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LETTER FROM THE CHAIR

This report is intended for anyone interested in clinical trials
about in terventions that are designed to help people with skin
diseases. | hope you enjoy flicking through the report on a train
journey or a Sunday afternoon. In this report, you will find an
update of the activities of the UK Dermatology Clinical Trials

Network 1 an organisation set up in 2002 with the aim of

addressing important dilemmas in the prevention and treatment

of people with skin diseases in the NHS. These activities include an update on the

five national studies we are currently running, as well as wha tis in the pipeline in
terms of trial ideas at earlier stages of developmen t. You will find news  of three
national studies that we have adopted as well as information about our processes

and structures, such as ou  r new trial prioritisation panel . In addit ion to the usual
list of research funding successes and publications, do also read about our

training events such as the annual evidence -based update, and the wonderful
initiative of bringing on new researchers through our UKDCTN Specialist Registrar

Fellowship and nursing prize schemes.

The dream of our UK DCTN is now a reality, and there is no doubt that the new

national structures such as the Comprehensive Clinical Research Network are

playing an increasingly important part in helping us deliver our work by providing
the infrastructure in the form of dedicated local research nurses and payments to

clinicians who are keen to recruit into our studies that have been adopted by the

national portfolio. Yet there are many challenges ahead including delivering o n all
the trials that we have started, securing funding for new important trials, doing

more about addressing clin  ical dermatology problems in primary care, and

working more with colleagues from Europe and elsewhere, especially for rare skin

diseases.

The UKDCTN is very much Athe peoplebds networko, and
proud to be working with such excellent and committed colleagues at the co -
ordinating centre and at recruiting centres throughout the UK and beyond. | am

humbled by your continued enthus iasm and support.

Whether you are a member of the UK Dermatology Clinical Trials Network, a
funder of one of our studies, or a patient or member of the public , | hope you

enjoy going through this report as much as | did.

X
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INTRODUCTION TO THE UK DCTN -
UK Dermatology /

( Clinical Trials Network

The UK Dermatology Clinical Trials Network (UK DCTN)

is a nation al dermatology clinical trials n etwork open to anyone with an interest in
applied dermatological research . Itwas founded by Professor Hywel Williams and a
group of other academic and clinical co lleagues in 2002 in response to the growing
need for high quality evidence to inform dermatology clinical practice.

The aim of the N etwork is to conduct high quality independent randomised controlled
clinical trials for the treatment or prevention of skin disease . Priority is given to trials

that address questions of importance to clinicians, patients and the NHS

The Network obtained charitable status in 2006 (registered charity no. 1115745) and
operates in accordance with a formal constitution as requir ed by the Charity
Commission . It is an affiliate group of the British Association of Dermatologists
(BAD) and an affiliate group for topic prioritisation through the NIHR Health

Technology Assessment Programme

Role of the Centre of Evidence Based Dermatology

The UK DCTN co -ordinating team are based in the o
Syst€Mmay;,
Centre of Evidence Based Dermatology, University of Y %,

Z.
e

£

»

Py
o
S

Nottingham. The organisational chart on page 13

illustrates the structure of the co -ordinating centre.
. 3% C/'%
The Centre of Evidence Based Dermatology ha s an & 7 b
& Y s
international reputation for high quality, clinically - § | ) s
- Q
relevant research. It is the editorial base for the S, Q@f”
. %)
; oty Libraty 1500
Cochrane Skin Group ( www.csg.cochrane.org ) and
home for NHS Evidence 1 skin disorders, formerly kno wn as the National Library for

Heal t hds Speciali st Swiwdibrddyi.nesaik/skie r ).[Thisbunique y (

structure is illustrated in the new 6cogsd6 | ogo pi

UK DCTN Management Committees

The Network is run by an Executive Group with an independent chair (Mrs Gladys
Edwards of the Psoriasis Association) and a Steering Group, consist ing of
approximately 30 members . The Steering Group is responsible for evaluating trial
proposals and advising  the Executive Group on the suitability of trials for inclusion in
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the UK DCTN portfolio. The Steering Group includes dermatologi sts, dermatology

nurses, health services professionals and service users.

In 2008 , a Trial Generation and Prioritisation Pane | was set up from the membership

to take on a more pro  -active role in identifying research questions to be developed

through the Network. | ts inaugural meeting  was held in July 2008 and Dr lbrahim
Nasr was elected as Chair of the Panel . More information  about the activities of the
panel can be found in the Tria | Development section on page 14

Members
Our members are the back bone of the UK DCTN, as without their time and
expertise we would not achieve our goals. The membership has gone from

strength to  strength during 2008/09 , with numbersrising  to over 500 . Thisis an
increase of over 40% in the past 12 months and demonstrates the continued

interest in independent clinical research by the

dermatology community. The 500 ™ member to join the
UK DCTN w as Dr Saleem Taibjee, a consultant
dermatologist based in Birmingham. To mark the

occasion Dr Taibjee received the prize of a free place at

the 2009 Evidence Based Update meeting. He is

pictured right  receiving his membership certificate from

Professor H ywel Williams.

As illustrated in the pie chart , over 60% of UK DCTN members are secondary care
clinicians. We are delighted to see that the breadth of Network membership is
widening, with increasing numbers of nurses, G eneral Practitioner s and

consumers joining and becoming involved in Network activities.
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UK DCTN Membership

M Secondary Care Clinician
324

B Nurse b2

m Consumer 22

mGP20

W Overseas 13

M Industry 5

m Others 49
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UK DCTN Funding

Co-ordinating Centre Funding

The main infra structure of the UK DCTN is supported by a n extended grant from the

Department of Health  to end September 2009

Infrastructure funding supports three part -time (60% fte) staff , based atthe co-

ordinating centre . They include
Network Manager (Dr Carron Layfield)

Funding, p ublicity and promotional activity, training and awards,

communi cations.

Senior Clinical Trials Manager (Dr Joanne Chalmers)

Trial development and management, funding applications,

supervision of trial managers.

Network Administrator (Margaret McPhee)

Management of Network website and membership. S ecretariat to

steering and executive committee s, and finance.

Funding for our Trials

Funding for individual trials come s from external grant  applications madeto  NIHR
partners (NIHR H ealth Technology Assessment Programme, Research for Patient

Benefit P rogramme and charitable bodies). These funds typ ically include an allocation
to support data management services run through the Nottingham Clinical Trials Unit
(CTU). Two new trial managers and a trial administrator were appointed in 2008

following successful funding bids for the BLISTER and STOP GAP studies. A full list of
grant awards to the UK DCTN can be found on page 17
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Clinical Trial Staff:

PATCH Trial Manager - Kath Foster PATCH Administrator - Brenda Cooper

e s “d

BLISTER Trial Manager - Caroline Onions STOP GAP Trial Manager - Eleanor Mitchell

Trial Administrator - Julie Barnes

NIHR Clini

Comprehensive Local Research Networks

The evolution of a clinical research infrastructure in the

Coor

form of the C omprehensive Local Research Network s
(CLRNS) is providing much needed s  upport for UK DCTN
led trials. Due to their funding source UK DCTN trials are automatically adopted
into the NIHR CRN portfolio, and so are eligible for support . Such support is
provided accordingto  local need by the relevant CLRN. The table shows a
summary of the  suppor t provided to clinicians taking part in UK DCTN led -trials
(and indeed other NIHR CRN portfolio studies) to date. Western CLRN are also
looking into providing support for our studies as is CRC Cymru, the clinical

research network in Wales.
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Summary of CLR N support for dermatology studies:

CLRN providing support

Summary of support provided

Cumbria and Lancashire

Full time nurse, 1xPA

Greater Manchester

Full time nurse and programme manager

Cheshire and Merseyside

Full time nurse

Hampshire and Isle of Wi ght

0.5 FTE nurse

Thames Valley

0.5 FTE nurse (Oxford), 0.2 FTE nurse
(Reading)

West Anglia

0.4 FTE nurse

Norfolk and Suffolk

0.6 FTE nurse (Norwich), 0.3 FTE nurse
(Ipswich)

Leicester, Northampton and
Rutland

0.6 FTE nurse, GP practice support

Trent

0.5 FTE nurse, 0.5 FTE trial administrator, 2x
PA

North and East Yorkshire and N
Lincs

Full time nurse, 1x PA (Harrogate), 2x PA
(Hull

County Durham and Tees Valley

1x PA

Northumberland, Tyne and Wear

0.2 FTE nurse, 2XPA

West Midlands South

Access to research nurse time as required

This additional protected research time for clinicians and CLRN nurses will help

enormously with the successful delivery of PATCH | , BLISTER, STOP -GAP and
LIMIT especially since lack of time and nursin g support has beenr eported to be
consistent barrier of  recruiting into clinical trials. The resources available from
the CLRNs should encourage more clinicians to come forward and become actively

involved in UK DCTN led studies .

Professor Hywel Williamsisa member ofthe Trent Comprehensive Research
Network Executive group, which provides the UK DCTN with a good insight as to
how the CLRNs work

Funding from Industry

A small proportion of our funds are provided by phar maceutical companies, and
these are raised from the sp onsorship of the Annual Evidence Based Update M eeting
run by the Centre of Evidence Based Der matology. The money raised is put aside for
use as pump priming funds . These are allocated on a case -by-case basis following
formal application to the UK DCTN Awa rds Panel by the relevant Trial Development
Team. Both the PATCH and STOP GAP studies have benefitted from such pump
priming funds.  These funds are also used to support the SpR fellowship scheme and

nursing prize awards.
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The Network received support in 2 008 /2009 from the following compani es:

' P ]
MERCK @A|m|ra|| GALDERMA

Wyeth
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Organisational s

Network Manager

Dr Carron Layfield

tructure

and responsibilities

of the UK DCTN co

Network Chair

Professor Hywel Williams

A 4

Advisor to the Network

Dr Kim Thomas

A 4

UK Dermatolog

y Clinical Trials Network

Anmual Report June 2009

Network
infrastructure,
funding and
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Clinical trial
development,
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management
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Margaret McPhee
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Senior Clinical Trials Manager

Dr Joanne Chalmers

A 4

Clinic al Trial Manager s
PATCH | Dr Katharine Foster
BLISTER Caroline Onions

STOP GAP Eleanor Mitchell

A 4

Clinical Trial Administrators
Brenda Cooper

Julie Barnes

A\ 4

Clinical Trial
Support Unit s

Stat isical advice
Data management
Randomisation service
Protocol review

Study m onitoring




Clinical Trial Development

The Network isopentot rial suggestio nsfrom any ofit s members . Suggestions need

to be submitted via  a vignette form which is then reviewed by experts from t he Trial
Generation and Prioritisation Panel. Trials that have been identified as urgent

research gaps in Cochrane systematic reviews are given priority. If the trial idea is
considered suitable to be dev  eloped through the Network the vignette author will

present itto the UK DCTN Steering Group

The UK DCTN operates a traffic light system for trials in development. All trial

suggestions submitted to the Network will be at one of the three stages below:

RED Not currently suitable for development
thro ugh the Network, or a Chief
Investigator has not been identified.

AMBER Approved by the Steering Group and
currently being developed.

GREEN Ready for peer review and submission to
funding bodies.

UK DCTN Trial Generation and Prioritisation Panel

The Trial Generation and Prioritisation Panel (TGPP) was set up to identify and

prioritise dermatology research topics for development through the Network. The

role of the Panel istwo  -fold. Firstly, itaimsto pro-actively identify research gaps

and so urce new research questions from colleagues, and clinical and academic
departments. Its second role is to review new research ideas submitted to the UK
DCTN at avery ear ly stagetojudge iftheyare importantenough and suitableto be
develop ed throught he Network . The first few months of the Panel generated a lot of
ideas about how and where to collect new research questions. This was followed by

a busy period of new vignettes submitted to the UK DCTN. A scoring system has

been developed to unify the responses from panel members and ensures all

vignettes are considered equally. The Panel , chaired by Dr Ibrahim Nasr, is w orking
well and we hope to see an approved vignette presentedtoth e UK DCTN Steering

Group in July 2009. Membership of the TGPP  can be found in appendix 1.
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UK DCTN Steering Group

Following approval by the TGPP, vignette s are presented to the steering group by

the vignette author. This is an essential foru m to debate the proposed trial and
provide advice as to how a trial idea can be developed further. The steering
group consists of awi  de range of dermatology experts. A list of membe rsis

provided in appendix 2.

Trial Development Groups

Each trial is driven forward by a small Trial Development Team . This team usually
consists of ¢l inicians , methodologists and a member of a Clinical Trials Unit. | nput
from service users is encouraged from an early stage and often forms part of the

preliminary pilot work

Trial development is often facilitated by quick -response surveys of the UK DCT N
membership. These have been useful in establishing suitable trial designs and in
ensuring that  the studies reflect the clinical needs of the dermatology community

Such surveys also help to determine whether eno ugh patients can be recruited in

the event of the study being  funded, and whether the proposed study design

reflects the day to day dilemmas facing health care providers.

Trial Adoption

The UK DCTN established an adoption process fornon  -commercial dermatology

trials that have been developed by other groups. 0Adopti ond meeddks t hat
DCTN wil | assist with publicity, help identify additional recruiting centres , and take

an active role in the wider dissemination of results. The same adoption criteria as

those used by the NIHR Clinical Researc h Network (CRN) are used in orderto

ensure that all UK DCTN trials are e ligible for inclusion in the NIHR CRN portfolio.

The full lists of adopted studies are as follows :
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1 Merkel cell carcinoma randomised phase Il trial and translational
project

Lead Inv estigator: Dr Neil Steven, Cancer Research UK Clinical Trials Unit, University
of Birmingham.

This study aims to look at adjuvant systematic therapy to improve the survival of
patients with merke | cell carcinoma (MCC). If a funding bid is successful, the UK
DCTN will assist in identifying recr uiting centres for the study, help with publicity

and qualitative work with consumers

T SWET Study - Softened Water Eczema T rial: A multicentre
randomis ed controlled trial of ion - exchange water softeners for the
treatm ent of eczema in children

Lead Investigators: Professor Hywel Williams and Dr Kim Thom as, University of
Nottingham

Trial Manager: Karin Koller , Centre of Evidence Based Dermatology
Funded by NIHR Health Technology Assessment
This is a three year study and by April 2009 achieved its recruitment target of

335 participants. The study is scheduled to end in August 2009.

1  SINS Study:  Surgery vs Imiquimod (Aldara)  for nodular and
superficial basal cell carcinoma

Lead Investigato rs: Dr Fiona Bath -Hextall and Prof.  Hywel Williams, University of
Nottingham

Trial Manager: Mara Ozolins , Centre of Evidence Based Dermatology

Funded by Cancer Research UK

The SINS trial has reached its recruitment target of 500 randomised participants.
The last 3 -year visit will be in F ebruary 2010. Further work involves following up
the participants and process ing the data ready for analysis. The study is due to
end in 2012.

Affiliate scheme for Health Technology Assessment (HTA)

The UK DCTN represents dermatology as an affiliate gr oup for the

NIHR HTA. The process for submitting trial suggestions to the UK ' =
DCTN has been modelled on that used by the HTA, using a similar -HTAl'
ivi gnet t eShsrtlistet dghettes that are considered as SN—
important to the NHS |, and achievable , are submitted under the scheme.
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RESEARCH OUTPUT

Grant awards

Details of all successful grant awards submitted on behalf of the UK DCTN are
listed below.
Study title Funding Amount Date NHS priority
Body applied area

TOTAL £3,337,235
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Ongoing Trials

1. Randomised controlled trials to inve stigate whether prophylactic
antibiotics can prevent further episodes of cellulitis (erysipelas) of the
leg. (PATCH | & PATCH I )

PATCH
N\

Prophylactic Antibiotics
for the Treatment of

Nunne¢, Peter Mortimer 7, Kim Thomas 2, Joanne Chalmers 2, Katharine Cellulitis at Home

Trial Steering Committee: Peter Featherstone *(Independent Chair),

Hywel Williams 2, Neil Cox ¢ Nick Reynolds ¢, Ingrid Salvar ys, Andrew

Foster 2

‘Queen Alexandra Hospital Portsmouth zUniversity of Nottingham, :Cumberland Infirmary, , ‘University
of Newcastle, sJames Paget Hospital, Great Yarmouth, *MRC, 'St George s Hospital Medical School,

sCardiff University,  °Gloucestershire Hospitals NHS Trust, ©Birmingham Clinical Trials Unit,

PATCH | and PATCH Il are two closely related trials looking at the impact of
prophylactic antibiotics on subsequent episodes of cel lulitis of the  leg.

These two studies will establish whether low dose penicillin given after an attack

of cellulitis can prevent further attacks and complications, such as swelling and
ulceration. People with cellulitis of the leg are randomly allocated to receive
either penicillin or a placebo tablet for 12 months (PATCH 1) or six months
(PATCH II). We will continue to monitor patients for up to

two and a half years, to see whether penicillin reduces the
frequency of attacks of cellulitis compared to pla cebo. If it
does, then it means that this cheap and simple treatment

can make a big impact on the quality of life of the
thousands of people in the UK who suffer from repeat
attacks of cellulitis. Preventing further attacks will also

save money for the NHS by reducing hospital admissions.

Primary outcome measure:
1 Time to next episode of cellulitis
Secondary outcome measures:
1 Proportion of participants with repeat episodes of cellulitis
1 The number of repeat episodes of cellulitis
1 Proportion of participant s with oedema and/or ulceration
1 Number of nights in hospital for t he treatment of repeat episodes.
1 Number of adverse drug reactions

1 Cost effectiveness (G P consultations, prescriptions, days in hospital)
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The PATCH 1 study is actively recruiting participa nts and will continue to do so

until December 2009. The target recruitment for PATCH 1 is 260, and 155
patients have been recruited as at the end of April 2009. The PATCH Il closed to
recruitment in July 2008 with 123 patients randomised . The two studie s involve

29 recruiting centres

The study has its own dedicated website: www.patchtrial.co.uk . If you are
interested in this study, please contact the Trial Manager, Katharine Foster
(patch@nottingham.ac.uk ).

PATCH I:
Start date: 01 July 2006 End date: 30 June 2009

Funded by:  Action Medical Research

Recruitment status: Open to recruit ment T ——

PATCH II

Start date: 01 Jan 2007 End date: 31 Dec 2010
Funded by:  BUPA Fou ndation
Recruitment status: Closed to recruitment

Publications arising from this study:

UK Dermatology Clinical Trial s NReophylacticlartisiotid® fdortteH St udy
prevention of cellulitis (protocol). Journal of Lympoedema . 2007, 2 (1): 34-37.

Thomas KS, Cox NH, Savelyich BSP, Shipley D, Meredith S, Nunn A, et al. Feasibility study to inform
the design of a UK multi  -centre randomised controlled trial of prophylactic antibiotics for the
prevention of recurrent cellulitis of the leg. Trial s. 2007 Jan 26; 8:Art. No. 3.

2. Arandomised controlled trial to compare the

o © o
BLISTER

safety and effectiveness of doxycycline (200
mg/day) with prednisolone (0.5 mg/kg/day) for
initial treatment of bullous pemphigoid

(BLISTER)

Investigators: Fenella Wojnarowska *, Hywel Williams 2, Gudula Kirtschig 3, James Mason 4,

Andrew Nunn s, Joanne Chalmers *

*Churchill Hospital, 2University of Nottingham, *Vrje Universiteit Medical Centre Netherlands, ‘University

of Durham, *MRC clinical Trials Unit
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Bullous pemphigoid is a sk in condition affecting mainly the
elderly, and is characterised by tense, itchy blisters and
painful skin erosions that can affect the whole body. It is an
autoimmune blistering disease associated with significant
morbidity and mortality, which cannot be left untreated.

Bullous Pemphigoid is usually treated with long -term oral prednisolone, which can
cause many unwanted long term side effects such as high blood pressure,
osteoporosis, infections and diabetes. A safer alternative treatment is sought for

this condition. This study will determine whether doxycycline (an antibiotic)

would be a useful alternative to prednisolone for treating bullous pemp higoid . It
is unlikely that tetracycline will be quite as effective as prednisolone, but we do

anticipate that it will be safer long term.

In this study, patients will be randomised to receive either prednisolone or
doxycycline. To help prevent bias, the investigator will not know which treatment

the patient has been given until after assessment of the main o utcome at week
six (a count of the number of remaining blisters). Once this measure has been

taken, the investigator will be un -blinded and able to amend the medication dose

in |ine with the patientds <clinicalsigdfioamtdi ti on.
adverse events will be recorded for a year after starting the study.

Outcome measures:

1 Proportion of patients who have three or less significant blisters at six
weeks.

1 Proportion of patients with moderate or severe side effects (inc. mortality)
at one year.

Adults with bullous pemphigoid who have received no treatment for this condition

in the past year will be enrolled into th e study. We have 45 active recruiting
centres in the UK and Germany and aim to recruit a total of 256 patients over a

three year period. If you are interested in this study, please contact the Trial
Manager, Caroline Onions (  blister@nottingham.ac.uk ). More information on this

study can also be found at www.blistertrial.co.uk

Start date: ~ October 2008 Trial end date: February 2013
Funded by : NIHR Health Technology Assessment programme

Recruitment status: Open to recruitment from March 2009
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