[CASE SERIES]

Keratin-based Wound Gare Products for
Treatment of Resistant Vascular Wounds

*MARTIN P. THAN, MBBS; "ROBERT A. SMITH, MD; ‘CATHERINE HAMMOND; “ROBERT KELLY, PhD;
‘CLIVE MARSH, PhD; ANDREA D. MADERAL, BA; ‘ROBERT S. KIRSNER, MD, PhD

“Christchurch Hospital, Christchurch, New Zealand; "The Clinic of Plastic Surgery, Jackson, Mississippi;
°Nurse Maude Association, Christchurch, New Zealand; “Keraplast Technologies, LLC, San Antonio, Texas;
University of Miami, Department of Dermatology and Cutaneous Surgery, Miami, Florida

ABSTRACT

Use of new keratin-based wound dressings represent a novel approach to wound management. The authors present
three patients with recalcitrant, venous and mixed venous, and arterial leg ulcers treated with these dressings.
Improvement in each case was observed. (J Clin Aesthet Dermatol. 2012;5(12):31-35.)

significant challenge to physicians, as many wounds

remain recalcitrant despite optimal standard care.
For example, standard care of diabetic foot ulcers leads to
healing of less than one-third of patients in 20 weeks, and
more than 25 percent of venous leg ulcers remain unhealed
even after six months of therapy.'* For refractory wounds,
some successful wound care adjuvants aim to alter the
environment of the chronic wound to become more like
that of an acute wound through biological intervention,
such as cell-based therapies containing keratinocytes and
fibroblasts, which have found to increase the rate of
healing.? Keratinocytes are important in wound repair, in
part through their production of keratin proteins,** which
are being investigated as new targets for wound care
dressings.

Recent advances have been made in understanding the
role of keratin in cell biology, in particular the importance of
keratin in cell differentiation and protein synthesis. Keratin
is a structural protein important for maintaining structural
durability of tissues.*” However, it has been recently
appreciated that keratin proteins also play an active role in
wound healing, and the following three keratin subtypes

l l ealing of chronic wounds continues to represent a

have been implicated in the healing response: keratin 6, 16,
and 17.5® For example, following skin injury, keratin 17 is
rapidly upregulated at wound edges,” and in studies
involving keratin 17 knock-out mice, delayed healing was
observed.” In the latter case, reintroduction of the lacking
keratin 17 protein stimulated cell growth and migration.
Therefore, im-vitro studies have suggested that keratin-
based products can stimulate cellular migration into a
wound to improve speed of wound healing. /n-vivo studies
of partial-thickness wound healing in a porcine model found
dressings derived from keratin protein speed healing
compared to both air-exposed wounds and wounds treated
with polyurethane film dressing.""'* Molecular analyses
suggest that the keratin formulations may influence
epidermal migration by the upregulation of keratin gene
expression.'*?

Despite being prevalent in the skin and other tissues,
keratin protein has only recently been studied as a potential
treatment for wounds.'*'® This may be due to the fact that
keratin is physically more robust than collagen, and, as such,
the technology required to reconstitute keratin from natural
sources into a format that maintains structure and function
useful in a wound dressing or other medical devices has
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Figures 1A and 1B. (A) Case 1: Ulcer at Day 0; (B) Case 1: Healed ulcer at Day 99

required extensive research and development.'”" Previous
technology has created hydrolysates of keratin protein in
which the structure and function of the keratin is lost in
order to isolate the protein. This approach has not yielded
medical device applications. However, processes have
recently been established for reconstituting keratin into
physical forms useful as wound dressing products that also
maintain the biological function of the protein.**

At present, three forms of nonhydrolysed keratin wound
dressing products have been developed, including a
hygroscopic gel for minimally exudative wounds, a matrix
for moderately exuding wounds, and an absorbent foam
laminated with a perforated keratin film on the wound
contact side for highly exuding wounds. The authors
present three cases of patients with recalcitrant venous,
arterial, or mixed ulcers treated with these dressings in an
effort to highlight how new knowledge related to keratin’s
role in wound healing has potential for translation to clinical
practice.

METHODS

The study was conducted at a local specialist wound care
clinic and primarily focused on the physical characteristics
and general user acceptability of three forms of keratin
dressing. Each patient was treated as an outpatient with
dressing changes occurring typically every 3 to 7 days. The
dressing changes were performed by an experienced
wound care nurse. Wound healing progress was assessed by
photography, and the general acceptability to nurse and
patient were assessed subjectively with questionnaires
completed by both nurses and patients. The study method
was approved by the Upper South Island Regional Ethics
Committee. Three patients were treated and followed over
the course of this study. Each case represented a different
physical format of keratin dressing. The three cases
described are 1) a gel dressing on a minimally exudative
wound, 2) a bioresorbable “matrix” dressing on a
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moderately exuding wound, and 3) an absorbent
polyurethane foam dressing with a laminated keratin film on
a highly exuding wound.

CASE REPORTS

Case 1. A 75-year-old woman with a moderately exuding
venous ulcer on the left lower leg was treated with the
matrix dressing. The wound had been present for 11.5
months. She had a history of recurrent venous leg ulcers.
Immediately prior to the trial she had been treated with
multilayered compression bandaging without improvement.

Her past medical history included asthma, chronic
obstructive pulmonary disease, and the venous stasis
disease described. She had already required a number of
skin grafts. Her regular medications were aspirin,
furosemide, combination albuterol/ipratropium and
fluticasone inhalers, nitrofurantoin, omeprazole, codeine,
and paracetemol. She was a heavy long-term smoker with
no known nutritional deficits. Mobility assessment showed a
slight reduction in calf muscle pump.

The wound was 8.1cm? at the start of therapy. It was
treated with Keraderm (Blacksburg, Virginia), which is a
robust matrix dressing derived from freeze-dried keratin
protein. This matrix dressing is reabsorbed into the
developing tissue without traumatic dressing changes,
provides a resorbable “scaffold” for the rapid growth of new
tissue, and helps maintain a moist wound environment.

The wound was 0.3cm? after 16 weeks of treatment and
completely healed after 30 weeks. The patient remained
ulcer free after six months (Figure 1).

Case 2. A 62-year-old man with a highly exuding venous
ulcer was treated with the foam dressing. The wound was
present for six months at the start of the study. He had a
history of chronic venous hypertension and, despite
compression bandaging, had failed to heal.

His past medical history consisted of diet-controlled
noninsulin-dependent diabetes, rheumatoid arthritis,
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Figures 2A and 2B. (A) Case 2: Ulcer at Day 0; (B) Case 2: Healed ulcer at Day 78

Figures 3A and 3B. (A) Case 3: Ulcer at Day 0; (B) Case 3: Significant reduction in size of the ulcer at Day 85

bilateral total hip replacements, bilateral leg varicose vein
surgery, and venous dermatitis. He was an ex-smoker whose
only medications were nonsteroidal anti-inflammatory
drugs.

The wound was 12cm?® at baseline. It was treated with
Kerafoam (Onset Dermatologics), which is an absorbent
polyurethane foam dressing with a laminated keratin film.
The recalcitrant ulcer progressed from a nonhealing to a
healing wound with the development of a healthy
granulating base, and epithelializing margins completely
healed after 10 weeks, but sustained trauma to that area
two weeks later required further dressings. This wound
then completely healed after 16 weeks and remained healed
at six months (Figure 2).

Case 3. A 74-year-old man with a mixed venous and
arterial disease had an ulcer on the lateral malleolus of
the left foot and was treated with the gel dressing. The
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wound was present for 20 years at the start of the study.
He had a history of arterial disease resulting in a right leg
below knee amputation for extensive ulceration. The
current ulcer was being treated with 23mmHg
compression bandaging, and this continued with the
keratin dressing.

His past medical history consisted of abdominal aortic
aneurysm and ischemic heart disease. He had tuberculosis
in 1976 and rheumatic fever as a child. His regular
medications were aspirin and simvastatin. He had ceased
smoking in 1976.

The initial size of the wound was 2.2cm?. It was treated
with the biodegradable “matrix” dressing. There was a rapid
improvement of the wound that had not occurred with his
previous dressings. Complete healing was achieved by Day
155. The area remained healed at six month follow up
(Figure 3).
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DISCUSSION

Leg ulcers affect 1.5 to 3 per 1,000 people and
prevalence increases with age to 20 per 1,000 in people
older than 80 years of age.” Venous and mixed arterial and
venous ulcers benefit from compression therapy to aid
venous return®* with the level of compression being
dependant upon the degree of arterial compromise.” Over
half of these ulcers heal within 12 weeks.*® A recent
systematic review and meta-analysis has found that the
type of dressing applied beneath compression bandaging
does not affect ulcer healing.*

Chronic, recalcitrant wounds represent a particularly
difficult subset of patients. Large wound size as well as long
wound duration are associated with slower healing rates.
Specifically, a wound duration of >6 months and a wound
size of >bcm are associated with a much higher chance of
failure to heal.®® As such, patients are recommended to
advance to adjuvant therapies if only a minimal reduction in
wound size occurs following standard of care therapy for
four weeks.”

While this is a limited series, these three cases of
recalcitrant leg wounds healed well after the introduction
of keratin-based primary dressings, which provide an
opportunity to consider the clinical application of recent
knowledge advances regarding the role of keratin proteins
in healing. All three patients had wounds that had become
chronic despite appropriate compression and the use of a
variety of primary dressings. The healing that occurred in
these cases is noteworthy, particularly in Case 3 in which
the wound had been present for 20 years. Although all
three patients in the cases presented historically had large
and refractory ulcers unresponsive to other treatment, the
evidence is currently limited, and conclusively attributing
the healing to the keratin-based dressings is not possible.
As such, the exact mechanism of wound improvement in
these cases is not certain, but it is possible that the
improved healing potential of keratin suggested by 7-
vitro and animal studies may have been causal.
Additionally, the dressings were found to be comfortable
and easy to use by the patients and nurses.

There still remains a large group of patients who do not
respond to compression alone, and therefore, investigation
into new dressings is of the utmost importance. Keratin-
based dressings may have the potential to improve healing
outcomes and avoid the need for surgery on a range of
recalcitrant, chronic leg ulcers, as demonstrated by the
positive outcomes obtained in the three patients described
herein. Controlled therapeutic trials are required to further
investigate this issue.
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