for publi-
cation). Importantly, the absorption of copper or copper oxide
through skin has been demonstrated [18,34].

Our hypothesis

We hypothesize that part of the increased risk of diabetic pa-
tients, who might have compromised circulation to the foot, to de-
velop foot skin problems is due to low local copper levels.
Furthermore, we hypothesize that the humidity present in the skin
and within a shoe facilitates the release of copper ions from socks
impregnated with insoluble copper oxide. These copper ions, in
addition to acting as a biocide that reduces the risk of fungal and
bacterial infection of the diabetic foot, are absorbed through the
skin and thus improve the well-being of the skin of diabetic pa-
tients by inducing angiogenesis and expression and stabilization
of extracellular skin proteins. The capacity of copper to increase
the stability and integrity of the skin would reduce the risk of skin
rupture and secondary skin infection by pathogenic bacteria in the
diabetic foot. Furthermore, it may be that the absorption of copper
through the skin in the foot would enhance blood circulation in the
foot, the effectiveness of the immune system and the overall capac-
ity of the diabetic individual to cope with fungal and bacterial
infections.

Venous and diabetic foot ulcers are among the most often
occurring chronic wounds [35], affecting nearly two million people
annually, and possibly leading to impaired mobility and amputa-
tion [36]. Preventing foot infection and skin rupture, as well as
increasing blood circulation, would significantly reduce the risk
of wounding. Moreover, as we observed in a few individuals with
open wounds who have used copper impregnated socks, the re-
lease of copper ions from the socks resulted in wound healing,
including in diabetic individuals suffering from chronic ulcers, as
shown for such a case in Fig. 2.

In conclusion, we hypothesize that in diabetics with poor
peripheral blood circulation, the exterior supplement of copper
eluting from copper containing socks would result in reduced risk
of skin rupture and infection and improved capacity of the diabetic

individual to cope with fungal and bacterial infections. Further-
more, it would improve effective healing of minor wounds and
cuts, thus preventing deterioration that may lead to hard to treat
severe and chronic lesions.

References

[1] Bristow . Non-ulcerative skin pathologies of the diabetic foot. Diabetes Metab
Res Rev 2008;24(Suppl. 1):S84-9.

[2] Gupta AK, Konnikov N, MacDonald P, et al. Prevalence and epidemiology of
toenail onychomycosis in diabetic subjects: a multicentre survey. Br ]
Dermatol 1998;139:665-71.

[3] Yosipovitch G, Hodak E, Vardi P, et al. The prevalence of cutaneous
manifestations in IDDM patients and their association with diabetes risk
factors and microvascular complications. Diabetes Care 1998;21:506-9.

[4] Wahid Z, Kanjee A. Cutaneous manifestations of diabetes mellitus. ] Pak Med
Assoc 1998;48:304-5.

[5] Gupta AK, Gupta MA, Summerbell RC, et al. The epidemiology of
onychomycosis: possible role of smoking and peripheral arterial disease. ]
Eur Acad Dermatol Venereol 2000;14:466-9.

[6] Bowering CK. Diabetic foot ulcers. Pathophysiology, assessment, and therapy.
Can Fam Physician 2001;47:1007-16.

[7] Koutkia P, Mylonakis E, Boyce ]. Cellulitis: evaluation of possible predisposing
factors in hospitalized patients. Diagn Microbiol Infect Dis 1999;34:325-7.

[8] Musette P, Benichou ], Noblesse I, et al. Determinants of severity for superficial
cellutitis (erysipelas) of the leg: a retrospective study. Eur ] Intern Med
2004;15:446-50.

[9] Borkow G, Gabbay ]. Copper as a biocidal tool. Curr Med Chem
2005;12:2163-75.

[10] Uauy R, Olivares M, Gonzalez M. Essentiality of copper in humans. Am ] Clin
Nutr 1998;67:9525-9S.

[11] Trumbo P, Yates AA, Schlicker S, Poos M. Dietary reference intakes: vitamin A,
vitamin K, arsenic, boron, chromium, copper, iodine, iron, manganese,
molybdenum, nickel, silicon, vanadium, and zinc. ] Am Diet Assoc
2001;101:294-301.

[12] Anon. Copper IUDs, infection and infertility. Drug Ther Bull 2002;40:67-9.

[13] Bilian X. Intrauterine devices. Best Pract Res Clin Obstet Gynaecol
2002;16:155-68.

[14] Hubacher D, Lara-Ricalde R, Taylor DJ, Guerra-Infante F, Guzman-Rodriguez R.
Use of copper intrauterine devices and the risk of tubal infertility among
nulligravid women. N Engl ] Med 2001;345:561-7.

[15] Pereira CE, Felcman ]. Correlation between five minerals and the healing effect
of Brazilian medicinal plants. Biol Trace Elem Res 1998;65:251-9.

[16] Schlemm DJ, Crowe M]J, McNeill RB, Stanley AE, Keller S]. Medicinal yeast
extracts. Cell Stress Chaperones 1999;4:171-6.

[17] Hostynek JJ, Maibach HI. Copper hypersensitivity: dermatologic aspects — an
overview. Rev Environ Health 2003;18:153-83.

[18] Gorter RW, Butorac M, Cobian EP. Examination of the cutaneous absorption of
copper after the use of copper-containing ointments. Am ] Ther
2004;11:453-8.

[19] Borkow G, Gabbay ]. Putting copper into action: copper-impregnated products
with potent biocidal activities. FASEB ] 2004;18:1728-30.

[20] Gabbay ], Mishal J, Magen E, Zatcoff RC, Shemer-Avni Y, Borkow G. Copper
oxide impregnated textiles with potent biocidal activities. ] Ind Text
2006;35:323-35.

[21] Zatcoff RC, Smith MS, Borkow G. Treatment of tinea pedis with socks
containing copper impregnated fibers. The Foot 2008;18:136-41.

[22] Pickart L. The human tri-peptide GHK and tissue remodeling. ] Biomater Sci
Polym Ed 2008;19:969-88.

[23] Szauter KM, Cao T, Boyd CD, Csiszar K. Lysyl oxidase in development, aging and
pathologies of the skin. Pathol Biol (Paris) 2005;53:448-56.

[24] Borkow G, Gabbay ], Zatcoff RC. Could chronic wounds not heal due to too low
local copper levels? Med Hypotheses 2008;70:610-3.

[25] Fogelgren B, Polgar N, Szauter KM, et al. Cellular fibronectin binds to lysyl
oxidase with high affinity and is critical for its proteolytic activation. ]J Biol
Chem 2005;280:24690-7.

[26] Rucker RB, Kosonen T, Clegg MS, et al. Copper, lysyl oxidase, and extracellular
matrix protein cross-linking. Am ] Clin Nutr 1998;67:996S-1002S.

(2009), doi:10.1016/j.mehy.2009.02.050

Please cite this article in press as: Borkow G et al. Reducing the risk of skin pathologies in diabetics by using copper impregnated socks. Med Hypotheses




[27] Kobayashi T, Saito N, Takemori N, et al. Ultrastructural localization of
superoxide dismutase in human skin. Acta Derm Venereol 1993;73:41-5.

[28] Ahmed Z, Idowu BD, Brown RA. Stabilization of fibronectin mats with
micromolar concentrations of copper. Biomaterials 1999;20:201-9.

[29] Ahmed Z, Briden A, Hall S, Brown RA. Stabilisation of cables of fibronectin with
micromolar concentrations of copper: in vitro cell substrate properties.
Biomaterials 2004;25:803-12.

[30] Sajithlal GB, Chithra P, Chandrakasan G. An in vitro study on the role of metal
catalyzed oxidation in glycation and crosslinking of collagen. Mol Cell Biochem
1999;194:257-63.

[31] Tenaud I, Sainte-Marie I, Jumbou O, Litoux P, Dreno B. In vitro modulation of
keratinocyte wound healing integrins by zinc, copper and manganese. Br ]
Dermatol 1999;140:26-34.

G. Borkow et al./Medical Hypotheses xxx (2009) xXx—Xxx

[32] Sen CK, Khanna S, Venojarvi M, et al. Copper-induced vascular endothelial
growth factor expression and wound healing. Am ] Physiol Heart Circ Physiol
2002;282:H1821-7.

[33] Parke A, Bhattacherjee P, Palmer RM, Lazarus NR. Characterization and
quantification of copper sulfate-induced vascularization of the rabbit cornea.
Am ] Pathol 1988;130:173-8.

[34] Hostynek JJ, Dreher F, Maibach HI. Human stratum corneum penetration by
copper: in vivo study after occlusive and semi-occlusive application of the
metal as powder. Food Chem Toxicol 2006;44:1539-43.

[35] Ferreira MC, Tuma Jr P, Carvalho VF, Kamamoto F. Complex wounds. Clinics
2006;61:571-8.

[36] Reiber GE. Epidemiology and health care costs of diabetic foot problems.
Humana Press; 2002. p. 35-38.

(2009), doi:10.1016/j.mehy.2009.02.050

Please cite this article in press as: Borkow G et al. Reducing the risk of skin pathologies in diabetics by using copper impregnated socks. Med Hypotheses




	Reducing the risk of skin pathologies in diabetics by using copper impregnated socks
	Skin infections of the diabetic foot
	Copper impregnated socks and the diabetic foot
	Our hypothesis
	References


