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Abstract
The authors aimed to evaluate the efficacy of an advanced wound matrix (Integra Flowable Wound Matrix, Integra
Life Science Corp, Plainsboro, NJ, USA) for treating wounds with irregular geometries versus a wet dressing in sixty
patients with diabetic foot ulcers (Grades 3 Wagner ulcer). A randomized clinical trial was conducted in the General
Surgery Unit and Geriatric of the Second University of Naples, Italy, in the last 12 months. Forty-seven cases of
diabetic foot ulcers were equally and randomly divided into two groups: in a group treated with a wet dressing and
expected closure by secondary intention; in another group the lesions were filled with Integra Flowable Wound
Matrix and surgical wound edges were either approximated with stitches. The complete healing rate valued at 6
weeks, in the whole study population was 69.56% (Integra Flowable Wound Matrix group, 86.95%, control group,
52.17%; P=0.001). Amputation and re-hospitalization rates were higher in the control group compared to Integra
Flowable Wound Matrix group. Therefore, the difference was statistically significant.
This new porous matrix, allows a closure for the first intention of the lesion by reducing healing time and the
demolition surgery. An advanced wound matrix is not associated with side effects, is well tolerated. Ease of use,
absence of adverse effects, and a minimal invasive approach by primary intention closure of the lesion, make it
appropriate in the management diabetic foot ulcers.
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Short Commentary
Patients with diabetes can develop many different foot
complications. Even ordinary injures can get worse and lead to serious
complications. Without early and optimal intervention, the wound can
rapidly deteriorate, leading to amputation of the affected limb. A
diabetic foot ulcer is a critical event in the life of a person with diabetes
and is one of the complications of diabetes that can cause life
threatening. Diabetic foot ulcers have a major economic impact as
well; data have shown diabetic foot ulcers (DFUs) are a major cause of
hospitalization for patients with diabetes.

also cause problems. Neglecting ulcers can result in infections, which
in turn can lead to loss of a limb. Even after healing, care must be taken
to protect this area and prevent the ulcer from returning.
Therefore, the importance of DFUs treatment is recognized by
increasing rates of revascularization, use of compression therapy,
removable offloading device, targeted antibiotic therapy and selective
debridement technique.
New treatments for diabetic foot ulcers continue to be introduced,
but few are subjected to controlled trials [2-6]; consequently, there is a
need for new effective therapies to reduce the amputation rates, the
major amputations and the healing times preserving the biomechanics
of the foot.

The healing of a skin lesion requires an integration of the complex
biological and molecular events in the three phases of wound healing
are known as inflammation, proliferation and tissue remodeling. DFUs
represent the overthrow of healing processes of non-healing cutaneous
inflammation and do not follow an orderly and reliable progression of
wound healing. Impaired growth factor (GF) production, vascular
neogenesis, macrophage function, collagen accumulation, fibroblast
proliferation, and production of extracellular matrix (ECM)
components and their remodeling by matrix metalloproteinases are
just some of the numerous factors take part in lesion healing
deficiencies in these patients [1].

Bioengineered skin substitutes have emerged as a new and
alternative therapeutic option. Bioengineered skin substitutes were
originally used to reduce size of donor site in extensively large burn
wounds and have provided better quality of healing in recipient site by
producing extracellular matrix. They reduced contraction and scar
formation with improvement of extracellular matrix remodeling and
elastin regeneration [7,8]. In trials in burned patients was
demonstrated significant skin regeneration using the same scaffold
[9,10]; a limited numbers of randomized controlled trials that study
skin substitutes have been published, but the evidence of studies is
encouraging. Among skin substitutes, the dermal substitutes can be
manufactured in high quantity with low price, easy to keep and to use.

Diseases of the diabetic foot most often happen when there is nerve
damage also called neuropathy. This can cause loss of sensation in the
foot, so if there is a foot injury the patient may not notice it. Poor
blood flow or skin changes or changes in the shape of feet or toes may

In patients with acute burns and in patients with chronic skin
lesions, following severe injury in skin and peripheral nerves, a dermal
substitute highly porous collagen scaffold has induced regeneration
displacing the skin autografts in the treatment of skin lesions [11-19].
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After severe trauma, in the adult mammal occurs a wound
constriction and scar formation. An appropriate control of wound
contraction can induce the regeneration of wounded skin [20]. More
specifically it has been observed that the regeneration of the highest
quality is induced under wound conditions the contraction was
inhibited [21].
Collagen scaffolds must prevent the scarring response and therefore
the contracture; the scar by nature is populated by myofibroblasts
(MFB) and contracted, the matrix serves to prevent this and regenerate
a tissue as similar as possible to the original tissue. The peculiar skill to
regeneration of collagen-based scaffolds particularly open structure
and very large, was related with a decrease in wound contraction.
However, collagen-based scaffolds do not all have the same
regenerative depending on detailed structural features [12,21]. The
level of activity depends on often subtle but distinct structural
differences: pore structure, degradation rate and surface chemistry.
The average pore diameter required should remain within a range
20-125µm [12,21]. A pore size of less than 20μm does not allow the
cells to come in; at the high end of the pore size range the cells do not
come into direct contact with the scaffold surface, but are organized in
cell-cell clusters [22].
Wound contraction is further inhibited and dermis regeneration
induced when the scaffold degradation rate is about 2-3 weeks in skin.
MFB are known to migrate inside the scaffold and adhere on the
scaffold surface during this period [23]; in so doing, these cells lose
cell-cell contacts that appear to be required for development of large
contractile forces. They differed, however, in their cross-link density
which is known to control the degradation half-life of the two scaffolds
to different levels [22]. In skin lesions treated with a scaffold that
degradation rate is about 2-3 weeks a MFB reductions was viewed [13].
Disorganization with loss of alignment in the same plane of MFB,
drastic reduction in MFB density was relieved in skin lesion treated
with Derma Regeneration Template scaffolds [21]. A change in the
phenotype of MFB was directly observed as, dispersion of MFB
assemblies and when Derma Regeneration Template (DRT). This
change is explained most simply by inhibition of MFB-MFB binding
and facilitation instead of MFB-DRT binding, by MFB integrins (α1 β1
and α2 β1) and ligands on the DRT scaffold.
The results of an article show that wound nerves, treated with the
collagen scaffold, contained a low concentration of TGFb1, TGFb2
(transforming growth factor), ASMA (alpha smooth muscle actin) and
high concentration of TGFb3 [21]. The aSMA is the major marker for
contractile MFB, while TGF-b isoforms are either required for or
related to MFB differentiation [24].
The high rate of TGF-b and the next excessive ECM deposition has
a role in etiology of hypertrophic scarring after deep burn. TGF-b
isoforms play distinct roles in wound healing with TGF-b1 and TGFb2 having predominantly pro-scarring activity and TGF-b3 having
anti-scarring effects.
After the injury, the vasoactive amines increase in permeability
vascular and accumulation of factors coagulation with the formation of
fibrin and release of PDGF and TGF-b aside of the platelets and
macrophages activated that call even more neutrophils.
TGF-b has a role in the three phases of lesion healing after injury. In
the inflammation phase recalls on the site of lesion histiocytes and
neutrophil granulocytes responsible for removing debris cell and
release of growth factors; in the proliferation phase promotes
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angiogenesis, fibroblast proliferation and differentiation into
myofibroblasts, and increase the expression ECM components
modulating the activity of metalloproteinases and their inhibitors.
TGF-b, in maturation phase, induces alignment collagen fibers along
tension lines [25]. The cross-linking of collagen and the reorganization
keep on for months and represents the phase of remodeling. It follows
the contraction of the wound that is facilitated by fibroblasts
containing actin.
The observed reduction in MFB density in DRT-treated wounds can
be explained most simply by the observed down-regulation in
concentration level of TGFb1, the key cytokine required for MFB
differentiation [26]. The origin of the observed down-regulation in
TGFb1 concentration in the presence of DRT is not clearly understood
at present; it could hypothetically result from the great affinity with
which TGFb1 has been shown to bind non specifically on the DRT
surface and the resulting likelihood of reduction in activity of the
bound (relative to the free) cytokine [27]. In another hypothesis, the
binding of platelets with DRT would lead to reduced platelet
aggregation with reduction in TGFb1 production [28].
The use of sheet biomaterials, providing a scaffold for migration of
cell and secretion of vascular growth factors suitable for promoting
healing of flat skin lesions [29-32], allows a rapid natural healing of the
lesion. It still allows, decreasing major amputations, reducing the risk
of surgery and healing time.
The difficulty of use of sheet biomaterials, in cavities and tunnel
injuries produced injectable matrices suitable for gel or sliding paste.
Integra Flowable Wound Matrix (FWM) consists of a lyophilized
product derived from Integra Dermal Regeneration Template, a dermal
substitute in sheet form [33]. The FWM, consisting of cross-linked
type I collagen, in presence of glycosaminoglycans represented by the
chondroitin-6-sulfate, provides resorbable three-dimensional scaffold
with a high microporosity which allows a migration of cells in the
matrix and its remodeling.
The design and the chemico-physical characteristics of FWM make
it suitable for treating lesions of irregular form more easily and with
higher success chance, respect the conventional dermal substitutes. The
matrix is supplied with a kit containing a syringe of dry collagen
particles (3 ml), a luer lock connector and an empty syringe for saline
solution. After mixing dry granular collagen with saline solution (3
ml), FWM is ready to be introduced by a flexible injector allows full
filling of cavity. It is crucial that, otherwise colonization and
vascularization may be inhibited, biomaterials should conform to
cavity lesions. A preliminary report, showed excellent results, in terms
of healing and side effects, with regard to FWM treatment of postsurgical, post-traumatic and neuropathic ulcers (due to diabetes, spina
bifida and congenital neuropathy) [34].
A trial clinic randomized evaluated, in 46 patients with DFUs
(Grades 3 Wagner ulcer), the efficacy of FWM compared to wet
dressing, for treating tunneling wounds. The patients, admitted to
General Surgery Unit and Geriatric of the Second University of Naples,
were subjected an adequate preparation of the wound bed by surgical
curettage and targeted antibiotic treatment.
Forty-seven cases of diabetic foot ulcers were equally and randomly
divided into two groups: in a group treated with a wet dressing and
expected closure by secondary intention; in another group the lesions
were filled with FWM and surgical wound edges were either
approximated with stitches. A significantly elevated rate (86.95%) of
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patients in the FWM group, compared to the control group (52.17%),
achieved complete healing of the lesion in 6 weeks.
The healing time to was significantly shorter (29.73±9.27 days) in
the first group compared to the control the control group.
Safety of the use of biomaterials allowed a low rate compared with
the wet dressing, statistically significant, of major amputation and rehospitalization with more distal amputations in the lower limbs. The
advanced wound matrix was well tolerated and in patients (13.04%)
with graft failure had no clinical and/or laboratory inflammatory signs
was observed [35].
The aim of treatment of chronic skin wounds is to achieve a natural
closure of the defects. The main role of traditional surgery, so far, has
been represented by the removal of infected tissue, necrotic, until
healthy tissue to induce granulation tissue and healing by second
intention. The use of biomaterial allows us to reduce healing times by
allowing the injury to close the lesion with the primary intention;
shorter healing times can be explained as the margins are
approximated by points.
Skin substitutes should form a scaffold that guides the
differentiation and proliferation of the cells involved in skin healing of
lesions [36,37]. The dermal substitutes induce the influx of endogenous
fibroblasts, histiocytes, and neutrophils into the wound bed. These cells
are responsible for secretion a cytokines and growth factors that induce
angiogenesis, extracellular matrix deposition. Within the scaffold,
fibroblasts migrate, proliferate and then produce a native collagen.
Following, endothelial cells form a vascular network with in neo
dermis [38].
However, applying of dermal substitutes conventional sheet-shaped,
to irregular shaped wound beds and in particular tunneling wounds
have shown significant problems. The treatment tunneled or cavity
lesions with sheet-shaped materials are not possible for due to the
impossibility of the material to adhere to wound walls [39,40].
FWM is mixed with saline solution and the obtained fluid can be
applied in deep lesions and/or irregular geometry. The collagen, after
hydration, allows a more intimate contact of the matrix with the
wound bed, and a more complete coverage of deep lesions, thus
providing a support for cellular invasion and capillary growth. The
advanced wound matrix can expand after application, filling the dead
space inside the lesion and absorbing tissue fluids, and may be able to
stop inflammation because it does not attract platelets and leukocytes,
shifting the host response towards regeneration. The advanced wound
matrix eliminates inflammation and related consequences [41].
There are multiple experiences of the treatment of DFUs with
Integra Dermal Regeneration Template (IDRT): the results of a study
showed a reduction the time of wound healing, an increased the rate of
wound healing, improved quality of life and less adverse events [42].
Another study that used Integra bilayer wound matrix on diabetic foot
ulcers proved to be easy to use, safe and effective [43].
There is not much experience in the literature in the treatment of
DFUs with FWN if not a preliminary report already mentioned [34].
Some authors have verified the efficacy and absence of adverse
events for the use of a FWN in the projection of the nipple with after a
breast reconstruction [44]. Other studies demonstrated improvements
functional scores and scar quality with the advantage of minimal
invasive injection percutaneous FWM in patients with hand burns
[45].
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Conclusion
Additional research will shed more light on the promising
advantages of this material. Our experience showed the advanced
wound matrix can be easily applied, without the need for donor sites or
additional risks for the patient. An advanced wound matrix is not
associated with side effects, is well tolerated. The absence of
unfavorable events, ease of use of the product, and a poorly invasive
surgery, can play an important role in care of DFUs. The use of FWM
allows rapid healing of the lesion and in particular it can allow us to
close the primary intention of the lesion reducing the healing time and
surgery demolition.

References
1.
2.
3.
4.
5.
6.
7.

8.
9.
10.
11.
12.

13.
14.

15.
16.

Brem H, Tomic-Canic M (2007) Cellular and molecular basis of wound
healing in diabetes. J Clin Invest 117: 1219–1222.
O’Meara SM, Cullum NA, Majid M, Sheldon TA (2001) Systematic review
of antimicrobial agents used for chronic wounds. Br J Surg 88: 4–21.
Eldor R, Raz I, Ben Yehuda A, Boulton AJ (2004) New and experimental
approaches to treatment of diabetic foot ulcers: A comprehensive review
of emerging treatment strategies. Diabet Med 21: 1161–1173.
Sibbald RG, Mahoney J (2003) A consensus report on the use of vacuumassisted closure in chronic, difficult-to- heal wounds. Ostomy Wound
Manage 49: 52–66.
Armstrong DG, Lavery LA (2005) Negative pressure wound therapy after
partial diabetic foot amputation: A multicentre, randomised controlled
trial. Lancet 366: 1704–1710.
Saap LJ, Donohue K, Falanga V (2004) Clinical classification of
bioengineered skin use and its correlation with healing of diabetic and
venous ulcers. Dermatol Surg 30: 1095–1100.
Lamme EN, de Vries HJ, van Veen H, Gabbiani G, Westerhof W, et al.
(1996) Extracellular matrix characterization during healing of fullthickness wounds treated with acollagen/elastin dermal substitute shows
improved skin regeneration in pigs. J Histochem Cytochem 44: 1311–
1322.
Soejima K, Nozaki M, Sasaki K, Takeuchi M, Negishi N (1997)
Reconstruction of burn deformity using artificial dermis combined with
thin split-skin grafting. Burns 23: 501–504.
Burke JF, Yannas IV, Quinby WC, Bondoc CC, Jung WK (1981)
Successful use of a physiologically acceptable artificial skin in the
treatment of extensive burn injury. Ann Surg 194: 413-428.
Heimbach D, Luterman A, Burke J, Cram A, Herndon D, et al. (1988)
Artificial dermis for major burns. Ann Surg 208: 313-319.
Yannas IV, Burke JF, Orgill DP, Skrabut EM (1982) Wound tissue can
utilize a polymeric template to synthesize a functional extension of skin.
Science 215: 174-176.
Yannas IV, Lee E, Orgill DP, Skrabut EM, Murphy GF (1989) Synthesis
and characterization of a model extracellular matrix which induces
partial regeneration of adult mammalian skin. Proc Natl Acad Sci 86:
933-937.
Murphy GF, Orgill DP, Yannas IV (1990) Partial dermal regeneration is
induced by biodegradable collagen-glycosaminoglycan grafts. Lab Invest
62: 305-313.
Compton CC, Butler CE, Yannas IV, Warland G, Orgill DP (1998).
Organized skin structure is regenerated in vivo from collagene GAG
matrices seeded with autologous keratinocytes. J Invest Dermatol 110:
908-916.
Chamberlain LJ, Yannas IV, Hsu HP, Strichartz G, Spector M (1998)
Collagene GAG substrate enhances the quality of nerve regeneration
through collagen tubes up to level of autograft. Exp Neurol 154: 315-329.
Chang A, Yannas IV, Perutz S, Loree H, Sethi RR, Krarup C, et al. (1990)
Electrophysiological study of recovery of peripheral nerves regenerated
by a collagene glycosaminoglycan copolymer matrix. In book: Progress
Biomed Polymers pp: 107-120.

Volume 5 • Issue 2 • 1000241

Citation:

Campitiello F, Mancone M, Della Corte A, Guerniero R, Canonico S (2017) A Short Commentary about Efficacy of an Flowable Matrix in
the Treatment of Diabetic Foot Ulcers. Clin Res Foot Ankle 5: 241. doi:10.4172/2329-910X.1000241

Page 4 of 4
17.
18.
19.
20.
21.

22.
23.
24.

25.
26.
27.
28.
29.

30.
31.
32.

Stiefel D, Schiestl C, Meuli M (2010) Integra artificial skin for burn scar
revision in adolescents and children. Burns 36: 114-120.
Weigert R, Choughri H, Casoli V (2011) Management of severe hand
wounds with Integra (R) dermal regeneration template. J Hand Surg Eur
36: 185-193.
Gottlieb ME, Furman J (2004) Successful management and surgical
closure of chronic and pathological wounds using Integra. J Burns Surg
Wound Care 3: 4.
Yannas IV, Tzeranis DS, Peter TCS (2017) Regeneration of injured skin
and peripheral nerves requires control of wound contraction, not scar
formation. Wound Repair Regen 25: 177-191.
Soller EC, Tzeranis DS, Miu K, So PT, Yannas IV (2012) Common
features of optimal collagen scaffolds that disrupt wound contraction and
enhance regeneration both in peripheral nerves and in skin. Biomaterials
33: 4783–4791.
Yannas IV (2013) Emerging rules for inducing organ regeneration.
Biomaterials 34: 321-330.
Chamberlain LJ, Yannas IV, Hsu H-P, Spector M (2000) Connective tissue
response to tubular implants for peripheral nerve regeneration: The role
of myofibroblasts. J Comp Neurol 417: 415-430.
Desmoulière A, Geinoz A, Gabbiani F, Gabbiani G (1993) Transforming
growth factor-β 1 induces a-smooth muscle actin expression in
granulation tissue, myofibroblasts and in quiescent and growing cultured
fibroblasts. J Cell Biol 122: 103-111.
Kenneth WF, McLean S, Di Guglielmo GM, Philip A (2013) Dynamics of
Transforming Growth Factor Beta signaling in wound healing and
scarring. Adv Wound Care 2: 195-214.
Desmouliere A, Chaponnier C, Gabbiani G (2005) Tissue repair,
contraction, and the myofibroblast. Wound Repair Regen 13: 7–12.
Thies S (2010) The nonspecific binding of TGFb1 on the DRT scaffold.
Ref Type: Unpublished Work.
AristidisVeves, John M. Giurini, Frank W LoGerfo (2012) The Diabetic
Foot: Medical and Surgical Management. Springer Science and Business
Media pp: 177.
Yang F, Neeley WL, Moore MJ, Karp JM, Shukla A, et al. (2008) Tissue
engineering: the therapeutic strategy of the twentyfirst century. Nair/
Nanotechnology and Tissue Engineering: The Scaffold. Taylor & Francis
Group pp: 3-38.
Liu C, Xia Z, Czernuszka JT (2007) Design and development of three
dimensional scaffolds for tissue engineering. Chem Eng Res Des 85:
1051-1064.
Shevchenko RV, James SL, James SE (2010) A review of tissue-engineered
skin bioconstructs available for skin reconstruction. J R Soc Interface 7:
229-258.
Yarlagadda PK, Chandrasekharan M, Shyan JY (2005) Recent advances
and current developments in tissue scaffolding. Biomed Mater Eng 15:
159-177.

Clin Res Foot Ankle, an open access journal
ISSN:2329-910X

33.
34.
35.

36.

37.
38.
39.
40.
41.
42.
43.

44.
45.

Heimbach D, Warden GD, Luterman A, Jordan MH, Ozobia N (2003)
Multicenter Post approval Clinical Trial of Integra® Dermal Regeneration
Template for Burn Treatment. J Burn Care Rehabil 24: 42-48.
Campitiello F, Della Corte A, Guerniero R, Pellino G, Canonico S (2015)
Efficacy of a new flowable wound matrix in tunneled and cavity ulcers: A
preliminary report. Wounds 27: 152-157.
Campitiello F, Mancone M, Della Corte A, Guerniero R, Canonico S
(2017) To evaluate the efficacy of an acellular flowable matrix in
comparison with a wet dressing for the treatment of patients with diabetic
foot ulcers: A randomized clinical trial. Updates Surg 1-7.
Rehfeldt F, Engler AJ, Eckhardt A, Ahmed F, Discher DE (2007) Cell
responses to the mechanochemicall microenvironment–implications for
regenerative medicine and drug delivery. Adv Drug Deliv Rev 59: 1329–
1339.
Engler AJ, Sen S, Sweeney HL, Discher DE (2006) Matrix elasticity directs
stem cell lineage specification. Cell 126: 677– 689.
Moiemen NS, Staiano JJ, Ojeh NO, Thway Y, Frame JD (2001)
Reconstructive surgery with a dermal regeneration template: Clinical and
histological study. Plast Reconstr Surg 108: 93–103.
Canonico S, Campitiello F, Della Corte A, Fattopace A (2009) The use of a
dermal substitute and thin skin grafts in the cure of complex leg ulcers.
Dermatol Surg 35: 195-200.
Iorio ML, Shuck J, Attinger CE (2012) Wound healing in the upper and
lower extremities: A systematic review on the use of acellular dermal
matrices. Plast Reconstr Surg 130: 232-241.
Moiemen N, Yarrow J, Hodgson E, Constantinides J, Chipp E et al. (2011)
Long-term clinical and histological analysis of integra dermal
regeneration template. Plast Reconstr Surg 127: 1149-1154.
Driver VR, Lavery LA, Reyzelman AM, Dutra TG, Dove CR, et al. (2015)
A clinical trial of integra Template for diabetic foot ulcer treatment.
Wound Repair Regen 23: 891–900.
Min Yao, Khaled Attalla, Yanhan Ren, Michael AF, Driver VR (2013) Ease
of use, safety and efficacy of integra bilayer wound matrix in the
treatment of diabetic foot ulcers in an outpatient clinical setting. J Am
Podiatr Med Assoc 103: 274-280.
Serre A, Guillier D, Moris V, Rem K, Revol M, et al. (2017) Nipple
projection augmentation in breast reconstruction by artificial
derminjection. Ann Chir Plast Esthet 17: 30046-30048.
Hirche C, Senghaas A, Fischer S, Hollenbeck ST, Kremer T, et al. (2016)
flowable
collagen
Novel
use
of
a
glycosaminoglycan matrix (Integra™ Flowable Wound Matrix) combined
with percutaneous cannula scartissue release in treatment of post burn
malfunction of the hand: A preliminary 6 month follow-up. Burns 42:
1-7.

Volume 5 • Issue 2 • 1000241

