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Chapter 1

Introduction and outline of the thesis






INTRODUCTION

Burn injuries in the Netherlands

In the Netherlands, the majority of the patients with burn injuries are treated by general
practitioners (@about 90,000 patients per year) and at the Emergency Departments of hospitals
without burn centres (about 9,000 patients per year). Annually, around 1,000 burn injury
patients are admitted and treated in one of the three specialized Dutch burn centres.(1) Patients
under 19 years of age account for 43% of the burn centre admissions in the Netherlands.
(2) However, new trends have been observed in burn patients because of aging. Patients
older than 60 years with burn injury accounted for 48% of the burn injuries that occurred at
home. Elderly individuals are more prone to burn injury because of their limited mobility and
decreased physical ability to react rapidly. Various attempts are made to optimize burn care
in the Netherlands. A clear example is the extensive collaboration between the three Dutch
burn centres in the fields of education, research and treatment which is formalized by the
Association of Dutch Burn Centres (ADBC). Another example is the Dutch Burns Foundation
that also facilitates scientific research and prevention campaigns with financial and logistic

support.

Advances in burn care

In the last decades major advances have been made in the field of burn care, including newly
developed modalities of wound treatment and improved resuscitation protocols, control of
infection, management of inhalation injuries, shock prevention and multidisciplinary approach
of burn patients in specialized burn centres.(3-5) These improvements have resulted in a
better survival of the burn patients, shifting the focus of burn care from mortality to optimization
of burn wound treatment and long-term outcomes including scar formation and quality of life.
(6) Alongside the above improvements, there is an increased interest in the development of
standardized, reliable and valid tools for diagnostic purposes (e.g. assessment of burn wound
depth and burn wound surface area) and for assessment of scar quality (e.g. the Patient and
Observer Scar Assessment Scale, POSAS) which are needed for further optimization of burn
care.(7, 8) The ongoing advances in burn care also lead to increasing health care costs so that
the next challenge is to find an optimal balance between high quality burn care and costs.

Estimation of burn wound size (%TBSA): an unsolved challenge

A correct estimation of the burn size, defined as the percentage of the total body surface
area (%TBSA), is an indispensable part of burn wound management. In the acute care setting,
%TBSA is used as a criterion for deciding whether a burn patient must be transferred to a
specialized burn unit, which initial treatment to start and later on to evaluate the effectiveness
of the treatment.(9-11) For clinical purposes, %TBSA determines the need for intravenous
fluid resuscitation and is used in the management of nutritional support.(12, 13) Also, a
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correct estimation of %TBSA is also needed to support an effective communication between
healthcare providers and with patients since today’s management of burn care involves a
multidisciplinary approach and shared decision-making. For prognostic purposes, %TBSA
was found to be a predictor of various scar characteristics including pruritus, quality of life and
mortality.(14-17) Finally, in the era of evidence-based medicine a correct estimation of TBSA
is essential for a reliable comparison between the results of different studies on burn care.

Estimating %TBSA is challenging in absence of a gold standard. In clinical practice, several
methods are used to estimate %TBSA. The rule of nine, which was first devised by Pulaski
and Tension in 1947 and first published by Wallace et al. in 1951, divides the body surface into
anatomic areas that each represent nine percent of the body surface area (BSA).(18) The rule of
nine can be applied quickly and easily. However, accuracy of this method is limited, especially
in obese patients, because of the varying proportions of major body parts relative to the body
surface area (BSA). Also, the rule of nine tends to overestimate %TBSA.(19) Another popular
method used in clinical practice is the ‘palm method’, in which the palm of the burn patient’s
hand including the fingers is assumed to represent 1% TBSA. Research has shown that the
area of the hand palm including the fingers varies between 0.5% to 0.8% of body surface
area (BSA) in adults, while in children the hand palm with fingers approximates 1% of the body
surface area (BSA).(20-23) Consequently, the burned body area in adults is overestimated
when using the palm method. In the mid-1940s, Lund and Browder published another method
to estimate %TBSA, which is a chart based on a two-dimensional representation of the body
that takes into account the body proportions associated with different ages.(24) The inter-
rater reliability of this method is better than that of the rule of nine.(18) However, the Lund &
Browder chart does not take into account the three-dimensional aspect of the body, including
the breasts in female patients. Nearly seventy years after the introduction of these methods for
estimating %TBSA it can be concluded that the reliability of the described methods is highly
dependent on the size and irregularity of the wound, the body mass index of the patient, and
the experience of the physician.(18, 25, 26)

Implementation of novel methods for assessing %TBSA

An accurate method to estimate %TBSA still remains an unsolved challenge and novel
methods are needed to overcome the limitations of the rule of nine, the palm method and
Lund & Browder chart to estimate %TBSA. In today’s digital era, considerable innovations have
been realized that can be used for a better estimation of %TBSA. Various three-dimensional
software-based ways of representing the burned patient are available.(27-31) Some of these
software applications also enable the combination of two-dimensional digital pictures with
a pre-defined three-dimensional model.(27) In short, digital pictures of the burned area can
be applied onto a pre-defined digital three-dimensional model. Subsequently, an automated
algorithm adapts the digital pictures on the three-dimensional model. The result is a three-



dimensional model that represents the patient with the burned area. Thereafter, the boundaries
of the burn wound on the three-dimensional model can be drawn. Finally, the burn surface
area and %TBSA can be calculated. Nevertheless, these digital methods for determining
%TBSA also have limitations. Adapting a two-dimensional picture on a three-dimensional
model and subsequently drawing the burned area introduces a potential source of bias,
especially when pictures are taken of anatomically curved areas such as the axilla, breast and
head. Moreover, a three-dimensional representation of the patient is not based on the actual
patient but rather on a pre-defined three-dimensional model.

The clinimetric properties of such these novel methods must be established before
implementation. Clinimetrics is a methodological discipline that focuses on testing the quality
of measurement tools in the field of medicine. In clinimetric studies the quality of a measuring
tool is expressed in terms of reliability and validity.(32) Reliability refers to the degree of which
the measurement is free from measurement error. Validity is used to define the degree of
which an instrument truly measures the construct which it is meant to measure.

Burn wound classification

Another cornerstone of the treatment of burn wounds is the assessment of the wound
depth, since the classification system of burn wounds is defined by increasing burn depth.
Superficial (first degree) burns involve only the epidermis and are limited to erythema caused
by inflammation, with a burning feeling that resolves within a few days without scar formation.
Partial thickness (second degree) burns are subdivided into superficial and deep partial
thickness burns (types 2a and 2b, respectively).(33, 34) Superficial partial thickness burns
extend into the superficial (papillary) dermis and heal well with little or no functional or aesthetic
problems.(34) Deep partial thickness burns involve the epidermis and the entire dermis, and
have a potential to heal spontaneously.(35) If no spontaneous wound healing occurs within
two to three weeks, hypertrophic scar formation may occur.(36, 37) Therefore, deep partial
thickness burns that are not expected to heal within three weeks, are treated surgically in
the three Dutch burn centres. In full-thickness (third degree) burns the epidermis and dermis
are entirely destroyed with the involvement of subcutaneous tissue.(33) Full-thickness burns
require surgical treatment unless the burn wound is very small. Fourth degree burns extend
through the entire skin into underlying fat, muscle and bone. Treatment is always surgical with
or without excision and/or amputation.

Partial thickness burn wounds are painful, difficult to manage, and highly susceptible to
infection due to wound contamination. Therefore, the ideal treatment of partial thickness
burns should focus on promoting rapid wound healing, preventing infection, decreasing pain
and suffering, and enabling patients to return to their daily activities as soon as possible.
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Lapis infernalis

While there is an extensive range of treatment options available for partial thickness burns in both
paediatric and adult patients, there is no consensus about the optimal treatment.(38-40) Silver-
containing dressings, in particular silver sulfadiazine (SSD), are widely used treatments since the
1960’s.(41-43) The mode of action of the SSD consists of the binding of silver ions to the DNA of
bacteria in an aqueous wound environment, which reduces the ability of bacteria to replicate.(44-
46) Silver has been used in the treatment of wounds for centuries. There are historical references
that suggest that hardened silver nitrate was already used in the Middle Ages for the treatment
of wounds.(47) In his book ‘The Surgeons’ mate’, a standard book for ship’s surgeons in the 17"
century, John Woodall described the importance of “lapis infernalis” (in Dutch: “helse steen”) as an
indispensable component of each surgeon’s box while on sea.(48) Many historians believe that
“lapis infernalis”, which may be translated as ‘infernal stone’ (in Dutch: ‘helse steen’), referred to the
kind of pain that is associated with silver nitrate when applied to the wound.(48, 49)

There are several explanations for the popularity of SSD over the past decades. First, in vitro
studies have shown that SSD has an antimicrobial effect against a wide range of gram-positive
and gram-negative microorganisms.(50-52) Reviews on this subject however found insufficient
evidence to establish that silver-containing dressings or topical agents prevent wound infection.(41)
Second, SSD is easy to apply on burn wounds. Finally, studies have shown that silver containing
dressings are less costly compared with other forms of burn wound management.(53-55)

There are also some disadvantages of SSD in the treatment of partial thickness burns. SSD
forms a pseudoeschar that can promote bacterial proliferation if not removed or debrided
frequently. Frequent removal and debridement of pseudo eschar are also necessary for the
optimal assessment of the wound state and to facilitate reepithelialisation. However, frequent
dressing changes may also impair the reepithelialisation process and delay wound healing.(56)
The pseudoeschar does not dislodge spontaneously and the removal is painful. Furthermore,
SSD is often used with non-adhering dressings and absorbing gauzes that require daily
dressing changes that are often painful (procedural pain) and can induce significant anxiety
and distress in burn patients.(57) In addition, several studies have shown that silver is highly
toxic to both keratinocytes and fibroblasts in in-vitro models.(58, 59) In line with these findings,
recent publications even suggest that SSD itself may delay the wound healing and may have
a toxic effect on skin cells.(60) Finally, prolonged use of SSD could lead to wound maceration
which will increase the risk of infection and prolong wound healing.

Burn treatment in paediatric patients

Children and adolescents younger than nineteen years old account for 43% of all the
admissions at the Dutch burn centres.(2) The relative risk for young children (O - 4 years)
with burn injury to be admitted at one of the three specialized burn centres is five times



higher compared with older children (517 years) and adults.(10) The most common causes of
burn wounds in young children are hot fluids and steam. Most of these young children have
TBSA <10% at admission.(2) Severe burns (TBSA > 20%) are less frequently compared with
adult patients (3.3% versus 11.9%).(2) The overall mortality in paediatric patients (< 0.7%) is low
compared to that in adults (2.9% — 18.8% depending on the age group) and has decreased
over time.(2, 10, 61)

Treatment options in paediatric burn patients include topical antiseptics such as SSD, which
requires frequent dressing changes. To address this problem, membranous dressings are
on the rise, which are designed to limit the number of dressing changes, prevent wound
colonisation and promote the wound healing process. Membranous dressings are divided in
several groups. Silver containing dressings, which continuously release silver into the wound,
are widely used despite the lack of evidence for their effectiveness in preventing wound
infection and promoting wound healing in burns.(38, 39, 43) Biological dressings like amnion
membrane are widely available in low and middle income countries while allograft skin is
available in the developed countries, e.g. in the Netherlands due to access to a well-organized
skin bank. Semi-synthetic dressings like Biobrane® for example, are frequently studied in
paediatric burn patients. Nevertheless, the clinical experience with these dressings is limited
because of cultural or religious objections against its animal derived porcine dermal collagen
that is harvested from pigs.(62) Biosynthetic dressings are relatively new in the treatment of
partial thickness burn wounds. Biosynthetic dressings such as Suprathel® are non-animal
derived materials that also serve as temporary dressings to function as the epidermis and
dermis.(63) When indicated, surgical interventions (excision, grafting, and/or keratinocytes)
are also part of the treatment of paediatric burns. Debriding enzymes seem promising in
reducing the need for surgical intervention in partial thickness burns.(64) Regardless of such
advances in treatment, SSD still is the standard treatment for paediatric partial thickness burns
in many clinics.(43) Despite the extensive amount of other treatment options, treatment of
partial thickness burns in paediatric patients remains an unsolved challenge and there is no
consensus on this subject.(38-41, 65)

Burn treatment in adult patients

A Cochrane review published in 2013 on the treatment of superficial and deep partial thickness
burns could not establish which wound dressing is the optimal treatment for partial thickness
burns in adult patients.(39) Although SSD was consistently associated with poorer wound
healing when compared with biosynthetic, silicon-coated and silver containing dressings,
the conclusion of this Cochrane review was that there was a paucity of high-quality evidence
because of the high risk of bias of the 30 included clinical trials. Four other systematic reviews
on this topic found insufficient evidence whether silver-containing dressings or topical agents
promote wound healing or prevent wound infection.(38, 40, 41, 66)
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In the three Dutch burn centres, various treatment strategies are currently available for treating
partial thickness wounds in adults, although there is no consensus about which of these
treatments is the gold standard. Presently, SSD therefore still has a place in the treatment of
partial thickness burns since there is no other treatment that meets the overall advantages
of SSD. There have been attempts to reduce the cytotoxicity of silver particles in SSD in the
wound bed by introducing alternate treatment with Furacine Soluble Dressing (Furacine 2mg/
g ointment). In two of the three Dutch burn centres, SSD is used until the 6" post burn day.
Thereafter, Furacine Soluble Dressing is used on the even post burn days and SSD on the
odd post burn days. Although this treatment strategy has not been studied yet in a clinical
trial, there is a trend to narrow the indications for which SSD is used in the treatment of burn
wounds. For example, burn wounds of >30% TBSA are often treated with SSD-Cerium. Studies
have shown that Cerium denaturizes the immunosuppressive lipid protein complex that is
generated by burned skin. (67) A randomized controlled trial (RCT) of 60 patients showed that
SSD-Cerium resulted in a better survival in burn patients with large life-threating burn wounds
when compared with SSD alone.(68) In line with this trend, new treatment modalities are
being examined. Recently, Flaminal® (Flen Pharma, Kontich, Belgium) is used to overcome the
limitations of SSD. Pre-clinical studies have shown that Flaminal® was not toxic to keratinocytes
and fibroblasts in vitro.(69, 70) As a result, wound healing may not be impaired. In vitro studies
have also shown that Flaminal® had an antimicrobial effect against a wide range of gram-
negative and gram-positive bacteria.(69, 70) Furthermore, two retrospective studies found
a favourable effect on wound healing when Flaminal® was compared to Flamazine® in the
treatment of partial thickness burns.(71, 72) So far, these effects had not been studied in a

randomized clinical study.

Shifting focus

Due to the improvement of survival of patients with burn injuries in the last decades, the
focus of burn care has shifted to other important burn outcomes such as scar formation
and quality of life. Scar formation is one of the most adverse effects after burn injury with
a negative impact on physical and psychological well-being of burn patients, e.g. due to
pruritus, pain, contractures, movement limitations, negative body image, depression or post-
traumatic stress syndrome.(73-77) Therefore, assessment of scar formation is indispensable
to evaluate the effectiveness of a burn wound treatment. Ideally, assessment of scar
formation includes both a subjective and objective evaluation of the scar. Two subjective
scar assessment tools that have widely been used are the Vancouver Scar Scale (VSS)
and the Patient and Observer Scar Assessment Scale (POSAS).(7, 78) With the POSAS,
visual (color) and tactile properties of the scar (stiffness, thickness, irregularity) as well as
pain and pruritus can be quantified. The POSAS is preferred over the VSS because with
the POSAS the scar formation is not only assessed by the clinician but also by the patient.
Moreover, the POSAS is superior in terms of clinimetric properties compared with the VSS.



(7) Various objective instruments are also available that measure different properties of the
scar, such as elasticity (measured with a Cutometer), color and pigmentation (measured with
a Dermaspectrometer). Insights into the course of different scar properties (e.g. stiffness,
pruritus) after burn injury and into factors that influence these scar properties can ultimately
be used in directing treatment strategies for burn scars.

The concept of quality of life is multidimensional and includes physical, social and psychological
components.(79) In studies, problems with appearance were reported by up to 42% of the burn
patients after discharge, while psychological distress was reported by one-third of the burn
patients up to two years post-burn.(75, 80) Visible scars, physical dysfunctions because of scar
formation, pain, pruritus and poor scar status have been described to have a negative effect
on quality-of-life in burn patients.(81-83) Scar formation and quality of life are important aspects
that are addressed in modern management of burn patients and form the next challenge in
the optimization of burn care.

Costs

The health care expenditure in the Netherlands was over € 100 billion in 2018, which is
expected to double by 2040.(84, 85) Burn care is undeniably expensive, because burn
patients often need treatment in a specialized burn centre. It requires a multidisciplinary
approach by different medical specialties during a significant length of hospital admission,
which involves high medical expenses for wound treatment, intensive care and
rehabilitation.(86-88) It is clear that in the era of increasing health care expenditures and
limited budgets, the high quality of burn care is not affordable at any costs. Therefore, in
the search for optimal treatment of partial thickness burns, the effectiveness of alternative
treatment strategies should also be studied relative to their costs (cost-effectiveness
analysis). The question arises which ‘core set’ of outcomes should be used for the
economic evaluation of a treatment strategy. A review of 156 studies on costs of burn
care described that hospital stay and treatment costs (healthcare costs) were used as
outcomes in the majority of these studies.(88) In this review, the mean total healthcare
was €64,112 per burn patient but varied widely from €512 to €521,928. It should be
noted that different types of treatments and studies from low- and high-income countries
were included. Furthermore, there was methodological variation between the studies
and information on how the costs were calculated was often lacking. Until recently, no
clear unit prices were available for important specific burn care components such as burn
centre stay, surgery in the acute phase or reconstructive surgery. However, in the past
years the three Dutch burn centres initiated various studies to determine price units of
these care components that can be used in economic evaluation of burn care.(89, 90)
Beside healthcare costs, there is also increasing evidence that non-health care costs,
in particular costs due to productivity loss, are a major part of burn care costs.(87, 91). A
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literature review on functional outcome after burns found that 21- 50% of the patients had
problems with return to work after a burn injury.(75) It can be concluded that in the era
of increasing health care expenditures and limited budgets, comprehensive insights into
both the health-care and non-health care costs (societal costs) of burn care are mandatory
to assist policymakers to find a favourable balance between costs and quality of care.

AIM AND OUTLINE OF THIS THESIS

The focus of this thesis is on the optimization of burn wound treatment. Therefore, the
objective of thesis is to study different aspects of wound treatment beside wound healing as
important outcomes in burn wound treatment. In this light, part of this thesis evaluates modern
techniques for the assessment of %TBSA, which is essential in the management of burn
wounds. Another aim is to study the effectiveness of a treatment not only by focusing on the
clinical outcomes such as wound infection, but also by describing the consequences of burn
injury for the burn patient in terms of scar formation, quality of life as well as the economic
burden of burn wound treatment. Another focus is on the period after burn wound treatment
when scar formation is the next challenge for both the patient and clinician. The thesis aims
to gain more insights into the course of different properties of scar formation and factors that
are influencing these properties from the patient’s perspective.

Part | of this thesis focuses on the clinimetric properties of three-dimensional imaging using
the Artec MHT™ Scanner and software for measuring %TBSA. In general, methods to estimate
%TBSA are challenging since %TBSA cannot be measured directly but is in fact the ratio of the
wound surface area relative to the total body surface area (TBSA) expressed as a percentage.
Therefore, Chapter 2 investigates whether this novel method is reliable and valid to measure
wound surface area before implementing this method for measuring %TBSA. In Chapter 3,
the reliability and feasibility of the same method for measuring %TBSA is studied.

Part Il evaluates treatment of partial thickness burns in paediatric patients. Chapter 4
describes a systematic review and meta-analysis that summarizes the available evidence on
clinical effectiveness for silver sulfadiazine (SSD) compared to nonsilver treatment for partial
thickness burns in paediatric patients. Chapter 5 studies the usability and clinical effectiveness
of a novel biosynthetic dressing (Suprathel®) in the treatment of partial thickness burns in
paediatric patients.

Part lll of this thesis describes a randomized clinical trial (FLAM study) that compares two
commonly used treatments for partial thickness burns in adult patients, based on modern
management of burn wounds: Flaminal® Forte and SSD (Flamazine®). In this study the clinical



effectiveness of the interventions, their effect on scar formation and quality of life are compared
and the cost-effectiveness is assessed. Chapter 6 describes the study protocol of the trial.
In Chapter 7, the results for the clinical effectiveness and scar quality of the FLAM study are
presented, while Chapter 8 addresses the results of quality of life and cost-effectiveness of
the FLAM study.

Part IV of this thesis focuses on patterns of and predictors for various burn scar properties.
Chapter 9 describes patterns and predictors of burn scar properties in the first twelve months
post-burn from the patient’s perspective.

1 J23deyd




22

Introduction and outline of the thesis

REFERENCES

Foundation; DB. Annual Report, 2017:4.

Dokter J, Vloemans AF, Beerthuizen Gl, van der Vlies CH, Boxma H, Breederveld R, et al. Epidemiology
and trends in severe burns in the Netherlands. Burns 2014;40(7):1406-14.

Herndon DN, Tompkins RG. Support of the metabolic response to burn injury. Lancet
2004;363(9424):1895-902.

Klein MB, Goverman J, Hayden DL, Fagan SP, McDonald-Smith GP, Alexander AK, et al. Benchmarking
outcomes in the critically injured burn patient. Annals of surgery 2014;259(5):833-41.

Herndon DN. Total Burn Care. Third ed: Saunders Elsevier Inc., 2007.

Brusselaers N, Monstrey S, Vogelaers D, Hoste E, Blot S. Severe burn injury in Europe: a systematic
review of the incidence, etiology, morbidity, and mortality. Critical care 2010;14(5):R188.

Draaijers LJ, Tempelman FR, Botman YA, Tuinebreijer WE, Middelkoop E, Kreis RW, et al. The patient
and observer scar assessment scale: a reliable and feasible tool for scar evaluation. Plastic and
reconstructive surgery 2004;113(7):1960-5; discussion 6-7.

Hoeksema H, Van de Sijpe K, Tondu T, Hamdi M, Van Landuyt K, Blondeel P, et al. Accuracy of early
burn depth assessment by laser Doppler imaging on different days post burn. Burns 2009;35(1):36-
45.

Vigani A, Culler CA. Systemic and Local Management of Burn Wounds. The Veterinary clinics of
North America Small animal practice 2017;47(6):1149-63.

Vloemans AF, Dokter J, van Baar ME, Nijhuis |, Beerthuizen Gl, Nieuwenhuis MK, et al. Epidemiology
of children admitted to the Dutch burn centres. Changes in referral influence admittance rates in
burn centres. Burns 2011;37(7):1161-7.

Welling L, Dijkgraaf MG, Nieuwenhuis MK, Oen IM, Henny CP, Middelkoop E, et al. Impact of
modification of burn center referral criteria on primary patient outcome. Journal of burn care &
research : official publication of the American Burn Association 2006;27(6):854-8.

Cartotto RC, Innes M, Musgrave MA, Gomez M, Cooper AB. How well does the Parkland formula
estimate actual fluid resuscitation volumes? The Journal of burn care & rehabilitation 2002;23(4):258-
65.

Clark A, Imran J, Madni T, Wolf SE. Nutrition and metabolism in burn patients. Burns Trauma 2017;5:11.
Spronk |, Legemate CM, Dokter J, van Loey NEE, van Baar ME, Polinder S. Predictors of health-related
quality of life after burn injuries: a systematic review. Critical care 2018;22(1):160.

Van Loey NE, Bremer M, Faber AW, Middelkoop E, Nieuwenhuis MK. ltching following burns:
epidemiology and predictors. The British journal of dermatology 2008;158(1):95-100.

Kuipers HC, Bremer M, Braem L, Goemanne AS, Middelkoop E, van Loey NE. ltch in burn areas
after skin transplantation: patient characteristics, influencing factors and therapy. Acta dermato-
venereologica 2015;95(4):451-6.

Jeschke MG, Pinto R, Kraft R, Nathens AB, Finnerty CC, Gamelli RL, et al. Morbidity and survival
probability in burn patients in modern burn care. Crit Care Med 2015;43(4):808-15.

Knaysi GA, Crikelair GF, Cosman B. The role of nines: its history and accuracy. PlastReconstrSurg
1968;41(6):560-3.

Wachtel TL, Berry CC, Wachtel EE, Frank HA. The inter-rater reliability of estimating the size of burns
from various burn area chart drawings. Burns 2000;26(2):156-70.



20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37

38.

39.

40.

41.

Sheridan RL, Petras L, Basha G, Salvo P, Cifrino C, Hinson M, et al. Planimetry study of the percent
of body surface represented by the hand and palm: sizing irregular burns is more accurately done
with the palm. The Journal of burn care & rehabilitation 1995;16(6):605-6.

Rossiter ND, Chapman P, Haywood IA. How big is a hand? Burns 1996;22(3):230-1.

Nagel TR, Schunk JE. Using the hand to estimate the surface area of a burn in children.
PediatrEmergCare 1997;13(4):254-5.

Amirsheybani HR, Crecelius GM, Timothy NH, Pfeiffer M, Saggers GC, Manders EK. The natural
history of the growth of the hand: I. Hand area as a percentage of body surface area. Plastic and
reconstructive surgery 2001,107(3):726-33.

Lund CC BN. The estimation of areas of burns. Surg Gynecol Obstet 1944,79:352-258.

Miller SF, Finley RK, Waltman M, Lincks J. Burn size estimate reliability: a study. The Journal of burn
care & rehabilitation 1991,12(6):546-59.

Berry MG, Evison D, Roberts AH. The influence of body mass index on burn surface area estimated
from the area of the hand. Burns 2001,27(6):591-4.

Haller HL, Dirnberger J, Giretzlehner M, Rodemund C, Kamolz L. “Understanding burns”: research
project BurnCase 3D--overcome the limits of existing methods in burns documentation. Burns
2009;35(3):3N1-7.

Tuch DS, Lee RC. Three-dimensional wound surface area calculations with a CAD surface element
model. |[EEE transactions on bio-medical engineering 1998;45(11):1397-400.

Prieto MF, Acha B, Gomez-Cia T, Fondon |, Serrano C. A system for 3D representation of burns and
calculation of burnt skin area. Burns 2011;37(7):1233-40.

Neuwalder JM, Sampson C, Breuing KH, Orgill DP. A review of computer-aided body surface
area determination: SAGE Il and EPRI's 3D Burn Vision. The Journal of burn care & rehabilitation
2002;23(1):55-9; discussion 4.

Sheng WB, Zeng D, Wan Y, Yao L, Tang HT, Xia ZF. BurnCalc assessment study of computer-aided
individual three-dimensional burn area calculation. Journal of translational medicine 2014;12:242.
HCW DV, CB T, LB M, DL K. Measurement in Medicine: A Practical Guide. Cambridge (United
Kingdom): Cambridge University Press, 2011.

Devgan L, Bhat S, Aylward S, Spence RJ. Modalities for the assessment of burn wound depth. Journal
of burns and wounds 2006;5:e2.

Johnson RM, Richard R. Partial-thickness burns: identification and management. Advances in skin &
wound care 2003;16(4):178-87; quiz 88-9.

Watts AM, Tyler MP, Perry ME, Roberts AH, McGrouther DA. Burn depth and its histological
measurement. Burns 2001;27(2):154-60.

Cubison TC, Pape SA, Parkhouse N. Evidence for the link between healing time and the development
of hypertrophic scars (HTS) in paediatric burns due to scald injury. Burns 2006;32(8):992-9.

Deitch EA, Wheelahan TM, Rose MP, Clothier J, Cotter J. Hypertrophic burn scars: analysis of
variables. The Journal of trauma 1983;23(10):895-8.

Aziz Z, Abu SF, Chong NJ. A systematic review of silver-containing dressings and topical silver agents
(used with dressings) for burn wounds. Burns 2012;38(3):307-18.

Wasiak J, Cleland H, Campbell F, Spinks A. Dressings for superficial and partial thickness burns. The
Cochrane database of systematic reviews 2013(3):CD002106.

Atiyeh BS, Costagliola M, Hayek SN, Dibo SA. Effect of silver on burn wound infection control and
healing: review of the literature. Burns 2007;33(2):139-48.

Storm-Versloot MN, Vos CG, Ubbink DT, Vermeulen H. Topical silver for preventing wound infection.
The Cochrane database of systematic reviews 2010(3):CD006478.

1 J23deyd




24

Introduction and outline of the thesis

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

Vermeulen H, van Hattem JM, Storm-Versloot MN, Ubbink DT. Topical silver for treating infected
wounds. The Cochrane database of systematic reviews 2007(1):CD005486.

Vloemans AF, Hermans MH, van der Wal MB, Liebregts J, Middelkoop E. Optimal treatment of partial
thickness burns in children: a systematic review. Burns 2014;40(2):177-90.

Banks JG, Board RG, Sparks NH. Natural antimicrobial systems and their potential in food preservation
of the future. BiotechnolApplBiochem 1986;8(2-3):103-47.

Ballard K, McGregor F. Avance: silver hydropolymer dressing for critically colonized wounds. BrJNurs
2002;11(3):2086, 8-, 1.

Lansdown AB. Silver. |: Its antibacterial properties and mechanism of action. JWoundCare
2002;11(4):125-30.

Issekutz. Geschichte der Arzneitmittelforschung. Budapest: Akadémiai Kiadd, 1971.

Klasen HJ. A historical review of the use of silver in the treatment of burns. Il. Renewed interest for
silver. Burns 2000;26(2):131-8.

Klasen HJ. Historical review of the use of silver in the treatment of burns. I. Early uses. Burns
2000;26(2):117-30.

Nadworny PL, Wang J, Tredget EE, Burrell RE. Anti-inflammatory activity of nanocrystalline silver
in a porcine contact dermatitis model. Nanomedicine : nanotechnology, biology, and medicine
2008;4(3):241-51.

Ip M, Lui SL, Poon VK, Lung I, Burd A. Antimicrobial activities of silver dressings: an in vitro comparison.
JMedMicrobiol 2006;55(Pt 1):59-63.

Bowler PG, Jones SA, Walker M, Parsons D. Microbicidal properties of a silver-containing hydrofiber
dressing against a variety of burn wound pathogens. JBurn Care Rehabil 2004;25(2):192-6.
Caruso DM, Foster KN, Blome-Eberwein SA, Twomey JA, Herndon DN, Luterman A, et al. Randomized
clinical study of Hydrofiber dressing with silver or silver sulfadiazine in the management of partial-
thickness burns. Journal of burn care & research : official publication of the American Burn
Association 2006;27(3):298-309.

Paddock HN, Fabia R, Giles S, Hayes J, Lowell W, Adams D, et al. A silver-impregnated antimicrobial
dressing reduces hospital costs for pediatric burn patients. Journal of pediatric surgery 2007;42(1):211-
3.

Opasanon S, Muangman P, Namviriyachote N. Clinical effectiveness of alginate silver dressing in
outpatient management of partial-thickness burns. International wound journal 2010;7(6):467-71.
Thomas GW, Rael LT, Bar-Or R, Shimonkevitz R, Mains CW, Slone DS, et al. Mechanisms of delayed
wound healing by commonly used antiseptics. The Journal of trauma 2009;66(1):82-90; discussion
-1.

Carrougher GJ, Ptacek JT, Honari S, Schmidt AE, Tininenko JR, Gibran NS, et al. Self-reports of anxiety
in burn-injured hospitalized adults during routine wound care. Journal of burn care & research :
official publication of the American Burn Association 2006;27(5):676-81.

Lee AR, Moon HK. Effect of topically applied silver sulfadiazine on fibroblast cell proliferation and
biomechanical properties of the wound. Archives of pharmacal research 2003;26(10):855-60.
Poon VK, Burd A. In vitro cytotoxity of silver: implication for clinical wound care. Burns 2004;30(2):140-
7.

Hussain S, Ferguson C. Best evidence topic report. Silver sulphadiazine cream in burns. Emergency
medicine journal : EMJ 2006;23(12):929-32.

Hodgman El, Saeman MR, Subramanian M, Wolf SE. The Effect of Burn Center Volume on Mortality in
a Pediatric Population: An Analysis of the National Burn Repository. Journal of burn care & research
: official publication of the American Burn Association 2016;37(1):32-7.



62.
63.

64.

65.
66.

67.

68.

69.

70.

7.

72.

73.

74,

75.

76.

77.

78.

79.

80.

81.

UptoDate. Emergency care of moderate and severe thermal burns in children: UptoDate, 2018.
Pham C, Greenwood J, Cleland H, Woodruff P, Maddern G. Bioengineered skin substitutes for the
management of burns: a systematic review. Burns 2007;33(8):946-57.

Ramundo J, Gray M. Enzymatic wound debridement. Journal of wound, ostomy, and continence
nursing : official publication of The Wound, Ostomy and Continence Nurses Society 2008;35(3):273-
80.

Atiyeh BS, Gunn SW, Hayek SN. State of the art in burn treatment. World JSurg 2005;29(2):131-48.
Heyneman A, Hoeksema H, Vandekerckhove D, Pirayesh A, Monstrey S. The role of silver
sulphadiazine in the conservative treatment of partial thickness burn wounds: A systematic review.
Burns 2016;42(7)1377-86.

Garner JP, Heppell PS. Cerium nitrate in the management of burns. Burns 2005;31(5):539-47.

de Gracia CG. An open study comparing topical silver sulfadiazine and topical silver sulfadiazine-
cerium nitrate in the treatment of moderate and severe burns. Burns 2001;,27(1):67-74.

De Smet K, van den Plas D, Lens D, Sollie P. Pre-clinical Evaluation of a New Antimicrobial Enzyme
for the Control of Wound Bioburden. Wounds : a compendium of clinical research and practice
2009;21(3):65-73.

Vandenbulcke K, Horvat LI, De Mil M, Slegers G, Beele H. Evaluation of the antibacterial activity
and toxicity of 2 new hydrogels: a pilot study. The international journal of lower extremity wounds
2006;5(2):109-14.

Hoeksema H, Vandekerckhove D, Verbelen J, Heyneman A, Monstrey S. A comparative study of
1% silver sulphadiazine (Flammazine(R)) versus an enzyme alginogel (Flaminal(R)) in the treatment of
partial thickness burns. Burns 2013;39(6):1234-41.

Kyriopoulos E, Van den Plas D, Papadopoulos O, Papadopoulos S, Zapandioti P, Tsoutsos D. The
Use of a New Wound Alginogel for the Treatment of Partial-thickness Hand Burns. Wounds : a
compendium of clinical research and practice 2010;22(6):161-4.

Falder S, Browne A, Edgar D, Staples E, Fong J, Rea S, et al. Core outcomes for adult burn survivors:
a clinical overview. Burns 2009;35(5):618-41.

Jasper S, Rennekampff HO, de Zwaan M. [Psychiatric co-morbidity, body image problems and
psychotherapeutic interventions for burn survivors: a review]. Psychother Psychosom Med Psychol
2013;63(11):423-8.

van Baar ME, Essink-Bot ML, Oen IM, Dokter J, Boxma H, van Beeck EF. Functional outcome after
burns: a review. Burns 2006;32(1):1-9.

Lawrence JW, Mason ST, Schomer K, Klein MB. Epidemiology and impact of scarring after burn
injury: a systematic review of the literature. Journal of burn care & research : official publication of
the American Burn Association 2012;33(1):136-46.

Stoddard FJ, Jr,, Ryan CM, Schneider JC. Physical and psychiatric recovery from burns. The Surgical
clinics of North America 2014;94(4):863-78.

Baryza MJ, Baryza GA. The Vancouver Scar Scale: an administration tool and its interrater reliability.
The Journal of burn care & rehabilitation 1995;16(5):535-8.

Wilson IB, Cleary PD. Linking clinical variables with health-related quality of life. A conceptual model
of patient outcomes. Jama 1995;273(1):59-65.

Fauerbach JA, McKibben J, Bienvenu OJ, Magyar-Russell G, Smith MT, Holavanahalli R, et al.
Psychological distress after major burn injury. Psychosomatic medicine 2007;69(5):473-82.

Oh H, Boo S. Assessment of burn-specific health-related quality of life and patient scar status
following burn. Burns 2017;43(7):1479-85.

1 J23deyd




26

Introduction and outline of the thesis

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

Zhang LJ, Cao J, Feng P, Huang J, Lu J, Lu XY, et al. Influencing factors of the quality of life in Chinese
burn patients: Investigation with adapted Chinese version of the BSHS-B. Burns 2014;40(4):731-6.
Wasiak J, Lee SJ, Paul E, Mahar P, Pfitzer B, Spinks A, et al. Predictors of health status and health-
related quality of life 12 months after severe burn. Burns 2014;40(4):568-74.

Netherlands S. Health expenditure: Key data. The Hage (The Netherlands): Statistics Netherlands
(CBS), 2018.

Health care expenditure: How will health care expenditure evolve in the future?: Ministry of Health,
Welfare and Sport (VWS).

Stavrou D, Weissman O, Winkler E, Millet E, Nardini G, Tessone A, et al. Managing the relationship
between quality and cost-effective burn care. Burns 2011;37(3):367-76.

Hop MJ, Wijnen BF, Nieuwenhuis MK, Dokter J, Middelkoop E, Polinder S, et al. Economic burden
of burn injuries in the Netherlands: A 3 months follow-up study. /njury 2016;47(1):203-10.

Hop MJ, Polinder S, van der Vlies CH, Middelkoop E, van Baar ME. Costs of burn care: a systematic
review. Wound repair and regeneration : official publication of the Wound Healing Society [and] the
European Tissue Repair Society 2014;22(4):436-50.

Hop MJ, Bloemen MC, van Baar ME, Nieuwenhuis MK, van Zuijlen PP, Polinder S, et al. Cost study
of dermal substitutes and topical negative pressure in the surgical treatment of burns. Burns
2014;40(3):388-96.

Hop MJ, Langenberg LC, Hiddingh J, Stekelenburg CM, van der Wal MB, Hoogewerf CJ, et al.
Reconstructive surgery after burns: a 10-year follow-up study. Burns 2014;40(8):1544-51.

Goei H, Hop MJ, van der Vlies CH, Nieuwenhuis MK, Polinder S, Middelkoop E, et al. Return to work
after specialised burn care: A two-year prospective follow-up study of the prevalence, predictors
and related costs. Injury 2016;47(9):1975-82.






