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1. Introduction

1.1. Primary Aim.  The primary aim of this project is to improve the quality of care and survival of patients with Fanconi Anaemia (FA) in the UK and Ireland by means of a National Registry.  Such a registry will ensure collection of data to allow measurement of both clinical outcome and process measures permitting comparison of provision of care over time nationally, among different centres within the UK, and also with centres outside the UK.  Specifically, the UK & Ireland Fanconi Anaemia Registry will determine through an ongoing patient-based clinical audit to what extent the management of individual/families affected by FA will be meeting benchmarks of management to be set out in a Fanconi Anaemia Standards of Care document currently in preparation by the UK FA Clinical Network (see Sections 2.2.1 and 3.7 below).
1.2. Secondary Aims.  Secondary aims of a UK & Ireland Fanconi Anaemia Registry include:

1.2.1. Maintaining a contact list for FA affected families and their clinicians to ensure rapid dissemination of information relevant to the care of FA-affected individuals, e.g., to circulate new developments or to offer participation in clinical trials.

1.2.2. Providing a tool for clinical and translational research into FA to ultimately benefit individuals affected by FA.
1.2.3. Determining risk-adjusted outcomes for individuals in the UK and Ireland affected by FA.

1.2.4. Generating information concerning service needs of FA affected individuals and their families to ensure appropriate funding and service development within the NHS environment

1.3. Guiding Principle.  In drawing up the proposal for the UK & Ireland Fanconi Anaemia Registry (UKIFAR), the authors and members of the UK & Ireland Fanconi Anaemia Clinical Network have started from the principle of ‘how would I want my child to be managed if they had Fanconi Anaemia’.  This approach is supported by FA-affected individuals/families through the UK & Ireland Fanconi Anaemia ‘Family Network’ (see Section 3.8 below).
1.4. What is Fanconi Anaemia?  FA is a rare autosomal recessive cancer predisposing disorder affecting about 150 or more families in the UK (the true extent is unknown) manifested by: (1) a variable presence of congenital anomalies in up to 70% (e.g., thumb and kidney abnormalities); (2) progressive bone marrow failure in childhood usually leading to haematopoietic stem cell transplantation (80% chance); and (3) a predisposition to acute myeloid leukaemia (10% chance), and in particular oropharyngeal/anogenital squamous cell carcinoma in early adulthood (further increased in post-haematopoietic stem cell transplant survivors).  There are 13 genetic subgroups reflecting 13 different proteins that can be potentially affected in the Fanconi pathway, an emerging DNA housekeeping mechanism.  Some of these genetic subgroups have additional issues such as subgroup FancD1, where affected children are at high risk of brain medulloblastoma and renal Wilm’s tumour.  Some FA genetic subgroup heterozygotes/‘carriers’ are also at increased risk of malignancy.  BRCA1, one of the ‘breast cancer genes’ is actually part of the Fanconi pathway.  A FancD1-affected child is where both parents are heterozygotes for BRCA1 with resultant increased breast cancer risk for the mother.

1.5. Fanconi Anaemia, because of its rarity and complexity, is a challenging disease both to diagnose and manage.  Many clinicians outside the paediatric haematology community are unaware of the condition, including paediatricians, hand surgeons, and head & neck cancer surgeons.  Accounts provided by families of difficulties experienced reflect this general lack of awareness.  In other countries such as Germany, Holland, Spain, and France, FA patients and their families are managed in national FA centres.  In the US, Fanconi Anaemia is dealt with in a small number of ‘FA comprehensive care centres with patient numbers in each centre of up to one hundred.  There are no such large specialist ‘national’ or centres in the UK (although the Republic of Ireland has a single treatment centre based in Dublin).  Instead the current consensus of best FA care in the UK is in the context of a national FA Clinical Network, sharing experiences, standards, and treatment protocols
.  The UKIFAR will be an important tool in this Clinical Network ensuring that the care of UK FA affected individuals/families is at least as good as in any centre internationally.

1.6. A potential clinical tool to benefit FA patients.  There are many unanswered clinical questions and controversies that are particularly difficult to answer from an evidence-base point of view because of the small numbers of patients affected.  The UKIFAR will provide a tool to attempt to answer some of these questions and so directly improve the care provided for such patients in the NHS (and indeed elsewhere).  Such controversies include use of HPV vaccination, the nature of head & neck cancer screening, the role of ‘saviour sibling’, and the cancer risk of FA heterozygotes.
1.7. Requirements as per NICE Improving Outcomes Guidance for Children and Young People with Cancer (August 2005).  The UKIFAR would meet the requirements concerning data collection, audit, and standards measurement as described in the NICE Improving Outcomes Guidance for Children and Young People with Cancer, and promote the standards of care as laid out in its recommendations including:

1.7.1. The principle that underpins the guidance is that of age-appropriate, safe and effective services as locally as possible, not local services as safely as possible.

1.7.2. Principal treatment centres for each cancer type are identified for children and for young people, with associated referral pathways, including to centres outside the network of residence when necessary.

1.7.3. Shared care arrangements are established, which identify a lead clinician and lead nurse and have approved clinical protocols for treatment and care, and defined areas of responsibility with the principal treatment centres.

1.7.4. Audit practice at local, cancer network, and supra-network levels against national standards of care.

1.7.5. Measure ‘Process’, e.g., waiting times, involvement of Head & Neck Cancer MDT, etc, and ‘Outcome’, e.g., survival, treatment-related morbidity, quality of life, satisfaction of patients/their relatives and carers.

1.8. The NHS requires services to monitor the quality of the care they deliver in a systematic way and all clinicians are required to participate in clinical audit as part of clinical governance. This document sets out the means by which audit, on a national basis can be used to measure and compare the quality of clinical care for the condition Fanconi Anaemia informing local action to improve patient experience and outcomes.

1.8.1. The place of audit in achieving these aims is set out in the recommendations of The Report of the Bristol Royal Infirmary Inquiry (http://www.bristol-inquiry.org.uk/final_report).  Specific reference should be made to sections on the provision of care of an appropriate standard, the responsibilities of NHS organisations and Staff in this respect and the process of validation and revalidation of Trusts.

1.8.2. Participation in a national FA registry will be a visible, key component of clinical governance at the local, clinician level.  The output of the registry may contribute to the monitoring of a unit’s performance under the National Peer Review Programme.  Data from the registry may also be used for evaluation of services by the Healthcare Commission (determined following consultation by the Commission’s Annual Health Check Team), and professional bodies, including the British Society of Haematology.
1.9. If (1) quality in care of patients with FA is to be measured on the basis of a national registry and (2) such a national registry is to be of use as a research tool to be ultimately of benefit for families affected by FA in the future, it is important to develop:

1.9.1. FA patient/family involvement in determining the issues which determine the quality of care for individuals affected by FA by involving the relevant patient/family group (see Sections 3.8).

1.9.2. A dataset to meet the needs of the quality of care, peer review, and research agendas.

1.9.3. Methods by which data may be easily collected at a Unit level and subsequently transferred electronically to a central facility for analysis.

1.9.4. A system of data validation using a combination of internal checks and external independent review.

1.9.5. Clearly defined and timely outcome measures.

1.9.6. A robust statistical tool for risk adjustment so that meaningful comparison of outcomes can be made between units, with historical data, and FA registries in other countries.

1.9.7. Ways in which outcome information can be fed back to providers and recipients of care to stimulate appropriate change.

1.9.8. A registry that is sensitive to and addresses confidentiality issues. 

1.10. Individual Unit Variation.  Understanding and interpreting observed differences in outcomes requires an understanding of those effects due to variations in performance of individual units, as well as those due to patient-related variables such as differing disease phenotype and stage at presentation, co-morbidity and socio-economic status.  A part of this project is the development of an analytical model that will allow for these variables.

2. A Structured Approach to setting up the UKIFAR.
2.1. Historically, registries for rare disorders have been simply an epidemiological tool or for research.  The UK FA registry would fulfil the epidemiological and research objectives of a traditional registry but would be conceptually novel as having as its primary aim an up front purpose for real time improvement in patient care.  Essentially, the principle underpinning the approach to the UKIFAR is similar (albeit on a much smaller scale) to the national cancer audits overseen by HQIP/NCASP (see Sections 3.1 and 3.2).

2.2. The work strands required to make the UKIFAR happen are:

2.2.1. The completion of a UK FA Standards Document, currently in preparation, to suggest benchmarks of care to serve as a reference for the future national registry (see Section 3.7).

2.2.2. The completion of a UKIFAR dataset.  This work is being led by paediatric haematologists Dr Sarah Ball and Dr Jose de la Fuente
.

2.2.3. The drafting of a consultation document (this document) detailing the proposal of a UK and Ireland Fanconi Anaemia Registry, identifying relevant issues requiring consideration in the lead up to establishing the UKIFAR, and also serving as a basis for any business case submission or ethics committee application.
2.2.4. The identification of a provider who can host the UKIFAR, appropriately independent, able to provide relevant IT support, and with some demonstratable commitment to deliver.

2.2.5. The identification of a funding stream or streams.  For this purpose, a new national charity has been set up by FA families, ‘Children with Fanconi Anaemia’, of which one of its objects is to support the setting up and running of a UK Fanconi Anaemia national registry (see http://www.fanconi.org.uk/The%20FA%20Charity.htm).  It may be that other funding streams may also be identified, including through the specific provider finalised to deliver the UKIFAR.
3. Organisations relevant and potentially relevant to the UKIFAR
3.1. The Healthcare Quality Improvement Partnership (HQIP).  On the 1st April 2008 direct responsibility for the National Clinical Audit and Patient Outcomes Programmes transferred from the Healthcare Commission to the newly formed HQIP.  HQIP is led by consortium of the Academy of Medical Royal Colleges, the Royal College of Nursing, and the Long-term Conditions Alliance.  Further details of their work are available at www.hqip.org.uk.  Support from HQIP is one option with respect to the UKIFAR (see Section 4.4.2 below).  The contact point for HQIP is Ms Eve Riley.

3.2. The National Clinical Audit Support Programme (NCASP) is the clinical audit and information resource managed by the Information Centre for Health and Social Care (http://www.ic.nhs.uk/), which supports the monitoring of clinical performance against standards identified within national service frameworks (NSFs) and other documents produced from time to time by the DoH, NICE, and other professional and governmental bodies.  NCASP already supports the national comparative clinical cancer audits, including for lung, breast, bowel, oesophago-gastric, and head and neck cancers, working in partnership with professional bodies (http://www.ic.nhs.uk/our-services/improving-patient-care/the-national-clinical-audit-support-programme-ncasp/cancer).  The Senior Project Manager and point of contact at NCASP is Mr Steve Dean.  Note that NCASP national audits have been granted support by the Patient Information Advisory Group, under Section 60 of the Health & Social Care Act (2001), so that two patient identifiers, NHS number and postcode, may be included in any dataset.

3.3. National Cancer Peer Review Programme.  The National Cancer Peer Review Programme is responsible for ensuring implementation of NICE Improving Outcomes Guidance (IOG) and in England is implemented by six zonal teams.  Annual assessments are published and available to the public at http://www.cquins.nhs.uk.
3.4. The National Datasets Service. The National Datasets Service of the Information Centre for Health and Social Care provides a number of relevant datasets including from the National Cancer Dataset Project and a National Dataset for Child Health Services.  These national dataset fields/dictionaries will be used in developing the dataset for the UKIFAR project.

3.4.1. National Cancer Dataset Project.  The remit of the National Cancer Dataset Project is to develop a generic cancer dataset to fulfil the needs of clinical audit, assist in the production of National Performance Indicators, allow outcome assessment and provide clinical information for Cancer Registries.  The National Cancer Dataset has been developed in support of the National Cancer Plan and has been led by Prof Mike Richards, National Clinical Director for Cancer.  Links to Version 4.5 of the Generic Cancer Dataset Manual, core dataset, and appendices covering haematological cancers, and head & neck cancer are available at http://www.ic.nhs.uk/webfiles/Services/Datasets/cANCER/corecancerdatamanual.pdf, http://www.ic.nhs.uk/webfiles/Services/Datasets/cANCER/NCDS%20v4.5b%20-FINAL%20-%201%20of%203%20-%20Core%20Items.pdf, http://www.ic.nhs.uk/webfiles/Services/Datasets/cANCER/draftdmhaem.pdf , and http://www.ic.nhs.uk/webfiles/Services/Datasets/cANCER/appheadneck.pdf respectively.
3.4.2. National Dataset for Child Health Services.  The National Dataset for Child Health Services was developed to support the key objectives of the National Service Framework for Children, Young People, and Maternity Services and can be found at http://www.ic.nhs.uk/webfiles/Services/Datasets/Child%20health/inforequirements.pdf.
3.5. Hospital Episode Statistics (HES).  HES is the national statistical data warehouse for England, containing over 200 million records, of the care provided by NHS hospitals and for NHS hospital patients treated elsewhere (http://www.hesonline.nhs.uk).  HES is the data source for a wide range of healthcare analysis for the NHS, government and many other organisations and individuals, including the public, and is supported by the National Information Centre for Health and Social Care.  Although constitutive aplastic anaemias are represented in HES data there is no specific code that relates to patients affected by FA.  There is thus currently no means other than a UKIFAR to determine numbers and outcomes of FA affected patients. 
3.6. Patient Information Advisory Group (PIAG).  The purpose of PIAG is to advise the Secretary of State on the use of powers provided by Section 60 of the Health and Social care Act 2001, including applications and proposals for use of these powers.  Further details concerning PIAG can be found at http://www.advisorybodies.doh.gov.uk/piag/About.htm.  Registries already approved by PIAG under Section 60 can be found at  http://www.advisorybodies.doh.gov.uk/piag/Section%2060%20register%20Output%20090708.xls.  An appropriate option for the UKIFAR would be to apply for registration of the UKIFAR by PIAG (see Section 4.4.3).  Other registries for genetic disorders are already approved by PIAG, for example, registries already covered are Congenital Anomalies Registry and Surveillance for Congenital Adrenal Hyperplasia. 
3.7. The UK Fanconi Anaemia Clinical Network.  The UK Fanconi Anaemia Clinical Network is a recently formed group of NHS clinicians who are responsible nationally for providing treatment for the rare genetic disorder Fanconi Anaemia.  The Clinical Network also includes FA family/parent representation.  The NHS clinicians involved are throughout the UK and include paediatric haematologists, clinical geneticists, head & neck cancer surgeons and congenital hand surgeons.  The Clinical Network also includes clinician and family/parent representation from the Republic of Ireland.  The aims of the Clinical Network are: (1) to share best care practice concerning the provision of care for individuals/families affected by FA; (2) to provide information concerning FA to other clinicians; (3) to make doctors in general, other healthcare staff, and FA patients aware of the specialist Clinical Network, (4) to promote an NHS National Registry for Fanconi Anaemia; (5) to provide appropriate FA patient/family support; and (6) to encourage translational research to improve prospects of individuals and families affected by FA.  In particular, the UK FA Clinical Network is currently drafting a Standards of Care Document, to be published December 2008, to serve as a benchmark for provision of care, clinical audit, and the UKIFAR project.  Further information concerning this Network can be found at www.fanconi.org.uk. 
3.8. UK FA Patient/Family Group.  The UK FA Clinical Network is associated with a UK FA family network representing families in the UK and Ireland affected by FA.  This family group strongly support the UKIFAR project, are able to provide patient/parent representation, and have also recently set up a new national charity ‘Children with Fanconi Anaemia’ whose objects include the funding of a national UK FA registry. Further information concerning this family group and associated charity can be found at www.fanconi.org.uk.  The setting up of a UKIFAR is also supported by the North American Fanconi Anaemia Research Fund, a US-based international organisation that supports FA affected families, specialist clinicians with an interest in FA, and the international FA research community (see http://www.fanconi.org/index.htm).
3.9. Epidemiology and Genetics Unit, Department of Health Sciences, University of York.  The Epidemiology & Genetics Unit (EGU) (www.egu.york.ac.uk) is a multi-disciplinary research group comprising of epidemiologists, statisticians, geneticists, computer programmers and web-designers and are potential providers of a UK and Ireland Fanconi Anaemia Registry.  The diverse research programme ranging from aetiology of haematological and other malignancies through to development of improved diagnostic tools and methods of treatment is facilitated by strong local, national and international clinical links.  Based on these collaborations they have successfully introduced a number of research initiatives including the Haematological Malignancy Research Network (HMRN) (www.hmrn.org) and the Children with Down’s syndrome study (CDSS) (www.cdss.org.uk) described in more detail below.  In addition, EGU manages the UK national cell bank of paediatric leukaemias (www.cellbank.org.uk) and is the co-ordinating and main analysis centre for the United Kingdom Childhood Cancer Study (www.ukccs.org).  
3.9.1. Haematological Malignancy Research Network.  HMRN is a joint research initiative linking the EGU, the Haematological Malignancy Diagnostic Service (HMDS) and the Yorkshire Cancer Network and Humber & Yorkshire Coast Cancer Network.  The Network region has a population of around 3.7 million and approximately 1800 people are newly diagnosed with a haematological malignancy each year by the centralised diagnostic laboratory (HMDS).  Demographic data along with information related to diagnosis, treatment and prognosis are being collected and analysed for both research and clinical audit purposes.  One of the most important features of HMRN is that it has section 60 approval, which allows data on all patients to be collected and linked to other routinely compiles sources of data (for example vital registration and primary care records) irrespective of whether consent was obtained prior to death. 
3.9.2. Children with Down’s syndrome study.  CDSS is a prospective cohort study of children with Downs’s syndrome (DS) set-up in collaboration with local neonatologists, paediatric haematologists and community paediatricians and importantly with input from the Down Syndrome association.  Families are usually recruited at the newborn stage but can join at anytime with the level of participation very much dependant on their individual circumstances - as such a forum has been established to allow families to feedback about the study and share experiences.  Hospital (mother & child) and primary care records (child) are being collected alongside neonatal and yearly blood samples, and buccal swabs (child & parents) wherever possible in addition to questionnaire data.  

3.9.3. Web-based inputting.  For several of these projects, EGU have custom-built web-based inputting programs where confidential data are entered at multiple sites into a central database (e.g., EUMDS a collaboration between 11 European countries www.eumds.org).  Interactive web pages have also been developed in-house so users can access real-time statistics on, for example, the descriptive epidemiology of haematological malignancies (www.hmrn.org).
3.10. The UKIFAR Committee.  Primary responsibility for the organisation and conduct of the UKIFAR will be through a multi-professional committee, with clinician and parent/patient membership drawn from the UK & Ireland FA Clinical/Family Network, from the appointed registry provider, and from any relevant funding body.  Clinician membership will include paediatric haematologists Dr Sarah Ball and Dr Jose de la Fuente, the haematological dataset design leads, and also representation from the Republic of Ireland (see Section 4.6 below).
3.11. FA Registries.  Other registries exist in the world including the International Fanconi Anaemia Registry (IFAR) run by Prof Arleen Auerbach, The Rockefeller University, New York, USA (see http://www.rockefeller.edu/labheads/auerbach/clinresearch.php), and also Germany, India, Spain, France, and Holland.  Care will be taken during the dataset design stage to ensure that data variables in the UKIFAR database map on as close as possible to the IFAR so as to permit uploading in an appropriate context (following ethics committee approval) and data comparison.
4. IT infrastructure

4.1. IT infrastructure for the UKIFAR would be subject to a competitive tendering process as per national standards.
4.2. The UKIFAR will be web-based, both data collection and feedback.

4.3. For any given year, the registry would aim to capture all patients/affected individuals/families in the UK and Ireland affected by Fanconi Anaemia irrespective of whether undergoing a specific treatment (e.g., haematopoietic stem cell transplant, resection of an oropharyngeal malignancy) or active observation.

4.4. Section 60 of Health and Social Care Act 2001.  To fulfil its intended aims, the UKIFAR will require storage of individual patient data that is identifiable in a limited manner.  Individual patient identifiers will be required to permit a particular unit’s MDT to enter data on a particular individual on a real time basis and also to allow individuals personal electronic access to their own account (see Section 4.12 below).  There are three options with respect to this issue.

4.4.1. The simplest is to obtain individual or parental/guardian consent for inclusion in the UKIFAR.  The difficulties with this are that consent would have to be obtained during a very difficult emotional time for the affected individual/family considering the implications and challenges associated with a FA diagnosis.  Considering the small numbers of FA individuals/families concerned, the loss any FA affected family for inclusion in the UKIFAR would significantly undermine the objectives and success of the registry.

4.4.2. A further option is to approach HQIP to request that the UKIFAR be listed under its national clinical audit programme as a new concept concerning the use of registries as a clinical audit tool for rare disorders.   Note that audits in England & Wales, carried out under the auspices of HQIP and supported by NCASP, have PIAG approval for exemption from Section 60 of the Health & Social Care Act 2001.  This means that patient identification by using the NHS number and postcode is permitted

4.4.3. The preferred option is likely to be application to PIAG under Section 60 of the Health and Social care Act 2001 for approval to use the 10 digit new format NHS number.  
4.5. Access to the UKIFAR by the FA multidisciplinary team.

4.5.1. Access for the purposes of data entry would be through the Open Exeter portal or similar on the NHSnet (nww.openexeter.nhs.uk).  This will permit the highest level of security and a complete audit trail.  The process of gaining access to the Open Exeter portal by members of an individual unit’s team, i.e., Clinical Audit Data User Certification (with signing off by the relevant NHS Trust Caldicott Guardian) would be facilitated by the UKIFAR.  Each user in an individual Unit will have their own username and password.

4.5.2. Data collection will be by direct data entry.

4.5.3. Interfaces and navigation will be user-friendly, including the production of blank proformas and printed records.

4.5.4. There will be internal data validation through regular data-quality reports to units. 

4.5.5. There will be the production of regular reports to individual Units, which will include standard queries.  The nature of such reports will be the responsibility of the UKIFAR Project Committee.
4.6. Data entry concerning patients in the Republic of Ireland.  Special provisions for electronic submission of data will have to be made for data entry concerning patient from the Republic of Ireland.  The multidisciplinary team members responsible for FA care in the Republic of Ireland will be unable to submit data by NHSnet.  An appropriate web-based portal would be required complying with standards of confidentiality compliant with any relevant legislation of the Republic of Ireland.
4.7. Participation in the UKIFAR project.

4.7.1. Participation in UKIFAR will be an issue of clinical governance and an expectation of FA-affected individuals/families and promoted as such through the UK FA Clinical/Family Networks.

4.7.2. Participation in UKIFAR will also be submitted to the National Cancer Peer Review Programmes as a measure for peer review for regional multidisciplinary teams dealing with haematological and head & neck cancers.
4.8. Data Entry.

4.8.1. Data entry would be a responsibility of the individual unit’s multidisciplinary team (MDT).  Clinical audit data user certification would apply to any member of the MDT and relevant secretarial support.
4.8.2. In some Units there may be resource or IT issues, which may make participation difficult.  The UKIFAR project committee should be contacted by individual unit leads who experience such local problems and would assist in providing support.

4.9. Database Structure

4.9.1. Initial patient search will be by NHS number of the UKIFAR database in the first instance to determine if any previous records already exist for that particular patient (it is possible that an individual patient may be treated by more than one same speciality MDT over the course of his/her lifetime).  If no previous specific Patient Record exists on the UKIFAR database, there will be a national search of National Exeter systems with import of patient demographics, to allow creation of a new patient record.

4.9.2. Each Patient Record would have a separate Tumour Record for each tumour suffered by a patient.  Within each Tumour Record, data for each Management Episode will be separately recorded.  Choice of Management Episodes will include Haematopoietic Stem Cell Transplantation, Surgical Admission, Radiotherapy/Radiosurgery, Chemotherapy, Interval Imaging, Clinic Follow-up, and Palliative.  There would be a separate choice of record for FA heterozygotes/carriers within a family.  There would be a means of linking records of affected individuals and carriers within a family tree.
4.9.3. A Patient Record will be closed only on death.

4.9.4. For further issues concerning the UKIFAR dataset, see Section 7 below.

4.9.5. The National Bowel Cancer Audit Project currently uses a similar database structure using the Open Exeter Portal.  A manual for users is available at http://www.ic.nhs.uk/webfiles/Services/NCASP/Cancer/New%20web%20documents%20(Bowel)/NationalBowelCancerAudit-UserGuideV2.pdf.  This details further the type of functions that would be used in the UKIFAR database.

4.10. Report Generation

4.10.1. Aswell as reports produced for individual Units, including standard queries for individual Units to monitor their outcomes and real-time descriptive reports, an alternate year summary report would be published.  This periodic summary would be available in the public domain on the UKIFAR and UK FA Clinical Network website.

4.10.2. Other national audits publish summary reports on an annual basis.  Considering the rarity of FA, the UKIFAR would generate summary reports for the public domain on alternate years on data accumulated over the previous two years.

4.10.3. Such reports would have appropriate risk-adjusted statistical analysis as considered appropriate by the UKIFAR Project Committee.

4.10.4. Each unit would have a unique and confidential identifier in any summary report published that would change over succeeding reports to prevent identification of individual units.

4.10.5. There will be a mechanism for management of outlying units with respect to performance indicators (see Section 5 below).

4.11. Data Validation

4.11.1. There would be a mechanism for FA affected individuals/families to have electronic personal access to their own data entries (see Section 4.12 below).

4.11.2. The presumption would be that non-participating NHS Trusts would not be providing a service for FA patients/individuals/families.  There may be limited opportunity to corroborate such a presumption through speciality specific national peer review processes, National Head & Neck Cancer Audit, etc.

4.12. Affected individual/family personal electronic access.  The UKIFAR will include a method by which a parent/guardian of an affected child, an affected adult, or other included but unaffected family member can check his or her own personal entry in the database.  This would be an additional means of data validation.
4.12.1. This will require a separate portal than for the NHSnet based Open Exeter and will instead be world-wide web based rather than through NHSnet so as to allow such personal access.

4.12.2. This personal electronic access would have appropriate controls such as secure login and limited access to change details of personal entry (e.g., contact details).

4.12.3. There would be an automatic mechanism once an individual had reached the age of seventeen to limit access to his or her personal entry in the database.  There would be a confidential message facility for any individual having an entry in the database to question or update any specific data entries thus serving as mechanism of validation of data accuracy.

4.12.4. Personal electronic access would also serve as means of providing an ‘electronic patient record’ so that the FA affected individual/family can access his/her personal database record for clinicians or other healthcare personnel during the many, varied and multisite healthcare visits that are required (without requiring the specific Clinical Audit Data User Certification for Open Exeter).

4.12.5. Such individual personal electronic access will also be a means of administering personal validated assessments of quality of life (see Section 7.5).  
5. Mechanism for management of outlying units with respect to performance indicators

5.1. General Principle

5.1.1. The principle for management of outlying units with respect to performance indicators as determined by national audits has been previously established.  What follows is a description of this principle as previously presented in the context of the National Bowel Cancer Audit Project (available at http://www.nbocap.org.uk/resources/docs_gen/NBOCAP%20Prospectus.pdf) with minor changes so as to be applicable to the UKIFAR.  Essentially, the development of a UKIFAR will mean that patient outcome data is being collected in the context of a national clinical audit and there will be a responsibility by the UKIFAR to have in place an appropriate mechanism in place to manage any disparity in either process or clinical outcome measures for an individual unit.
5.1.2. Because of the severe and life-threatening nature of both the condition of FA itself and also the therapeutic interventions required such as haematopoietic stem cell transplantation, and in particular considering the small numbers any one unit is like to be managing, clinical outcome measures over the short to intermediate term are unlikely to have any validity in the context of managing outlying units with respect to performance indicators.  Process measures such as lagtime to diagnosis, frequency of head & neck cancer screening are more likely to be relevant as performance indicators.

5.1.3. The primary aim of the UKIFAR is to ensure the highest standards of care for all patients/FA-affected individuals and their families.  The UKIFAR is a unique opportunity to develop a high quality clinical database, which will provide a model over the longer term that allows risk-estimation for individual patients, and a risk-adjusted comparison of hospitals with a group mean.  The benefit of audit is mainly achieved by clinicians being aware of the quality of care they provide compared with nationally established standards.  This will encourage self-regulation and development by each centre of strategies to improve their own outcomes, regardless of their position in relation to the national standards.  This will likely occur in the majority of centres without the need for external intervention. 

5.1.4. Accurate information, based on local data, provides the basis for clinicians to discuss the benefits and risks of treatment with individual patients so that informed clinical decisions can be made, i.e., truly informed patient consent.  Participation in the UKIFAR would mean that patients could be confident that the centre in which they were being treated was comparing its outcomes with the average of other centres, that it was subject to external reviews, and that its clinical outcomes fell within safe limits.  Units providing care, falling outside nationally agreed standards, would be identified and appropriate measures taken to address the problem.

5.1.5. These benefits can only be achieved if the data collected is complete, accurate and risk-adjusted, and that conclusions are drawn only after careful statistical analysis, in particular taking into account the small number of FA-affected patients/individuals/families.

5.1.6. Data available to patients must be statistically analysed and presented in a way that is clear and understandable to avoid the danger of over simplistic comparisons which may cause unnecessary worry to patients and do more harm than good.  It is also unfair and demoralising for clinical units to be incorrectly labelled, when this is largely due to differences in case-mix, in particular considering the wide spectrum of phenotypes for individuals affected by FA. If this is allowed to happen, there will be perverse incentives for the collection of inaccurate data, which may provide the basis for setting falsely-high, unachievable standards from which poor clinical decisions may be made.

5.1.7. For these reasons, individual units results from audit of UKIFAR data will remain confidential until such data is sufficiently robust so that both the profession and patients/individuals/families can be fully confident of the analysis.  The proposed future strategy for making data from the UKIFAR available to the general public is described in Sections 4.10 and 5.6.

5.2. Stage 1: The Audit.

5.2.1. Audit will occur over a two year period from April 1st of the first year to March 31st of the second year in the first instance, with cumulative data over a two year period being presented on subsequent summary reports.  At the end of the audit period, after appropriate professional statistical advice, the UKIFAR Project Committee will discuss the results.

5.2.2. Clinical units (not individual clinicians) that lie outside an established standard of a surrogate marker of the quality of care, either of process or clinical outcome, for example, treatment related mortality or head & neck cancer screening respectively would be identified by the UKIFAR Committee. As the UKIFAR matures, other surrogate markers of high quality of care will also be considered.  These additional surrogate markers will be measures of either process or clinical outcome and be defined by the UKIFAR Project Committee.

5.2.3. It will be necessary by the UKIFAR Project Committee to establish thresholds of care for any surrogate markers that will trigger the need for clinical units to carry out a formal enquiry. It is expected that all units, when they know their results, regardless of their status in relation to the national mean, will want to conduct in-house reviews to improve the standard of the care they provide. However, units falling outside the nationally defined threshold will be subject to a more formal process.
5.3. Stage 2: Check on the accuracy of the data by the local unit.

5.3.1. The process of collecting data is subject to potentially serious errors.  It is crucially important therefore, that once a clinical unit has been identified and informed through their lead clinician as falling outside the established threshold, that the unit is given time to check the results and for these to be re-analysed.

5.3.2. The letter informing the unit of their outlying status will include a strong recommendation that they should share this information with their Chief Executive, who will be reassured that they are checking the accuracy of their data before concluding that they are truly outside the previously-established standard (and this should be done within a one-month period).

5.4. Stage 3: Local review of cause of outlier status.

5.4.1. If, after one month, it is established that the data submitted, which has determined their outlying status is complete and accurate, then an appropriate review of provision of service should be taken.

5.4.2. Depending on the nature of the deficiency, it may be appropriate for the lead clinician to officially discuss the deficiency, review, and corrective plan, with the unit’s local Clinical Governance Committee or Chief Executive.

5.5. Stage 4: Plan to correct deficiencies causing the unit to be outside the established standard.

5.5.1. After the identification of the deficiencies causing the informal review have been identified, plans will be made to correct the deficiency and the results carefully monitored, over an agreed appropriate period of time relevant to the deficiency concerned, to establish movement to within the threshold standard.

5.5.2. If a centre identified in Stage 3 shows that the submitted data has been inaccurate, this will be re-checked by UKIFAR and, if the unit’s outcomes now come below the threshold triggering a formal review, the unit will be monitored for a further year to establish that their results continue to be below the threshold for a formal review.

5.6. Stage 5: Data available to general public on a need-to-know basis.

5.6.1. Once the outlying unit’s data has been confirmed as accurate, then the data from the national audit over a two year period will be made available to the general public in an anonymous form on the UKIFAR website as a summary report on an alternate year basis. 

5.6.2. In the summary report, it will be clear if a certain treatment units lies outside an established national standard.  The summary report available to the public on the UKIFAR website will make it clear that it is possible for patients and GPs to find out their own local centre’s results by contacting their local Trust through the Chief Executive, the local Clinical Audit Committee, or the local lead clinician.

5.6.3. This means that information about an individual Unit’s outcomes will be available to patients and GPs. Outlying units should be able to tell patients and GPs that problem areas have been identified and corrected so that their results will move back within acceptable limits. 

5.6.4. If outside bodies wish to collect data from all units and create league tables and star ratings of individual units, this may be possible, but would not be encouraged or supported by the UKIFAR.

5.6.5. It is important that the release of information in general or about the outlying status of individual units in particular by the UKIFAR should not be vulnerable to legal challenges.  This will be achieved by NSBTAP maintaining confidentiality of the data so that outlier status of any individual units identified by NSBTAP will only be revealed directly to the individual units and the responsibility for correcting any deficiencies in the quality of care provided by the unit will be entirely the responsibility of the individual unit, the local Clinical Governance Committee and the Chief Executive.  The UKIFAR’s role in the national audit of management of FA will be entirely as a facilitator to enable individual clinical units to know their clinical risk-adjusted and process outcomes for comparison with national standards.

6. Research and the UKIFAR

6.1. An important secondary aim of the UKIFAR is to contribute to the greater body of knowledge concerning FA and in particular to promote translational research to a peer-reviewed standard ultimately leading to a better understanding of the management of individuals/families affected by FA.  There is detailed information published concerning FA in other world populations (North American, German, Spanish, etc) but little concerning FA in the UK population.

6.2. The setting up of the UKIFAR will be put through the appropriate national ethics committee approval process so as ensure analysed data can be published subsequently in peer reviewed publications.  All members of the UK FA Clinical Network will be listed on the application.  The process for national ethics committee approval can be found at http://www.nres.npsa.nhs.uk/.  Note that engaging with the ethics committee approval process would not be a requirement in the context of the UKIFAR project being carried out with support from HQIP or having successfully obtained PIAG approval, i.e., as per Section 60 of the Health and Social Care Act 2001.  Ethics committee approval would be required otherwise (as would be individual patient consent) and also even if covered by Section 60 and tissue was being collected in parallel to the UKIFAR and being stored centrally.
6.3. Research leads for any specific project will be identified by the Fanconi Anaemia Clinical Network and supported by the UKIFAR Project Committee.
6.4. Specific projects for eventual publication will be agreed on annual meetings of the UK FA Clinical Network with imput from the UKIFAR Project Committee, e.g., on feasibility, data access, data quality, etc.

6.5. Authorship of presentations at national/international academic meetings or of publications in peer-reviewed journals will be as follows:

6.5.1. The first author will be the relevant research lead for that project.

6.5.2. All subsequent authors will be in alphabetical order, in the relevant subspeciality to the project concerned, and will have agreed on the abstract/details of presentation/publication.

6.5.3. Members of the UKIFAR Project Committee will be acknowledged on each publication, aswell as the existence of the UKIFAR and the UK FA Clinical Network itself.

6.6. Academic journals used for submission of papers containing data from the UKIFAR should be open access, i.e., not dependent on a subscription for access through the internet.
7. Proposed Dataset for UKIFAR
7.1. The design of the UKIFAR dataset is being led by paediatric haematologists Dr Sarah Ball and Dr Josu de la Fuente with other non-haematologic specialist contribution from relevant members of the UK FA Clinical Network as appropriate, e.g., Mr Jeremy McMahon, consultant head & neck cancer surgeon
.  The final dataset and database structure will be the responsibility of the UKIFAR Project Committee.
7.2. A final dataset will be defined in a data manual of a similar standard to those for the national cancer audits.  An example of a national cancer audit data manual can be found at http://www.ic.nhs.uk/our-services/improving-patient-care/the-national-clinical-audit-support-programme-ncasp/cancer/bowel/user-information.

7.3. The dataset will take into account the minimum dataset and speciality specific datasets described in the National Cancer Dataset Project, aswell as the National Dataset for Child Health Services (see Section 3.4 above).  The dataset will also take into account other non-UK datasets for FA such as the dataset for the International Fanconi Anaemia Registry based at The Rockefeller University, New York (see Section 3.10 above).
7.4. The database will be episode based, i.e., for each family affected there will be an affected individual episode, for each individual episode there will be a demographics episode.  For each demographics episode, a diagnosis or screening daughter episode can be added.  For each diagnosis episode, a further event episode can be added, and so on.  In the demographics episode, the patient’s name, date of birth, and sex will be automatically populated by Open Exeter on entering the patient’s NHS number.  Initial fields in thehttp://www.connectingforhealth.nhs.uk/systemsandservices/ssd/products_and_services/vaprodopenexe/.
7.5. Quality of Life Assessment.  The specific QOL tool and circumstances will be decided by the UKIFAR Committee with reference to any relevant peer-reviewed medical literature.  The UKIFAR Project Committee will also determine an appropriate tool for patient/relative/caregiver satisfaction.

7.6. The database In particular will make use of user-friendly dataset variable formal, e.g., drop down lists, so as to minimize the time spent for data entry.  This will also simplify subsequent data analysis.  Such lists will be matched as much as possible to OPCS4, ICD10, and the National Cancer Dataset codes.  An example of a drop down list is shown for ‘Complementation Group’:

FancA
FancB

FancC

FancD1

FancD2

FancE

FancF

FancG

FancI

FancJ

FancL

FancM

FancN

Unable to determine

Not done

Result pending

� As per inaugural meeting of the UK FA Clinical Network, held 5th March 2008 at Sheffield Children’s Hospital.


� Dr Sarah Ball, Consultant Paediatric Haematologist, St George’s University of London, and Dr Josu de la Fuente, Consultant Paediatric Haematologist, St Mary’s Hospital, London - see � HYPERLINK "http://www.fanconi.org.uk/Network%20Members.htm" ��http://www.fanconi.org.uk/Network%20Members.htm� 


� Mr Jeremy McMahon, Consultant Maxillofacial/Head & Neck Cancer Surgeon, Glasgow – see � HYPERLINK "http://www.fanconi.org.uk/Network%20Members.htm" ��http://www.fanconi.org.uk/Network%20Members.htm�. 







