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Foreword
It gives me great pleasure to introduce the first Research & Development annual report since I took over from Roger Smith last summer following his retirement. This year has been one of flux within the research community both at the Trust and in the broader world. However, I am happy to say that there has been considerable progress here at QVH, built on the very solid foundations established over recent years. 

Roger Smith was a tireless ambassador for R&D within the Trust, and I am grateful for his support in developing and extending the hospital’s collaborative research partners outside the Trust. This year we have also seen the departure of our Chief Executive Adrian Bull, and our Non-Executive Director Renny Leech – the latter acted as Chair of the Research & Education Strategy Committee and of the Charitable Funds Committee.  Drs Bull and Leech shared a vision of a vibrant high quality research programme, and we were fortunate to have the engagement and advocacy of two people at the top of the organisation who took a substantial personal interest in R&D.


I am happy to report that the changes instituted by the ‘old regime’ are starting to bear fruit. There is a growing momentum within the Trust. There are many examples within this report of what has been achieved, as well as discussion of some important changes that will be happening over the next year to further raise the profile, quality and volume of activity within the Trust.


I would like to highlight a couple of areas that I consider critical to this. Our upcoming appointment of a full-time dedicated Director of Research will drive the research agenda forward. This post will be funded with the generous support of the Charitable Funds. It will be made in partnership with the Blond McIndoe Research Foundation and the University of Brighton. I believe that this appointment will be vital to fostering ever closer ties with our academic partners and to generating more funding for research activity through grant applications and collaboration on industry-funded projects.


We have also become more engaged in the Comprehensive Local Research Network (CLRN). Recruitment of participants to national Portfolio studies is a key strategic focus for us. The recruitment of a dedicated full-time Research Nurse has increased the number of studies we are taking part in, as well as ensuring that a wider range of patients have the option to join a research study. Our endeavours have been recognised by the CLRN, who have agreed to guarantee our funding for the next financial year.  We are now in an excellent position to further harness this considerable energy and build upon the achievements of the research community at the Trust during the next year.
 
 
Julian Giles
Clinical Lead for R&D
Consultant Anaesthetist, FRCA, MRCP
Highlights
· A full-time Research Nurse has been appointed to co-ordinate recruitment to our NIHR national Portfolio studies, and this has resulted in a greater number of Portfolio studies running at the Trust, as well as boosting recruitment to those projects.  Recruitment to Portfolio studies is a key focus of our R&D efforts.
· A drive to increase research activity across the Trust has resulted in a 63% increase in the number of active studies (Portfolio and Non-Portfolio).

· We have boosted the total number of participants in QVH studies (Portfolio and Non-Portfolio) by 45%.
· The Trust has identified and ring-fenced a substantial sum of money to support an academic Research Director post, in collaboration with the University of Brighton.  This post will act as a catalyst to consolidate and develop the Trust’s potential in R&D.

· At our third full-day Research Day, which was very well attended, Mr Simon Myers (Barts) spoke very interestingly on research in the field of plastics.  Our Research Days are building a multidisciplinary approach and fostering a culture where participation in R&D is a regular part of clinical life
· We are working on a collaborative programme of psychosocial research with Prof Lesley Fallowfield (University Sussex) and Prof Di Harcourt (University of West of England).
· The Trust has benefitted from the support of the CLRN, who have awarded funding to support a variety of research posts at the hospital.  We are actively working with the CLRN to grow research in Portfolio studies and to continue to improve set-up times.  The R&D Manager provides training to R&D staff across the patch on behalf of the CLRN. 

· QVH was also one of best performing Trusts in our local CLRN for approval times
· We were very pleased to host our third cohort of undergraduates from Brighton and Sussex Medical School, who spent 9 months of their 4th year with us working on research/audit projects, supervised by QVH consultants.  Their studies were all presented at our Research Day on 16 July.  A new group of students have started with us on 1 November.  These student projects have helped to foster closer links with our colleagues at BSMS.

· Baljit Dheansa, Consultant Burns Surgeon has been awarded an honorary lectureship at the Brighton and Sussex Medical School.
Research Activity 
The number of patients receiving NHS services provided or sub-contracted by the Queen Victoria Hospital NHS Foundation Trust in 2012-13 that were recruited during that period to participate in research approved by a research Ethics Committee was 513.
Participation in clinical research demonstrates QVH’s commitment to improving the quality of care we offer and to making our contribution to wider health improvement. Our clinical staff stay abreast of the latest possible treatment possibilities and active participation in research leads to successful patient outcomes.

QVH was involved in conducting 39 clinical research studies in 2012-13, as per the table below.
	Study title
	Principal Investigator
	Recruited 2012-13
	Notes

	100 consecutive SSG donor sites - outcome data
	B Dheansa/
S Booth
	54
	

	Comparison between sheet grafts and 1:1 mesh grafts in burnt patients
	B Dheansa/
S Booth
	53
	

	Extent of extra-capsular fibrosis following breast implant insertion
	R Smith / Seth Rohit
	0
	Recruitment complete – in analysis

	A patient-centred questionnaire study to investigate the information needs of orthognathic (jaw surgery) patients from a patient's perspective
	S Ahmad
	111
	Recruitment completed – in analysis

	A pilot study of histological and clinical variables contributing to both a long−term natural history and an estimation of time from injury for normal cutaneous scars taken at routine scar revisions at 4 plastic 
	T Cubison
	0
	Recruitment completed – in analysis

	A randomised controlled study comparing a dynamic splinting protocol versus a static splinting with early active motion protocol in EPL (Extensor Pollicis Longus) tendon repairs zones 2-6 after traumatic injury.
	K Pank
	39
	

	Appearance-related concerns of women undergoing surgery for acquired and congenital breast conditions and their impact on levels of intimacy and satisfaction with surgery
	C Nduka
	0
	Recruitment completed – in follow-up

	Rapid autologous Sprayed keratinocytes
	B Dheansa/

S Booth
	0
	Study had been suspended, now resolved 

	LASER Doppler Imaging of blood flow in split thickness skin grafts
	T Cubison
	 
	Status unknown

	Burnout and mood amongst surgeons in the UK
	
	0
	External study 

	Models of Medical Leadership and their Effectiveness
	 
	0
	External study

	NHS Adoption of NHS - Developed technologies - Telephone Survey
	 
	0
	External study

	An investigation of the efficacy of a single low dose of insulin in the prevention of excessive cutaneous scarring in bilateral breast reduction patients - A phase II clinical trial.
	C Nduka
	30
	 Recruitment completed – in follow-up

	A Randomised Controlled Trial of Pain Experienced During the Administration of Botulinum Toxin Injection With or Without Prior Cryoanalgesia
	C Nduka
	30
	 

	Loss of Anterior Torque Control as measured in 10 commercially available archwires and two Bracket Systems
	A Cash
	0
	External study

	Biology of the normal breast
	R Smith
	0
	External study 

	The effect of nanofibre orientation on fibroblast and keratinocyte cells when subjected to mechanical stimulation and its potential for reducing wound contraction
	J Sharpe
	0
	IRP student study – only uses discarded tissue from QVH

	Enhancing the angiogenic capacity of adipogenic stem cell (ADSC) populations for the repair of soft tissue defects
	J Sharpe
	0
	Only uses discarded tissue from QVH 

	Scar Formation and Quality of Life Assessment in Adults and Children Following Treatment with Debrase Compared to Standard of Care Treatment 
	P Gilbert/

S Booth
	0
	Research completed

	Measurement of Sniff Nasal Inspiratory Pressures, Maximal Intraoral Inspiratory Pressure & Expiratory Pressure in Facial Palsy Patients Using the MicroRPM Device (SNIP facial palsy)
	C Nduka
	0
	Study delayed: lack of funding to purchase device

	A prospective observational study comparing nipple projection in three breast reconstruction techniques; DIEP flap, latissimus dorsi flap and skin sparing mastectomy with implant reconstruction.
	M Jones
	18
	

	Clinical evaluation of the effect that sprayed culture keratinocytes have on early wound healing in children ( Sparks)
	B Dheansa/

J Sharpe
	0
	Funded, PhD study.  Research on track; one pig experiment performed

	A multi-centre, randomised controlled trial assessing the effectiveness of Lugol’s Iodine to assist excision of moderate dysplasia, severe dysplasia and carcinoma insitu at mucosal resection margin of oral and oropharyngeal squamous cell carcinoma.
	P Norris/

A Payne
	9
	National Portfolio study

	Investigation into NHS reforms on the management of physiotherapy
	F Jenkins
	0
	External study

	The influence of alar base width on perceived attractiveness
	N Crawford
	0
	Delayed due to maternity leave

	Return to Work study after burn injury
	B Dheansa/

S Booth
	69
	Total of 78 patients recruited before study abandoned due to methodology issues

	Micro RNA signatures in malignant melanoma
	P Banwell 
	32
	

	Molecular prediction of metastasis in oral tongue squamous cell carcinoma (external study)
	B Barrett
	0
	External study. Uses existing pathology specimens only

	Expression of fractalkine and its receptor in oral squamous cell carcinoma: is there an association with perineural invasion?
	B Barrett
	0
	Using existing specimens only

	Can intraoperative passive movement (IPM) therapy improve recovery?
	J Giles


	26
	RfPB grant award.  National Portfolio study. 

	Effect of Manuka honey on wound healing: Randomised controlled trial on surgical upper eyelid skin wounds
	R Malhotra 
	0
	Delayed due to delay in purchasing IMP

	A Randomised Controlled Trial of Pain Experienced During Steroid Injection of Keloid Scars With or Without Prior Cryoanalgesia
	C Nduka 
	0
	Study delayed due to staff unavailability

	ScanoskinTM - An evaluation of a new modality for diagnosing burn depth – defining thresholds for depths and prediction of healing times. A prospective pilot study using LASER Doppler Imaging (LDI) as a comparator.
	B Dheansa/

S Booth
	15
	 

	Molecular abnormalities in early cancer
	B Barrett
	0
	External non commercial study. Using existing pathology specimens only

	Patients’ views on orthodontic treatment in cleft lip palate
	R Abualfaraj 
	0
	External study

	Open, Blindly Evaluated, Prospective, Controlled, Randomized, Multicenter Phase III Clinical Trial to Compare Intra-individually the Efficacy and Tolerance of Oleogel-S10 versus Standard of Care in 
	B Dheansa
	1
	 

	Socio-economic impact of burn injury on parents and children
	B Dheansa
	35
	BSMS IRP Student project 

	The Cultural Representation of Older People - Cultural Ageism and the Health and Social Care Sector
	 
	0
	External Phd study

	Narratives of health and illness for Healthtalkonline 2012 
	 
	0
	External study

	Head & Neck 5000
	B Bisase
	0
	New external National Portfolio study

	 Prospective randomised controlled open-label explorative multi-centre pilot trial of Volulyte®-supplemented versus Albumin-supplemented fluid resuscitation for major burns 

	B Dheansa
	0
	New commercial external National Portfolio study


Involvement in NIHR portfolio studies
Accruals for NIHR portfolio studies are recorded and monitored via a national database.  The level of CLRN funding received by the Trust is partly determined by accrual figures. Accrual in 2012-13 was 63 participants.  In 2012-13 six new NIHR portfolio studies were approved via the CSP system.
Funding
The Trust currently has two fully grant-funded studies ongoing, both of which have been underway for a year. The Anaesthetics Department, led by Dr Julian Giles, is running an RfPB grant-funded (£79,688) study looking at non-site-specific pain following breast surgery, whilst the Burns Department is working on a collaborative study with the BMRF funded by a grant from Sparks (£211,402) to look at the use of sprayed cells on paediatric burns.  This grant is supporting the full-time salary of a PhD researcher.

Baljit Dheansa undertook a study looking at returns to work following burn injury, funded by the Burns Network (£51,489).  This work was carried out in collaboration with the University of Sussex, and will be evolved into a further study in 2013-14.
The CLRN awarded the Trust £64,418 baseline funding in 2012-13.  Baseline funding was allocated according to CLRN guidelines in the following way:

	Resource
	WTE
	PA
	Cost

	Ram Kumar – Research Fellow
	0
	0.65
	6,984

	J Giles/C Nduka – Chief Investigators
	0
	0.63
	6,778

	Michelle Alyward – Research Nurse
	0.37
	0
	18,167

	Debbie Collins – Research Practitioner
	0.13
	0
	4,161

	Simon Booth – Research Nurse
	0.1
	0
	4,709

	Sarah Dawe – R&D Manager
	0.3
	0
	15,604

	Judy Busby – Clinical Trials Pharmacist
	0.04
	0
	3,876

	Overheads
	
	
	4,440

	Office expenses
	
	
	258

	Travel
	
	
	342

	Training
	
	
	99

	
	
	
	

	Total funding
	
	
	64,418


The Trust received £2250 from the Brighton and Sussex Medical School to support the IRP students who undertake fourth-year research projects at the hospital.

£7830 was received from a commercial organisation for providing research governance and regulatory services to support Charles Nduka’s insulin study.
Charitable Funding 
The Trust’s own Charitable Funds have been instrumental in facilitating local research studies with small pump priming awards, and will continue to be available for clinicians to bid for on a response-mode basis.  The Fund has supported the Trust’s psychosocial research work stream.  A strategy has been developed for judicious investment in a senior academic role for the bulk of the Fund.
For a summary Budget statement, see Appendix on page 30.
Comprehensive Local Research Network (CLRN)
The Trust is a member of the Surrey and Sussex Comprehensive Local Research Network (CLRN).  The Trust works with the CLRN to maximize opportunities for Portfolio studies, identify new studies the Trust may participate in, and implement new national systems and structures.  The CLRN distributes R&D resources amongst its members, according to a national algorithm.  The R&D Director sits on the CLRN Board, and the R&D Manager sits on the Executive Group and also regularly attends meetings for LRDOs, working closely with the Senior Manager Dr Kala Ratnajothy and the Lead Research Management & Governance Manager Hazel Crawford.
Funding is received from the CLRN according to the number of participants recruited to Portfolio studies in the previous year.  The Trust did not meet its 2011-12 target, largely owing to delays at the RfPB in issuing contracts to the Trust’s for its highest recruiting study.  However, the CLRN are satisfied that there is significant potential for growth in research activity at QVH and have committed to renewing funding at the same level for 2012-13.  Meeting CLRN targets is a priority area for the Trust.
NIHR CSP

Local approval processes have been adapted and overhauled to meet the requirements of the NIHR CSP-Module system and to integrate with the national approvals system via the online Integrated Research System.  There have also been substantial new procedures implemented to meet the requirements of the Research Support Services Framework.  Study set-up time and time to first recruit and are now being tracked, with regular data returns to the CLRN and NIHR.  QVH has performed well on metrics measuring time to approval.
Intellectual property

The Trust engages the services of NHS Innovations South East to assist with commercializing its intellectual property, and this year has actively pursued commercialization options with two separate innovations – one of which is a database (for which a contract has been set up with a commercial body), and the other a medical device, which is being developed in collaboration with a spin-out company from Imperial College London.
Consumer involvement

QVH works to find meaningful ways to involve consumers in its research activity.  We are fortunate to have two very involved consumers who sit on our R&D Governance Committee as patient representatives, and who take a very active role in advising on and monitoring the research activities of the Trust.  Consumers are also often involved in the early stages of research projects via focus groups, who feed into protocol development.
Organisation and staffing profile
The R&D Department presently consists of one Clinical Lead for R&D, one R&D Manager (0.66WTE) and one Research Assistant (0.19WTE).  
Funding was received from the Comprehensive Local Research Network (CLRN) to support about half of the R&D Manager’s post.  Other income to support the R&D infrastructure comes from commercial studies, which in addition to paying general Trust overheads, pay a fee of £800 per study specifically for R&D Department services in processing their applications and setting up contracts.  
Clinical Research Staff

In addition to the R&D Department, the Trust presently supports one Burns R&D Co-Ordinator (0.6WTE), and one Anaesthetics Research Registrar (0.2WTE).  A new 1WTE Research Nurse (Band 6) has been engaged on a fixed-term basis to support recruitment to National Portfolio studies.
The Trust is actively seeking to recruit a Research Director, in conjunction with the University of Brighton (UoB).  This will be a senior academic post, and funding has been identified and ringfenced to support it.  Initial interviews have been undertaken, and further will take place in 2013 under the direction of UoB.
The Trust supported one PhD student in 2012-13, working on a study in conjunction with the BMRF looking at the use of sprayed cultured cells in paediatric burns.  This is funded by a grant award won from the charity Sparks, and the student is registered at the University of Brighton.

Some clinical departments also each have their own arrangements for Research Fellows, which are funded by the departments themselves and which are not managed by the R&D Department.

Training and Development

The Trust is currently part-funding two therapists through a Masters in Research at Brighton University, and their research will involve the facial palsy service.  The Trust is also fully funding a surgical trainee to do a PhD at Brighton University.
Local Training

Individual training tailored to the individual is provided by the R&D Department to all new researchers who require guidance developing their protocols, navigating the approvals process and setting up their studies. 

It is a legal requirement that all staff involved in Clinical Trials complete Good Clinical Practice (GCP) training, and the Trust has facilitated this for staff – either by providing an onsite trainer, enabling access to off-site courses at other Trusts, or by paying for staff to do an individual online course.  Commercial companies regularly run refresher GCP courses for staff involved in the clinical trials they run at the Trust.   

The R&D Manager regularly attends induction to speak to all new clinical recruits.  They are all issued with an R&D pack which includes all up to date R&D policies.  This is a useful forum to quickly identify juniors who are interested in R&D, and provide them with guidance and assistance.

CLRN training

The R&D Manager acts as Trainer on behalf of the CLRN providing training in research management governance to R&D professionals across Surrey and Sussex.
The Trust has access to training provided by the CLRN for any studies which are accepted onto the National Portfolio.  These mainly focus on GCP training.

Annual Trust R&D Day
We were delighted with the success of our third Trust R&D Day in July, which featured Mr Simon Myers (Barts) as invited speaker, as well as presenting studies from each specialty and from BSMS IRP medical students.  These meetings have proved to be very popular with clinicians from all departments.
Departmental meetings

Individual departments also run their own Audit & Research meetings, providing a forum to discuss new ideas and present completed studies.

Research Design Service

Our Research Design Service (RDS) at the University of Brighton provides a good service in training staff in RfPB grant applications, with seminars being run at the Trust, and support also provided to individual researchers on a one-to-one basis.  

The R&D Manager sits on the RDS Stakeholder’s Board, representing NHS Trusts in the patch. The Board exists to monitor and support the activities of the RDS and guide its strategic development, and to identify ways in which the activities of the RDS can be developed to better meet the needs of the NHS.  

NIHR membership

Dr Julian Giles has been made a member of the faculty of the National Institute for Health Research (NIHR), by virtue of his successful grant application to the NIHR RfPB funding stream.  This prestigious award will facilitate access for the Trust to further NIHR funding streams via the CLRN.

Governance Structure

R&D at the Trust is managed via a strategic committee and a governance committee. The purpose of the R&E Strategy Committee is to stimulate and develop R&D activity and education within the Trust and the BMRF; to foster collaborative working with external academic organisations; and to consider, drive and approve R&D strategy and development issues.  Its membership includes the Chief Executive, a non-executive director, the R&D Director, the Post-graduate Tutor, the Chief Executive of the BMRF, the BMRF Scientific Advisor, and a senior QVH plastics clinician. This Committee is advised by its respective supporting committees at QVH and BMRF.

The R&D Governance Committee’s purpose is to manage R&D Activity within the Trust.  Its members include: Director of R&D, Director of Nursing & Quality (executive director with responsibility for research governance), the R&D Consultant, Chief Pharmacist/Clinical Trials Pharmacist, Anaesthetics Lead, Burns Lead, Corneoplastics Lead,  Hand Surgery Lead, Maxillofacial Lead, Nursing Lead, Oncoplastics Lead, Healthcare Science Lead, Orthodontics Lead, Clinical Audit Manager, R&D Manager, Finance Dept representative (R&D budget accountant), Designated Individual with responsibility for Human Tissue Authority license, Chair of R&E Committee, External academic advisor from the BMRF, and an External academic advisor from BSMS. The Committee also has two very active patient representatives who play a valuable role in advising on new projects. 

The R&D Governance Committee reports to the R&E Strategy Committee.  The R&E Strategy Committee reports to the Quality and Risk Committee for governance matters, and to the Clinical Board for strategic matters.

The Director of Nursing acts as the Trust’s Nominated Consultee, for research participants unable to consent.

The R&D Manager sits on the Eye Bank and Tissue Engineering Committee.  
Trust policies which cover R&D:  SUSARS, Research Fraud, Code of Practice for Researchers, Pharmacy policy for Clinical Trials, Intellectual Property, Overheads Policy.  In addition, we have adopted a new and comprehensive range of Standard Operating Procedures, in line with national guidance, to ensure consistency in our approach to R&D Approvals:  P02-Manage Study Participating Planning Tool v1; PO3 Confirm Study Approvals v1; PO4 Setup and Control External Agreements v1; PO5 Setup and Control Internal Agreements v1; PO6 Setup and Control Study Processes v1; PO7- Give NHS Permission v1; PO8-Oversee Study v1; S04-Ensure Study Funding and Approvals are Managed v1; S05-Manage Study Sponsor Planning Tool v1; S06-Give Decision on Sponsoring v1; S07-Provide and Manage External Agreements v1; S08-Ensure NHS Permission is Received by the CI v1; S09-Ensure Study Oversight v1; S10-Ensure Study Closedown is Managed v1

R&D approvals

The Trust uses the national Integrated Research Applications System for all new studies.  The R&D Dept provides extensive guidance on using this new system.  The Trust also undertakes all Site Specific Assessments on behalf of the Ethics Committee and in line with Ethics guidelines.  This is routinely performed at approval stage.

Time to approval is swift at this Trust, and is measured according to official national metrics.  QVH is well below the average for our CLRN.  The Trust uses national systems to manage the studies in proportion to risk, and has adopted the Research Support Services framework recommended SoPs.

Research Passport – the Trust has fully implemented the nationwide Research Passport system, helping to facilitate studies where researchers are based at multiple sites.

Sponsorship status

The majority of research carried out at QVH is investigator-led ie designed and conducted by our own staff, and these require the Trust to provide structures to support pre-protocol work as well as the subsequent management of active projects.  

No research study may begin in the NHS without a Sponsor being identified.  The Trust continues to offer its researchers the benefits of providing Sponsor status for the studies they initiate.  QVH believes that it is right to support its researchers in developing new projects, and to encourage the spirit of intellectual enquiry, and so continues to provide Sponsorship status for all non-CTIMPs plus phase IV CTIMPs.  The Trust’s capacity for R&D, and it’s commitment to research, is clearly stated in the RDOCS, which is a publically available document endorsed by the Board.

REGISTERED RESEARCH & DEVELOPMENT PROJECTS WITH ETHICS APPROVAL ONGOING IN 2012-13
Post functional outcome of hand burns and effect on quality of life

Chief Investigator: B Dheansa
Status: IRP Study; recruiting
The best outcome after a hand burn is difficult to assess. There is no reliable method of working out how much

functional outcome must be regained and how this may affect the patient’s quality of life. This study will attempt to

collect information about hand function after burn injury in order to develop a validated outcome measure.  Key questions are how well do hand burns heal and how does this effect quality of life. We plan to recruit 10 patients

with varying depths of hand burns and using several methods of physical and patient focused outcome assessment

design a validated tool to assess outcomes

The study has been designed by a medical student in consultation with Surgeons, Nurses, Occupational and

Physiotherapists, we have also consulted a patient focus group on the questions they feel are important to research in Burns.
3. PURPOSE
An investigation of the efficacy of a single low dose of insulin in the prevention of excessive cutaneous scarring in bilateral breast reduction patients - A phase II clinical trial. (Commercial study)
Chief Investigator: Charles Nduka

Status: in follow-up
The purpose of this trial is to determine the efficacy of a single application of insulin in reducing scar formation.

Scarring is an immense clinical problem estimated to affect 100 million patients per annum. Scars affect both

appearance and function. Scar tissue’s inflexibility and contraction reduces mobility and function of affected body parts, joints and orifices such as the eye and mouth. Scarring results in disfigurement, disability, psychological problems alongside requiring multiple further corrective surgical procedures to reconstruct features and restore function. Currently there is no truly effective antiscarring treatment available to patients. Development of such a treatment would significantly improve quality of life for thousands of patients per annum, and reduce costs to the NHS. Laboratory research together with a small clinical trial (15 patients) has provided evidence for a novel antiscarring activity of insulin, where application of a single low dose early after wounding significantly reduces the scar tissue producing cells present and consequently scar tissue. The proposed large-scale multicentre clinical trial involves 75 patients undergoing non cancer related breast surgery to be recruited across two hospital sites. These patients have two identical wounds (one per breast), allowing matched intrapatient placebo control. Each patient after giving informed consent would undergo their elective surgical procedure as per routine apart from each breast wound would be randomly allocated to receive either insulin or the placebo as subcutaneous injection along a 3cm end of the wound. Patients would be followed up as per routine (23wksand 3months) plus two additional follow up appointments at 6 and 12 months. At each of these their wound/scar would be assessed, photographed and a silicone mould taken by the nursing practitioner.

The effect of pH on corneal repair 
Chief Investigator: Justin Sharpe (BMRF)
Status: 
ongoing; lab-based
This is a lab-based project and will examine the proliferation, migration and differentiation of corneal epithelial cells and corneal stromal keratocytes in response to variations in pH.  Proliferation assays will be undertaken using tritiated thymidine uptake assays and migration will be investigated by the use of scratch wound assays and by measuring ex vivo explant outgrowth.  Corneal epithelial cell differentiation will be studied by measuring cytokeratin 3 (K3) and cytokeratin 19 (K19) expression by real time PCR and Western blot analysis.

This project forms part of an integrated wound repair and regeneration research programme at the Blond McIndoe Research Foundation.
Appearance-related concerns of women undergoing surgery for acquired and congenital breast conditions and their impact on levels of intimacy and satisfaction with surgery
Chief Investigator: C Nduka
Current status: in follow-up 

Previous research confirms that plastic surgery can offer psychosocial benefits for women undergoing breast surgery but it does not address all the psychosocial experiences of patients or indeed all patient groups (Sandham & Harcourt 2007; Harcourt et al., 2003). There is a paucity of research examining the appearance and intimacy concerns of women undergoing breast surgery for acquired or congenital conditions which this study hopes to address. This is a prospective, longitudinal survey of all women who are undergoing breast surgery (specifically reconstruction, congenital asymmetry, reduction) at the Queen Victoria Hospital. The study will employ standardised measures. Comparisons will be made both within and between patient groups and therefore enable more tailored support as it is currently unclear how they differ in their care needs and the extent to which these needs are met
Rapid autologous sprayed keratinocytes
Chief Investigator: T Cubison, S Booth
Status:  study suspended temporarily – further work into enzyme needed to be done – now resolved
Burn wounds requiring closure with split skin grafts require skin to be harvested from a donor site. A Donor site usually heals in 10 – 14 days (similar to partial thickness wounds) the donor site heals by a process known as epithelialisation where skin cells from hair follicles divide and move over the wound to close it. We believe that we may speed this process up by using the cells taken from a small piece of skin and reapplying them onto the wound.
We aim to evaluate whether the application of a rapid harvest Keratinocyte suspension improves healing and reduces scarring in skin graft donor sites and use this as a model for deep partial thickness burn injuries. Patients undergoing a skin grafting procedure will be recruited and the skin graft donor site treated with isolated skin cells. The rate of healing will be measured and compared against control areas to give an accurate measurement of wound healing. Image analysis of digital photographs will be used to measure the rate of wound closure. Transepidermal water loss will be used to quantify the permeability of the skin to water. As one of the main functions of skin is to minimise evaporative water loss this is an important measure of its function.

A randomised controlled study comparing a dynamic splinting protocol versus a static splinting with early active motion protocol in EPL (Extensor Pollicis Longus) tendon repairs zones 2-6 after traumatic injury.

Chief Investigator: F Mellington

Status: ongoing – in recruitment
This study aims to investigate whether a static splinting with early active motion protocol is as effective as a dynamic splinting protocol, using ROM (range of movement) outcomes.

A pilot study of histological and clinical variables contributing to both a long-term natural history and an estimation of time from injury for normal cutaneous scars taken at routine scar revisions at 4 plastic surgical units in the UK

Principal Investigator: T Cubison

Current status: recruitment complete; in analysis
Keloid and hypertrophic scarring are both disfiguring scars that affect individuals after injuries, operations and burns. There are no universally effective remedies for scaring, and we often have to relay on surgical techniques of scar revision which in reality simply create more scars. Once a scar is created there are few means by which we can control it. Scars can continue to grow larger (keloid scars) or they can be raised, painful, red and associated with joint contractures (hypertrophic scars). Managing scarring takes up a significant proportion of the workload of a plastic surgeon and can seriously reduce the quality of life for the sufferer; nowhere is this seen more commonly than in burnt patients. Surgery has reached a biological frontier when it comes to scarring, having little effective understanding of the process which has lead to a paucity of treatment options. This research will attempt to address scarring in a "back to basics" approach, we are not studying abnormal scarring, which has already been done, but we are trying to achieve a clearer picture of what a normal scar actually represents. With this information abnormal scarring may become easier to distinguish from normal scarring and so new avenues of therapy can be opened.

Forensic anthropologists are frequently involved with the identification of either living or dead human subjects. To date, there are no studies showing the long-term changes that occur in scars. If a clear set of histological (microscopic) variables that change with time can be established then an accurate estimation of time duration from injury could be achieved. This would give the investigator knowledge as to when an individual has been injured which would provide more information to identify them with. It also has medico legal implications providing a better evidence base for medical witness testimony in court regarding the nature of scars.

Extent of extra-capsular fibrosis following breast implant insertion

Chief Investigator: R Smith
Status: in analysis
Breast cancer is the commonest cancer effecting women in the UK and USA, with over 41,000 and 270,000 cases respectively, being diagnosed annually. A significant proportion of these patients would have previously undergone implant augmentation, either for aesthetic reasons or as part of a previous reconstruction. In a number of cases where such women have subsequently undergone free flap breast reconstruction, we have encountered significant perivascular fibrosis when dissecting out the internal mammary vessels to perform anastomosis. The popularity of the internal mammary artery and vein as recipient vessels has increased over recent years with Quaba et al reporting over 70% of surgeons using them in delayed breast reconstruction.    

The formation of a capsule around a prosthetic breast implant is well documented. The extent of fibrosis into the deeper tissues and its effect on recipient vessels for free flap breast reconstruction is not known. 

In those women undergoing capsulotomy/capsulectomy we propose to take small biopsies of deeper tissue and examine them histologically for evidence of fibrosis. If there is evidence supporting this theory, then it may influence the reconstructive surgeon to consider an alternative technique in this particular sub group of patients. 

Comparison between sheet grafts and 1:1 mesh grafts in burnt patients

Chief Investigator: B Dheansa

Status: ongoing – in recruitment
Meshing is the term used for cutting slits into a split skin graft and stretching it open prior to transplantation. Meshed grafts have a number of advantages over sheet grafts, which are generally perforated by scalpel: 1) Meshed grafts can be stretched to cover a larger area than sheet grafts; 2) the contour of the graft can be adapted to fit an irregular recipient bed; 3) blood and tissue fluid can drain freely through the meshed graft to allow for increased graft take; 4) In the event of bacterial contamination only a small portion of the graft may be lost; 5) meshed graft offers multiple areas for re-epithelialisationI, II, III. The main disadvantages of meshed grafts are the large area that must heal by second intention, and the persistence of mesh pattern in the healed graft. In areas of cosmetic sensitivity, sheet graft is still frequently used to avoid mesh pattern, but graft loss may be higher for the reasons outlined above. Some of these problems have been addressed by using unexpanded 1:1.5 machine meshed skinII.

Anecdotal evidence suggests that 1:1 mesh has the advantages of machine meshing, but with a similar cosmetic outcome as sheet graft. We are currently the only centre in the UK using a mechanical 1:1 graft mesher.

100 consecutive SSG donor sites - outcome data

Chief Investigator: B Dheansa

Status: recruiting
Split Skin Grafting (SSG) is a common procedure. Although previous reports on skin graft donor sites report healing times, complications and benefits of particular dressings there is a paucity of data on the long term appearance. Healing times range from 7 to 20 days. Delayed healing or donor site infection may significantly affect the long term appearance of a donor site. Equally there is little data comparing patient and clinical views on donor site appearance in the long term. The method of dressing donor sites used in this department differs from other centres.

Aim:  To provide information on the long term appearance of split skin graft donor sites and relate this to healing times and complications. In addition, to provide a comparison between patients’ and clinical views on the appearance of the donor site. To compare healing and complication rates of this departments dressings protocol with other series.

Biology of the Normal Breast

Recruiting site for the Ludwig Institute

Principal Investigator:R Smith

Status: 
uncertain – problems due to departure of histopathologist; adopted onto the National Portfolio

In this project we are proposing to collect tissue that would normally be discarded when healthy women undergo breast reduction surgery at the Queen Victoria Hospital NHS Trust, East Grinstead, Surrey. Women will be provided with an information sheet and ask for consent to donate this excess tissue for research purposes. If consent is obtained, breast tissue removed by the surgeons will be sent directly to the Breakthrough Pathology Core Facility in the Breakthrough Breast Cancer Research Centre together with a copy of the consent form and the following patient information (name, hospital number, age, parity). At this stage the material will be assigned a specific number by the Pathology Core Facility. Following macroscopic inspection by a pathologist (Dr. Jorge Reis-Filho), sample areas will be removed for diagnostic purposes and with Dr Reis-Filho’s consent the remaining tissue will be used for research purposes. The samples removed for diagnostic purposes will be fixed overnight, processed, embedded, cut and stained. Dr Reis-Filho will examine the slides and write a report covering the macroscopic examination and histopathology of the tissue. The case will be reviewed by a consultant pathologist (Dr Ashutosh Nerurkar) and the final diagnostic report sent to the Queen Victoria Hospital NHS Trust, East Grinstead, Surrey. No further information will be required from the patient and there will be no patient follow up. 
Return to Work study after burn injury

Chief Investigator: Balj Dheansa

Status: Abandonned due to methodology issues – will be reformulated as new study
Studies have shown the value of returning to work not only for financial reward but also as an important measure of a patient’s self-esteem and health and wellbeing.  Most research amongst patients following burn injury have utilised cross-sectional retrospective designs, which do not allow for analyses of changes in patients’ psychosocial functioning over time. The current research will examine whether patients have difficulty returning to work (or study) up to a year after their burn injury. Few previous studies have explored how psychological and social variables affect a patient’s ability to return to work. We will determine the main factors that might affect a patient’s return to work, including issues relating to their injury, psychological health, functional level, and type of job. 

The present study is a prospective survey of patients who have been treated for a burn injury at the Queen Victoria Hospital. Eligible patients will be of working age (over 18) and are employed, students or actively seeking employment at the time of their injury. All patients attending the dressing clinic will be screened for eligibility by the research nurse. Those patients deemed eligible will be approached and invited to participate in the study at their first outpatient-dressing clinic. Recruitment will last 6 months. Standardised measures will be employed to assess the patients’ functional and psychological status completed after their burn injuries (at dressing clinic). Patients will also be asked to complete the questionnaires at 3 and 12 months post injury to monitor patients’ progress.
A prospective observational study comparing nipple projection in three breast reconstruction techniques; DIEP flap, latissimus dorsi flap and skin sparing mastectomy with implant reconstruction

Chief Investigator: Martin Jones

Status: recruiting
Breast cancer accounts for the second highest number of cancer related deaths in UK women [1]. The treatment for a third of women diagnosed with breast cancer will involve total mastectomy and breast reconstruction. A significant proportion of these will choose to undergo breast reconstruction surgery [2].

Research has shown that a principle determinant of patient satisfaction following reconstructive breast surgery is projection of the reconstructed nipple with poor nipple projection often resulting in lower patient satisfaction post breast reconstruction [3]. 

Whilst good nipple projection is commonly achieved when creating the new nipple in the operating theatre, the nipple retracts during the months following surgery leaving the patient with a nipple that projects less than their remaining natural nipple on the other breast.

The reconstructed nipple is created using skin from the reconstructed breast mound.  Whilst different techniques of nipple reconstruction have been investigated with regard to which technique gives the best long term projection [4], the effect on long term nipple projection of the different skin type used in nipple reconstruction has yet to be determined. This project aims to compare long term nipple projection in nipples reconstructed with tissue taken from the back, the abdomen and the breast. An evidence base describing the amount of nipple retraction in each of the three skin types, and therefore best long term projection, will be valuable to reconstructive surgeons considering the most appropriate treatment choice for a patient and in determining the appropriate dimensions to be used in nipple reconstruction in order to achieve the required long term nipple projection. This will mean better symmetry of nipple projection between the natural and reconstructed breasts and an improvement in overall patient satisfaction in breast reconstruction.
A Randomised Controlled Trial of Pain Experienced During the Administration of Botulinum Toxin Injection With or Without Prior Cryoanalgesia
Chief Investigator: Charles Nduka

Status: recruiting

Cryoanalgesia is a well-documented technique for reducing pain, preceding local anaesthetics by many years. The first recorded use of cooling to achieve pain reduction in surgery was by Barron Larrey, Napoleon’s surgeon who amputated frozen limbs in the Battle of Eylau, in Poland in 1807.

However, the development of new anaesthetic agents and techniques has resulted in a diminished use of cryoanalgesia. Cutaneous cooling is still employed, most commonly to reduce post-operative pain and inflammation and in dermatological laser therapy.

One of the paradoxes of modern surgery is that the administration of local anaesthetics is itself often very painful. A number of techniques has been attempted to abrogate this including topical anaesthetics (e.g. EMLA), or cooling with ethyl chloride spray. However, these techniques are sporadically employed either because they require prolonged application, or only work in very superficial layers of the skin, or are painful or irritant in themselves.

Selby and Bowles demonstrated that prior cryoanalgesia with ethyl chloride spray effectively reduced the pain experienced on venous cannulation. However it was noted in this study that the ethyl chloride was painful on its application.

Patients do worry about medicinal injections. Possibly one of their major concerns is that of the pain caused by these injections. Many surgeons including the principle investigator have used topical ice application to avoid the need for local anaesthetic injection for the shave excision of skin lesions. However this technique is by no means new. Constance Howie in 1971 demonstrated that refrigeration analgesia could be safely used to reduce pain experienced in the removal of donor skin to the extent that the subjects were ‘completely unaware’ that the grafts were being taken. In this paper the technique involved the application of ice for up to 2 hours, with ‘ no ill effects’.

As yet the use of cutaneous pre-cooling to reduce pain during Botulinum toxin injection in the treatment of facial palsy, has not been subjected to a randomised trial. The aim of this study is to compare the pain experienced on Botulinum toxin injection of the neck in patients with facial palsy, with and without prior cryoanalgesia. It is generally accepted that a wide range of temperatures provide analgesia but it is suggested that 0-50C be taken as the standard temperature for surgical anaesthesia (Allen and Crossman, 1943;Lee and Atkinson, 1968)

It is very rare to induce tissue damage if the temperature does not fall below 0 degrees. For this reason, this study will employ cooling gel packs that are wrapped in gauze to prevent freezing of the skin.
Laser doppler imaging of blood flow in split thickness skin grafts

Chief Investigator:  T Cubison

Status:  unknown

Skin grafting is a commonly performed procedure to achieve wound closure. It involves the transfer of skin that has been detached from one part of the body and is used to cover a wound elsewhere. A skin graft therefore needs to regain a blood supply from the bed in which it is placed. The processes that result in reattachment and revascularisation of skin grafts are referred to as ‘take’. Significant advances in our understanding skin graft revascularisation have arisen through histological analysis of blood vessel in-growth in biopsies of grafted skin. However, there is still much to learn about the development of blood flow in skin grafts in the clinical setting. 

Laser Doppler imaging (LDI) is a non-invasive scanning tool, used as an adjunct to clinical assessment to aid burn depth diagnosis.LDI devices generate a map of tissue perfusion. This is based upon the doppler principles that Laser light directed at moving blood cells exhibit a frequency change proportional to the amount of perfusion in the tissue. This project is a feasibility study to investigate whether LDI can be used to map changes in blood flow as a skin graft takes. 

Scar Formation and Quality of Life Assessment in Adults and Children Following Treatment with Debrase Compared to Standard of Care Treatment 

Chief Investigator:  P Gilbert

Status: Completed

Only decades ago, even small wounds were difficult to heal and in some cases were potentially lethal, so survival of burn victims was the main target of studies at that time. Today, however, subjects may survive even large wounds because of advances in shock therapy and infection prevention. Once the subject has survived the acute phase, the resulting scar becomes a major medical issue because of complications that may lead to cosmetic (how the scar appears) and functional (pain, effect on movement of limbs) effects. These functional and cosmetic outcomes have become as equally important as the actual wound closure in assessing the efficacy of wound healing products. Debrase is a new agent that quickly and selectively removes the dead tissue layer (eschar) from burns by enzymatic action without damaging healthy tissue. The clean skin bed can heal spontaneously or, if a full thickness burn has occurred, the resultant bed can serve as a recipient surface for skin grafting. Debrase is applied to the burn as a gel for

a period of four hours. In most cases, Debrase is effective after a single application; however, it may be applied for a second time to the same burn area if medically required. In this followup study, the wounds of patients in the two treatment arms of the MW20041102 study (Debrase and Standard of Care) will be compared in order to evaluate the possible long term influence of the eschar removal technique on wound healing and scar formation, as well as comparing the quality of life of subjects in the Debrase and Standard of Care treatment groups.
Measurement of Sniff Nasal Inspiratory Pressures, Maximal Intraoral Inspiratory Pressure & Expiratory Pressure in Facial Palsy Patients Using the MicroRPM Device (SNIP facial palsy)

Chief Investigator:  C Nduka

Status:  delayed 

The MicroRPM instrument is handheld pressure meter for the upper airway. It looks and functions very much like the handheld ‘peak flow’ meter commonly used in primary healthcare settings (with single use disposable tubes/pieces). The key difference is that as well as breathing through the device via the mouth the patient also sniffs in through a valve that records the pressure generated and gives a digital readout each time. The MicroRPM instrument provides a noninvasive way of recording intraoral (mouth) and intranasal (nose) pressures. These readings indirectly reflect the strength of the chest wall/diaphragm . Hence, the instrument was CE certified as a tool for assessment of the muscles used in breathing (ventilation), and is in widespread clinical use today for this purpose. However, use in this way assumes normal facial muscle function in patients undergoing testing.  Weakness or even paralysis may arise in facial muscles due to impaired facial nerve function and is commonly termed facial palsy. In this research study, we will use the MicroRPM instrument to record oral and nasal pressure readings in the standard way, but critically we will make different assumptions in the interpretation of the data. We will not compare datasets between patients but rather we will follow the progress of individual patients through a course of treatment for facial palsy. We will assume that in a facial palsy patient who is otherwise healthy, chest wall and diaphragm function will not alter significantly during a course of facial palsy treatment. We hypothesize that by serially recording pressure values over time we can develop a means of objectively quantifying treatment outcomes in our facial palsy service, specifically using nasal and oral pressures as markers of progress. 

Clinical evaluation of the effect that sprayed culture keratinocytes have on early wound healing in children

Chief Investigator:  J Sharpe BMRF

Status:  ongoing; grant funded study; PhD project

Data from patients between the age of 1 and 15 years who have suffered a burn injury and received treatment in the QVH Burns Unit will be used to establish a database of scarring severity following treatment for burn of scald injuries. The data to be stored will be photographs, records of skin colour and the speed of healing. The severity of scarring will be evaluated using the Internationally recognised Manchester scar scale which measures skin colour, scar contraction and skin smoothness and is a recognised measure of scarring. Additional information such as cause of burn, area and depth of burn, time to heal, area healed at each dressing change or prior to treatment and any complications will

be assessed or measured and recorded. Other information including referral source, first aid administration, previous health problems, medication and employment status will also be collated for research purposes. Existing data in the form of photographs and Manchester scar scale score will also be used provided the patient has consented to the use of photographic images for research purposes using the consent form currently in use.
A multi-centre, randomised controlled trial assessing the effectiveness of Lugol’s Iodine to assist excision of moderate dysplasia, severe dysplasia and carcinoma insitu at mucosal resection margin of oral and oropharyngeal squamous cell carcinoma

Principle Investigator:  P Norris

Status:  recruiting
Research evidence suggests that persistence of precancer tissue at the edges of tissue resected to treat oral cavity and oropharynx cancer leads to greater risk of recurrence of cancer at the primary site.

Currently, tumour tissue can be distinguished clinically by the surgeon operating to remove cancer.

Unfortunately, detected precancer change in the tissue next to the cancer itself is much more difficult. This leads to precancer tissue persisting at the edges of the removed tissue in around a third of patients treated. We aim to test whether use of a staining method will enhance accuracy of removal of precancer tissue. Precancer cells are abnormal in many ways. One effect of the changes is that they cannot store glycogen. This means that they do no stain darkly with iodine, as normal tissue does. This difference may allow us to better identify these precancer cells at the time of cancer excision and so remove all precancer cells at the same time. This may reduce the risk of second primary cancers developing in the same area of the mouth and throat. This study will be a randomised, controlled, blinded trial. Patients will be randomised to have cancer resection with or without the staining method. We will then compare the proportion of cancers removed which have precancer cells at the edges in each of the groups. This will allow us to assess whether this method is effective in helping us to remove all of the precancer tissue.

The pathologist will assess resected cancer specimens in exactly the same way as it is carried out currently. They will not know which patients are in the staining group and so assessment of the effect of using the stain is blinded.
Investigation into NHS reforms on the management of physiotherapy

Status: External study, no PI
The aim of this research is to explore the effect of NHS reforms on physiotherapy services in England and Wales. This will cover the period from 1987, focussing on NHS employed physiotherapists and the result of the changes at National, Regional, Primary and Acute provider levels as well as the impact of the implementation of government policies. The impact on patient services and a range of staffing issues will be assessed, analysed and discussed along with an assessment of management quality and management structure. The professionalisation process of physiotherapy will also be analysed. The findings of the proposed research aim to provide information for policy makers at national and local levels, professional bodies and individual AHP professions particularly physiotherapists The objectives are:

• To examine the effects of Government policy for the NHS since 1987 on the management, organisation and provision of physiotherapy services in England and Wales

• To determine the impact that the changes in NHS policy on the professionalisation of physiotherapy

• To assess the extent that the internal professional organisation of physiotherapy stratification

• To determine the apparent advantages and disadvantages of different management models and organisation of physiotherapy services

• To develop and refine an assessment tool to assist in the evaluation of different management models for physiotherapy and which may be transferable to other Allied Health Professions services.

The overarching research question is: What effect has Government policy for the NHS had on the management, organisation and provision of NHS physiotherapy services in England and Wales?

The study design comprises mixed methods.
The influence of alar base width on perceived attractiveness

Chief Investigator: N Crawford

Status:  delayed due to maternity leave
The nasal alar base is base of the nostril. The aim of the study is to investigate the effect of widening the alar base on perceived attractiveness in an otherwise idealised frontal facial view. The primary outcome measure is the rating of a series of images with varying alar base widths. The secondary outcome measure will be the point at which the image is unattractive and of concern.

Background

Improving facial aesthetics has been shown to be a strong motivating factor in patients who decide to undergo orthognathic surgery or surgery to the jaws. It is generally accepted that following surgery to the top jaw there can be alterations in nasal soft tissue morphology, particularly affecting the nasal tip and alar base width. It is extremely important that any potentially undesirable side effects in the nasal area are identified in order to fully inform the patient before treatment begins.

An idealised facial frontal view
An idealised facial frontal view will be generated on a computer using currently accepted criteria. The views will then be manipulated to widen the alar base in 2mm increments to give six female and six male images. All subjects who are eligible will be interviewed and asked for consent. If given, they will be asked to complete a preliminary questionnaire which includes a 10cm visual analogue scale rating concerned with their personal appearance. They will then be shown two sets of idealised frontal facial images, one male and one female series and asked to rate the images on a 10cm visual analogue scale for perceived attractiveness. Subjects will also be asked to mark at what point in the series the image becomes unattractive and unacceptable to them. Subjects will be asked to repeat the rating after exposure to control images three times and an average rating used for analysis. The control

images will be male and female photographs not otherwise used in the study.
A patient-centred questionnaire study to investigate the information needs of orthognathic (jaw surgery) patients from a patient's perspective

Chief Investigator: S Ahmad
Status:  recruitment completed; in analysis

This is a questionnaire based study where we intend to identify if there is a particular part of the orthognathic (jaw surgery) treatment pathway of which patients think we should be providing further information. A number of psychosocial studies amongst orthognathic (jaw surgery) patients show that dissatisfaction after surgery is rarely related to the technical skill of the surgeon but rather from insufficient information prior to treatment. The literature shows satisfaction can be improved by ensuring patients are given appropriate information about all aspects of treatment. There has been little research investigating patients’ opinions of the most important information from a patients’perspective that could improve their treatment experience. This patient driven study is being carried out to address this

gap which has been identified in the research. In the present study we intend to identify whether there is a particular part of the orthognathic treatment pathway which patients think we should be providing additional information. The study will involve distributing the study questionnaire to presurgery

and postsurgery orthognathic patients at the Queen Victoria Hospital, East Grinstead. The questionnaire covers patients’ overall treatment experience including the presurgical and postsurgical orthodontic phase of treatment with fixed appliances (braces), and the surgery (jaw surgery) aspects of treatment. Recruitment will last 5 months.

The results of this study will be used to develop the Queen Victoria Hospital orthognathic department information booklet and checklist for orthognathic patients with the aim of improving patient care.
Micro RNA signatures in malignant melanoma

Chief Investigator: P Banwell
Status:  recruiting
Micro ribonucleicacid (miRNA), are small molecules which help regulate a number of important biological processes. Recently links have been made between abnormal production of these molecules and cancer development. Analysis of miRNA levels in malignant melanoma skin cancer has the potential to help predict prognosis and guide treatment to improve outcomes. Before this can be achieved it is essential to identify the specific molecules which are abnormally produced at different stages of the disease. The current study aims to do this by comparing levels of various miRNAs in the blood of: 20 normal adults, 20 patients with melanoma confined to the skin and 20 patients with melanoma that has spread to the lymph glands. In the latter 2 groups, after diagnostic examination has been completed, miRNA levels in melanoma tissue specimens will also be analyzed. All adults undergoing mole removal and being treated for melanoma at the Melanoma and Skin Cancer Unit, Queen Victoria Hospital will be eligible for the study. Samples will be examined at Brighton and Sussex Medical School. Once recruited, adults attending the hospital for mole removal will undergo a single blood test on the day of surgery. The mole will be excised, using a scalpel under anaesthetic, and will undergo routine diagnostic examination. If determined to be benign then the patient will be included into the control group. If diagnostic examination shows melanoma the patient will be included in the ‘melanoma confined to the skin’ group.Patients in whom melanoma has spread to the lymph glands will undergo a blood test in the preassessment clinic 34 weeks prior to surgery to remove these glands. The estimated duration to collect samples is 6 months. The goal is to complete the study 1 year after the recruitment of the first patient.
Molecular prediction of metastasis in oral tongue squamous cell carcinoma (external study)

Principle Investigator B Barrett

Status:  external study
A cDNA microarray study carried out in Utrecht (Netherlands) discovered genetic differences between primary squamous cell carcinomas of the oral cavity and oropharynx that spread to the neck and those that do not. This work leaves the door open to genetic analysis of a tumour of the tongue that has yet to spread to the neck. It may be possible to check the genetic makeup of the tumour, using a combination of antibodies to help surgeons decide how likely a tumour is to spread to the neck and to decide whether or not a neck dissection operation or radiation to the neck is necessary. This could avoid unnecessary morbidity and mortality.

Methods

Patients with squamous cell carcinoma of the oral tongue are to be identified with at least 5 year follow up i.e. diagnosed before October 2004. Two groups are to be identified: those with spread to the neck, and those who did not develop spread to the neck. Case notes are to be reviewed and all clinical data and treatment, overall and event free survival are to be recorded. The histopathology slides and blocks of tumour archival material are to be identified will be used to make a tissue microarray. This is a research technique which allows for genetic analysis of samples to be done more quickly than routine techniques. No new samples collection or patient interventions are to be undertaken. The data will then be analysed to see which markers show differential expression between the two groups, or have relationship to overall and event free survival. These markers, used in combination, may be used in future prospective studies and in treatment planning.
Expression of fractalkine and its receptor in oral squamous cell carcinoma: is there an association with perineural invasion?

Chief Investigator B Barrett

Status:  ongoing
The diagnosis of oral squamous cell carcinoma (OSCC) is usually made by histopathological, microscopic examination of a small incisional biopsy. Primary treatment follows, which in the majority of cases involves surgical excision of the tumour. The excision specimen is then also examined histopathologically. In compiling the definitive report on the tumour, the pathologist notes the presence of a number of features regarded as prognostically significant. One of these features is perineural invasion (PNI), i.e. a means by which the tumour can spread along nerves to distant anatomical sites. Although PNI might be apparent in the small incisional biopsy, it is often not detected until sections of the much larger excision specimen are available. A simple histological test applied to the incisional biopsy in which PNI is absent, which would indicate whether the tumour has infiltrated nerves elsewhere, would better inform surgical and radiotherapeutic treatment planning. Staining of histological sections of the tumour for the chemokine proteins fractalkine (CX3CL1) and its receptor (CX3CR1) might provide such a test.

Can intraoperative passive movement (IPM) therapy improve recovery?

Chief Investigator J Giles

Status:  recruiting
Women who have previously had a breast removed for cancer undergo breast reconstructive surgery at the Queen Victoria Hospital in East Grinstead. These operations are very long. They may take 12 hours. After these operations over half of these patients will experience pain in other areas of the body away from the surgical scar. This pain can often be more painful and distressing than that at the surgical site. This is believed to be due to prolonged immobility in theatre. To address this we have developed a programme of limb mobilisation conducted during surgery (Intraoperative Passive Movements (IPM)). A small study at the QVH has shown that mobilisation effectively reduced this pain in the first 24 hours after surgery. This larger study will test examine if the reduction in pain is sustained and whether IPM improves the quality of recovery after surgery. All potential participants will be identified in the preassessment clinic 3 weeks before surgery. They will be given both verbal and written information. They will be approached again on admission. If they wish to enter the study they will provide written consent. It will be made clear that care will not be affected by nonparticipation. Participants will be randomly allocated to a treatment or control group by the Operating Department Practitioner (ODP).

The theatre anaesthetists will not know which study group a participant has been allocated. Subjects will receive a standardised anaesthetic. At two points during the operation the OPD will administer (or not) IPM according to which group they have been allocated. IPM will not interfere or prolong the operation. Outcome will be assessed by comparing morphine use and responses to a questionnaire about the quality of recovery and function 1, 3 and 5 days after surgery.
Effect of Manuka honey on wound healing: Randomised controlled trial on surgical upper eyelid skin wounds

Chief Investigator R Malhotra

Status:  delayed due to purchase of consumables
Honey has been reported to improve wound healing. Animal studies have shown that honey treated wounds healed faster than control wounds. Human trials have also reported beneficial effect of honey on burn wounds. Manuka honey has antibacterial activity independent of the effect of honey’s peroxide activity and osmolarity. The aim of this study is to evaluate the effect of active Manuka honey on wound healing following elective eyelid surgery, in particular upper eyelid ptosis(droopy eyelid) correction and blepharoplasty (removal of excess skin). We have chosen blepharoplasty wounds for this study as this procedure is performed bilaterally and one side can be used as the control. Patients undergoing upper eyelid ptosis correction and blepharoplasty will be identified in the eye clinic and invited to take part in this study. Patients undergoing this procedure are routinely advised to apply vaseline to the eyelid wound postoperatively to reduce the scarring. In this study the patients will be advised to apply Manuka honey on one eyelid wound (twice a day for 6 weeks) in addition to the application of vaseline. The eyelid wound will be assessed postoperatively using Manchester scar grading at 1 week, 1 month and 4 months to identify any difference in wound healing between the two sides. The results of this study will be applicable to all elective surgical and traumatic wounds of the eyelids.
A Randomised Controlled Trial of Pain Experienced During Steroid Injection of Keloid Scars With or Without Prior Cryoanalgesia

Chief Investigator: C Nduka
Status:  delayed due to staff shortage
Patients do worry about medicinal injections and one of their major concerns is that of the pain caused by these injections. Cryoanalgesia (the use of cold to reduce pain e.g. putting ice on a sports injury) is a well documented technique for reducing pain and preceded the development of local anaesthetics by many years. Additionally the injection of local anaesthetic agents is often painful in itself prior to the onset of any analgesia. Thus their use is not routinely indicated to relieve the pain associated with medicinal injections. Anaesthetic creams such as EMLA are used to reduce the discomfort of injection, however the creams often take more than 30 minutes to take effect and can be messy and inconvenient.

Many doctors use topical ice application in their practice in an attempt to avoid the need for local anaesthetic injections in quick or minimally invasive procedures or to ease the pain of injection in children. Although anecdotally effective and widely practiced, evidence is lacking to the efficacy of this method. We propose to investigate the efficacy of cutaneous cryoanalgesia by means of the application of a cooling gel pack prior to injection of steriod into keloid scars. The proposed study would be conducted on a purely voluntary basis by patients over the age of 18 who are attending a single site NHS hospital clinic and have a medical indication to receive steroid injection to keloid scars. Patients will be randomized into two groups (with or without prior cryoanaesthesia) using a cooling gel pack held onto to the area prior to receiving the injection. Subjects will be asked (through the use of visual analogue scales) to rate the pain experienced with needle insertion, steroid infiltration, and finally to rate the overall discomfort experienced during the procedure. The data generated will then be subject to statistical analysis
ScanoskinTM - An evaluation of a new modality for diagnosing burn depth – defining thresholds for depths and prediction of healing times. A prospective pilot study using LASER Doppler Imaging (LDI) as a comparator.

Chief Investigator:  B Dheansa
Status: recruiting
Diagnosing burn depth has traditionally been done by subjective assessment and details from the clinical history. Methods such a pin prick and cap refill have been used in routine clinical practice. Procedures such as biopsy, dye absorption and thermographic analysis have all been described as being highly accurate although, with a range of side effects and limitations. Laser Doppler imaging has been demonstrated to be highly accurate when used in burns between 2 and 5 days but may also be limited by interpretation or confounding factors such as infection or skin marking which would give a high flow scan may mask the true depth of burn. Although LDI is now accepted as the gold standard for burn depth diagnosis; It use has been limited due to expense – the LDIB2 costs in the range of £54,000 thus many UK Units do not have the capital funding for such equipment. ScanoSkin is an amalgamation of propriety image analysis software with a Hi Spec calibrated DSLR (Canon EoS 400D) and Polarising filters which allows unique properties of a photographic image to be seen. The image is separated into three layers, the full colour image, a layer identifying the breakdown products of damaged haemoglobin and melanin from blood and skin tissues whilst a third layer reveals underlying blood flow. Clinical analysis of these images if demonstrated to be accurate should aid the clinician in diagnosing burn depth at a significantly reduced cost compared to Laser Doppler imaging. The study will investigate the accuracy of scanoskin technology against our current gold standard of LDI in diagnosing burn depth in adults attending the burn service for treatment.
Molecular abnormalities in early cancer

Principle Investigator: B Barrett
Status:  ongoing
Cancers develop over many years in a step wise fashion; usually only the latest stages produce symptoms when the disease has often spread resulting in adverse treatment outcomes. For many cancers, treatment of the disease at its early stage is much more beneficial even with current treatments. The principal objective of this work is to study the particular molecular characteristics of early(pre) cancer to enable disease markers and drug targets to be identified.

Secondary research questions relate to comparing the molecular differences between early and late

cancer. In some studies, a hypothetical molecular difference will have been identified, often through work

with cell lines, and the work of this application wil provide specimens to test such candidates to determine at what stage of disease they become involved.
Patients’ views on orthodontic treatment in cleft lip palate

Principle Investigator:  A Cash
Status: external study
While there is extensive literature on the clinical management of cleft, lip and palate (CLP), there is little reported from the perspective of the child or the parent/carer. What is missing from the literature is an understanding of the patients’ and parents’ perspective on their expectations and experiences of orthodontic treatment including problems they have faced, things that made them worry, what they hoped treatment would achieve and the degree of satisfaction with the final outcome of orthodontic treatment. Whilst treatment may be clinically successful, it is difficult to judge overall success without an understanding of the patient and parent perspective. It is this gap that this study seeks to fill. The aim of this qualitative study is to explore patients’ and parents’ perspectives regarding orthodontic treatment they have received for cleft lip & palate repair. We shall use semi-structured indepth interviews to explore the views of patients (aged 14 to 24) and parents who have completed the final definitive stage of orthodontic treatment, that is to say when the top and bottom teeth have been aligned and straightened. All interviews will follow the same topic guide. The interviews will follow an interview schedule to ensure that key areas are covered but will also allow the flexibility for participants to explore and explain their experiences in their own words.
We aim to recruit 30 cleft lip and/or palate patients and 30+ of their parents, where two parents wish to take part they will be interviewed. Patients with associated Craniofacial syndromes will be excluded. In total 60 interviews will be conducted. For participants' convenience, the interviews will be held in a non clinical setting. The researcher will be accompanied by a chaperone when interviewing children. Interviews will be held separately between patient and parent. All interviews will be recorded and transcribed verbatim. Data analysis will be conducted using a thematic framework analysis derived from the literature and developed through the analysis process of transcribed interviews.

Open, Blindly Evaluated, Prospective, Controlled, Randomized, Multicenter Phase III Clinical Trial to Compare Intra-individually the Efficacy and Tolerance of Oleogel-S10 versus Standard of Care in 

Principle Investigator: B Dheansa
Status:  recruiting; commercial study
Burn injury is a serious pathology, potentially leading to severe morbidity and significant mortality, but it also has a considerable healtheconomic impact. Burns occur at an annual incidence of 2,000 people per million in Europe. Burns can be classified according to the depth of injury into first, second, third and fourth degrees. This study aims to recruit patients with Grade 2a partial thickness burn wounds. Grade 2a partial thickness burn wounds are able to regenerate the skin lesion on their own and wound closure takes 1017 days. This study will compare intra individually (2 wound halves or 2 similar size wound areas within each subject). One half of the wound will be treated with OleogelS10 and the other half with octenilin® Wound Gel for a treatment period of approximately 21 days (the treatment can still continue until the Investigator decides to change medication and/or treatment if wound still open at 21 days), with dressing changes at the latest every second day. The efficacy and tolerance of OleogelS10 with fatty gauze as wound dressing versus octenilin® Wound Gel with fatty gauze as wound dressing will be compared using photographs evaluated by three blinded experts and via patient and Investigator questionnaires. The study aims to accelerate the healing process which reduces the potential associated morbidities to the patient including pain and infection. Importantly, accelerated healing correlates with reduced scarring.

Socio-economic impact of burn injury on parents and children

Chief Investigator:  B Dheansa
Status: IRP study, recruiting
Having a child with a burn injury can have a profound impact on parents and carers.  This study aims to gain a thorough understanding of some of the main social and economic implications of having a burn-injured child.  It is a pilot study that will investigate parents' reactions and the impact of injury, and we aim to use the information gained to develop interventions that can then be studied to evaluate their benefit. 

We believe this research is very important and highly necessary as so far, there have been no comprehensive studies focusing on the socio-economic implications of paediatric burn injuries on parents and family.   The research that has focused on parental factors is predominantly based on psychological factors such as stress, anxiety and role adaptation, in terms of their impact on the child’s rehabilitation and recovery.   This study aims to understand important socio-economic factors such as financial costs, and impact on work and lifestyle.    By gaining an understanding of the important social and economic implications, we can use this information for the development of future research which may benefit burn-injured children and their families.  

Head & Neck 5000

Principle Investigator: B Bisase
Status: recruiting; Portfolio study
The overall aim of the programme is evaluate and disseminate the outcome of centralization in Head and Neck cancer (H&N). In order to accomplish this tocreate a clinical cohort of 5,000 people with H&N and follow up this cohort for two years. This study will be large enough to compare groups by age, site and stage. Data are already collected on the care provided to patients with H&N as part of an ongoing National Head and neck cancer audit – Data on Head and Neck Oncology (DAHNO). The proposed studies will complement these National audit data by investigating the role of patient characteristics not recorded as part of routine care and by examining a broader range of patientcentred and clinical outcomes. Therefore we will collect baseline data on people with H&N that would include age, sex, diagnosis and treatment (including site, histology, stage, date of MDT, date of definitive treatment). Furthermore, additional data will be collected on socioeconomic status (including occupation, education and housing): lifestyle (including smoking and alcohol intake); questions on psychological status and general and cancer specific quality of life questions. These data will be collected at baseline, at 4 months and at 12 months. In addition, we will collect a venous blood sample into 2 labelled EDTA tubes that will be spun, aliquoted, frozen and stored at 80C at the laboratories in Bristol for use in future translational studies. The outcome of the study will allow clinicians and managers to design effective patient-centred multidisciplinary centralised services for people with H&N.
Prospective randomised controlled open-label explorative multi-centre pilot trial of Volulyte®-supplemented versus Albumin-supplemented fluid resuscitation for major burns
Principle Investigator: B Dheansa
Status:  recruiting
Severe burn injuries are associated with loss of body fluid including loss of blood plasma resulting in the alteration of body fluid balance and internal circulatory issues. At the moment there is no consensus on the best type of fluid for burns resuscitation other than it should contain replacement isotonic electrolytes (salts and sugars) which would have been lost from the body. Some UK burns centres use albumin at various different concentrations. Hydroxyethyl starch (HES) infusion solutions have been used for more than 30 years as plasma substitutes to replace the loss of blood volume. Volulyte® (6% HES 130/0.4 in an isotonic electrolyte solution) was developed to optimize the efficacy of the solution in burns fluid resuscitation and reduction on blood clotting. Volulyte® is currently approved in many European member states for the treatment of low blood volume.
In this study the aim is to compare two fluid resuscitation regimes treatments for severe burn injuries: treatment Volulyte® supplemented versus treatment Albuminsupplemented. These treatments help with the fluid balance in the body system whilst recovery is taking place. Both products have been approved and used in this way worldwide for many years.The albuminsupplemented arm will be the controlled arm and is considered as the typical standard care based on Hartmann’s infusion (Lactate Ringer’s solution) as per modified Parkland regime (to calculate the volume of fluid to administer over the first 24 hours postburn) and 5% human serum albumin where required. The main objective of the study is to compare the fluid balance at 24 hours after burn injury. The patients will be randomised (after assessment of eligibility and written consent form collection) within 8 hours of sustaining the burns injury to either the Volulyte®supplemented arm or to the Albuminsupplemented arm. Both groups will receive the Ringer's Lactate solution up to 24 hours post injury and either Hartmann's and Volulyte® boluses in the Volulyte®supplemented arm or just Hartmann's boluses for the first 8 hours in the Albuminsupplemented arm with the addition of Albumin boluses from 8 hours up to 24 hours. Beyond 24 hours post injury, the fluid management will be according to standard of care for each site. Patients will be closely monitored for the first 7 days with follow up on Day 30 and Day 90 following the injury. This study will be conducted in up to 6 burns units in the UK and approximately 70 patients will be asked to participate in the study.
PLANNED PROJECTS - not yet given ethics approval
· A prospective randomised trial of fluorometholone alcohol 0.1% ophthalmic suspension in the treatment of acute chalazion – R Malhotra

· Clinical Application of a Dermal Substitute based on glycerol preserved Allograft: GLYADERM® A multicentre, prospective, controlled, randomized, comparative trial of Glyaderm® and split thickness skin – S Booth

· Efficacy of platinum segment implants in upper eyelid loading for lagophthalmos – R Malhotra

Appendix:  financial summary (attached)
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