NHS R&D Health Technology Assessment Programme HTA no 01/41

Larval Therapy for the Treatment of Wounds

with Necrotic Debris and/or MRSA

Introduction

The aim of the HTA programme is to ensure that high quality research information on the costs,
effectiveness and broader impact of health technologies is produced in the most efficient way for
those who use, manage and work in the NHS. Questions are identified and prioritised to meet the
needs of the NHS and its patients. Health technology assessment forms the largest portfolio of work
in the NHS Research and Development Programme and each year about forty new studies are
commissioned to help answer questions of direct importance to the NHS. The studies include primary
and secondary research and cost about £10 million a year.

Question

What is the effectiveness and cost-effectiveness of larval therapy (maggots) for the treatment of
wounds or ulcers with necrotic debris and/or infection caused by methicillin-resistant Staphylococcus
aureus (MRSA)?

The topic

It has been suggested that the application of maggots will clean up ulcers of all types, combat
infection and thus facilitate or enhance other forms of treatment, be it compression or arterial surgery.
Chronic wounds are those most commonly seen by health professionals and estimates suggest that the
cost of treating leg ulcers alone in the UK is more than £300 million per annum. The management of
chronic wounds, particularly if they are infected or contain significant quantities of slough or necrotic
tissue, present numerous problems. Conventional treatments can take many weeks or months and are
therefore very expensive. In some cases treatments prove ineffective resulting in surgery or
amputation. In England and Wales, the prevalence of MRSA has steadily risen from 1-2% of reported
blood and CSF Staphylococcus aureus isolates in 1989-92 to 32% in 1997. The use of maggots has
been shown in some small-scale studies to eliminate longstanding MRSA infections from chronic
wounds within a few days and to eliminate necrotic tissue and promote healing. Further research is
required to confirm these reported effects.

Methods

On this topic, primary research is required in the form of a randomised controlled trial to compare the
cost-effectiveness of larval therapy vs routine care in the management of various types of wounds
with necrosis and/or MRSA. Applicants should indicate which wounds they intend to study, but must
include leg ulcers and MRSA-infected wounds. The analysis would be stratified by type of wound.
Outcomes would include the elimination of MRSA where appropriate and/or time to healing, wound
exudate, odour, infection, pain, speed of debridement, prevention of hospital admission and surgery,
reduced need for antibiotics, reduced lengths of stay, patient acceptability and cost.

For many of the questions posed by the HTA programme, a randomised controlled trial is likely to be
the most appropriate method of providing an answer. However, there may be practical or ethical
reasons why this might not be possible. Applicants proposing other research methods are invited to
justify these choices.

Applicants are required to comply with the Medical Research Council’s Good Clinical Practice
guidelines (www.mrc.ac.uk/clinical_trials/ctg.html).

Making an application
If you wish to submit an outline proposal on this topic, complete the electronic application form and
return it to the Commissioning Manager at the National Coordinating Centre for Health Technology
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Assessment, Mailpoint 728 Boldrewood, University of Southampton, Southampton SO16 7PX by
19" October 2001. Outline applications will be considered by the HTA Commissioning Board at its
meeting in December 2001. If they are acceptable, investigators will be given a minimum of eight
weeks to submit a full proposal.

Applications received after 1700 hours on the due date will not be considered.

Guidance on applications

Required expertise

HTA is a multidisciplinary enterprise. It needs to draw on the expertise and knowledge of clinicians
and of those trained in health service research methodologies such as health economics, medical
statistics, study design and qualitative approaches. Applicants will need to show a commitment to
team working and may wish to consider a collaborative approach between several institutions. It is
expected that the research will be undertaken only following a thorough literature review.

Outcomes

Wherever possible, the results of HTA should provide information about the effectiveness and cost-
effectiveness of care provided in its usual clinical setting and for the diverse subjects who would be
eligible for the interventions under study. The endpoints of interest will in most cases include disease
specific measures, health related quality of life and costs (directly and indirectly related to patient
management). Wherever possible, these measurements should be made by individuals who are
unaware of the treatment allocation of the subjects they are assessing. We encourage applicants to
involve consumers of health care in the preparation of their proposal, for instance in selecting patient-
oriented outcomes. A period of follow up should be undertaken which is sufficient to ensure that a
wider range of effects are identified other than those which are evident immediately after treatment.
These factors should guide applicants in their choice of subjects, settings and measurements made.

Sample size

A formal estimate should be made of the number of subjects required to show important differences
in the chosen primary outcome measure. Justification of this estimate will be expected in the
application.

Communication

Communication of the results of research to decision makers in the NHS is central to the HTA
Programme. Successful applicants will be required to submit a single final report for publication by
the HTA programme. They are also required to seek peer-reviewed publication of their results
elsewhere and may also be asked to support the NCCHTA in further efforts to ensure that results are
readily available to all relevant parties in the NHS. Where findings demonstrate continuing
uncertainty, these should be highlighted as areas for further research.

Timescale

There are no fixed limits on the duration of projects or funding and proposals should be tailored to
fully address the problem. However, there is a pressing need within the NHS for the information and
so the research would normally be expected to be completed within three years, unless long-term
follow-up is necessary.
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