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From the
newsletter
editor

I am pleased to present another
bumper edition of BSHG News, led by
Rob Elles’ response on behalf of the
BSHG to the House of Lords’ call for
evidence on genomic medicine. Paul
Roberts from the ACC describes his
colourful trip to India; and in the AGNC
section, Rob Newton from the
National NHS Genetics Education and
Development Centre in Birmingham
describes the new initiative to appoint
seven Genetics Education Facilitators
to help deliver its remit to support
genetics educators. The CGG section
highlights Fred Kavalier’s seven year
role as a primary care geneticist at
Guy’s; Bill Newman’s article in the
CGS section on the impact of
pharmacogenetics on clinical genetics
will be of interest to all members of the
society; and Moira MacDonald reports
on a workshop in Montpellier on
alternative splicing and disease. Our
own Lord Genome is back from his
well-earned break with his personal
inside view of the House of Lords’
deliberations.

As the newsletter increases in size, the
duties of editor are becoming
accordingly numerous; and I should
like to thank my colleagues David Baty
and Kevin Kelly, who have kindly
offered their services to help with the
ever-increasing workload.

Helen Middleton-Price

Summary
• The Genetics White Paper helped modernise and network specialised genetics
services, but a new and resourced plan is needed if genomic medicine is to be
successfully exploited in the NHS.

• On the ground, patients and practitioners find weaknesses in translation from
research to clinic when this falls outside the remit of the National Institute for
Health Research programme.

• Next generation genomic technologies will require assessment and the NHS
genetics network, medical specialties and pathology need to work more closely to
find the optimum service configuration, meet the challenges of managing change,
and exploit the new technologies.

• Factory-style technology solutions must not damage the link between the clinic
and research.

• The Human Genetics Commission provides effective oversight of legal and
regulatory issues but the government must not lose focus on public engagement
particularly as genomic health and data security issues begin to overlap. The
public must feel it has a route to policy making.

• Effective use of genomics in mainstream medicine will require education and
information resources available to all levels of the NHS. Links between mainstream
medical disciplines and existing specialised genetics must be resourced and must
not damage or de-focus specialised genetics as it exists.

• Genomic medicine for inherited and non inherited conditions will increasingly focus
on treatment following accurate diagnosis.

• The NHS should be cautious about the implementation of genetic risk factor tests
for common diseases in a population context although these tests will be available
though commercial providers. Transparent information would help safeguard the
public.

• Development of genomic medicine is as much an informatic as a technical
challenge. Success will depend on international collaboration. Informatic tools
need to be stabilised for use in healthcare. Integrating genomic data into the
electronic health record will depend upon developing standards. Above all the
issue of maintaining public confidence in the security of personal information must
be addressed.

Policy framework
The most recent statement of Government policy in genomic medicine was the 2003
White Paper Our Inheritance, Our Future. Its implementation strengthened the
framework for specialist genetics services around the new UK Genetic Testing
Network and modernised laboratory services with a round of capital funding.
However the short half life of genomic technologies means that the services will be

House of Lords Science and
Technology Committee call for
evidence on genomic medicine
- a response from the British Society for Human
Genetics
Rob Elles, Chairman, on behalf of the BSHG
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faced with a need to re-capitalise in the
next 3-5 years and the Government
should consider recurrent mechanisms to
ensure that the NHS maintains cost
effective access to appropriate
technology platforms.

The Government’s advisory mechanisms
to anticipate developments and address
regulation were rationalised under the
Human Genetics Commission which
remains an authoritative and respected
group. From a European and trans-
Atlantic perspective the UK is seen as
having an organised, rational and
effective approach to genomic medicine
policy and service delivery. The UK has
built on this experience leading some key
international policy initiatives; helping to
set a framework of standards for
molecular genetic testing through the
Organisation for Economic Co-operation
and Development and establishing
translational research networks through
European Union funded partnerships.

However, the BSHG is concerned about
weaknesses in the chain leading to
translation into clinical practice, eg:
despite successes through the UK
Genetic Testing Network, the widespread
experience of the clinical genetics
community is that translation of genetic
research into medical practice is
retarded, and access to services is
geographically inequitable because of
this funding gap. It is telling that many
patient groups are driven to fund
translation to the point where a business
case for a stable NHS service can be put
to NHS Commissioners. There are many
examples include translating into practice
new diagnostic tests for cystic fibrosis,
familial breast cancer, genetic eye
conditions and cardiac conditions.
Unfortunately, the strong impression of
the genetic medicine community is that

at this early stage the National Institute
for Health Research does not interpret its
remit as extending to support for the
evaluation of research-based diagnostic
tests in NHS service laboratories leading
to their implementation in the clinic.

Recommendation 1. The BSHG
recommends that NIHR supports a
programme to evaluate and implement
individual genetic diagnostic tests within
the NHS and that the Government plans
for the resource needs of genomic
medicine in the NHS.

Recommendation 2: The BSHG
recommends that structural links
between pathology modernisation and
genetics should be established to
facilitate the optimum service
configuration for genomic diagnostics.
When appropriate, the NHS should
commission a Health Technology
Assessment of next generation genomic
technologies. The needs of the whole
health service should be considered in
this study.

Social, ethical and legal considerations
Science and clinical policy decision
making is embedded in ethical practice
under the oversight of the Human
Genetics Commission. The UK has a
strong framework for training and
education and the governance of clinical
practice. This has been developed
through professional bodies under the
umbrella of the British Society for Human
Genetics representing doctors,
counsellors and scientists. In addition,
guidance is available through focussed
efforts (the Genethics Club) and specialist
research (the Genetics Knowledge Parks,
Ethox Centre and the Economic and
Social Sciences Research Council’s
Genomics Network)

Genomic medicine offers the promise of
better diagnosis, treatment and care, yet
it also challenges the very nature of the
relationship between the clinical
community and the public. We believe
that it is the duty of the genetics
community to help empower citizens to
make personal health management
decisions.

In 2003, in the Genetics White Paper, the
Government recognised the power of
genetics in a post-genome NHS, along
with the possibility of its rejection by the
public, through lack of trust or
understanding.

In order to address this, Government
should develop the infrastructure and
funding a national programme of rigorous
public engagement that will bring about
informed input into health and healthcare
policy decisions surrounding genetic and
genomic medicine. To achieve a mature
public dialogue, we would expect such a
programme to contain the following:

• Effective knowledge and information
dissemination about genetic and
genomic medicine;

• Use of imaginative and novel modes of
engagement;

• Understanding what the public thinks
and why they think in this way;

• Informing decision and policy-making
through the use of extensive valid and
reliable public and patient consultation;

• Aiming towards public and patient
representation at committee level.

In view of the above the BSHG regrets
the Government decision to prematurely
end support for the Genetics Knowledge

“The BSHG is concerned about weaknesses
in the chain leading to translation into
clinical practice”
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with treatment specialties, requiring new
types of multidisciplinary clinics and
different counselling approaches.

• Approaching 2,000 genes have been
associated with single gene disorders,
many of them very rare. Patients with
these conditions represent a significant
aggregate health burden especially as
they include the mendelian subset of
common cancers and cardiovascular
disease. Their care represents the
major part of the workload of Regional
Genetics Centres.

• Whole genome association studies are
uncovering variants in genes for
common disease which will first lead to
a better understanding of the biology
of disease mechanisms, then
aggregate into predictive tests, and
later still lead to better treatment.

• The BSHG considers that in the NHS
the utility of predictive tests should first
be evaluated in specific patient groups
defined for example by a sign,
symptom or family history. These tests
should not be considered from the
outset as population based screens.
This is because of the complexity of
evaluating their utility in a population
context.

However, curiosity will lead people to
order a genetic test through a
commercial provider possibly through the
internet and based overseas. Unless
specific harms are demonstrated this
sector should not be over regulated.
However the government should inform
the public of existing international
guidelines for example those adopted by
the OECD.

Recommendation 5: The BSHG
strongly supports the recommendation of
the Foundation for Genomics and

• Inclusion of genetics in all areas of
specialty training (eg: medical,
nursing and other associated
specialties such as dietetics)

• Establishment of sub-specialty
training programmes

• Access to specialist genetics
departments for mentoring and
continuing education of genetic and
nurse counsellors working within
medical specialties

• Access to specialist genetics
departments and ethical groups (eg:
Ethox) for discussion and education
around ethical dilemmas and other
aspects of genetic counselling.

Recommendation 4. The BSHG
recommends that the current efforts to
embed genetics in specialist medical
education be continued, and that
access by medical specialties to the
clinical genetics network be adequately
resourced.

Research and scientific development
A major challenge of 21st century
genetics is to understand how the
mutations and polymorphic variants
that cause/predispose to disease act
functionally. This information will inform
rational therapeutics for many
monogenic and complex diseases. This
objective was not the focus of the
White Paper (except for gene therapy,
which may have very limited utility). We
need to move the field on from
diagnostics, counselling and risk
assessment, towards treatments. This
will require focused investment in cell
biology, biochemistry etc, in animal
modelling and in development of
therapeutic targets/strategies. Genetics
will then need to learn how to interface

Parks as short-sighted and damaging to
the effort to address public concern over
the implementation of genomic medicine.

Recommendation 3. The BSHG
recommends that the Government
facilitate an adequately resourced
programme of engagement between
health professionals, policy makers and
the public.

Developing genetics in mainstream
medicine
Over the last five years the theme of
developing genetics in mainstream
medicine has developed rapidly and
requires a policy response, addressing
health service configuration
commissioning and education of health
professionals.

In our view, the scale of development of
genetics within many areas of
mainstream medicine will be such that
the current paradigm of 'joint
management' between genetics and the
specialist department will become
untenable. This means that people with
'genetic disease' will largely be looked
after in the relevant specialty (cardiology,
lipidology, ophthalmology etc) by those
with special education and training in
genetics and with access to expert
genetic referral to deal with more
complex issues (such as diagnosis of
rare syndromes, interpretation of
complicated test results and counselling
about prenatal testing).

If mainstream specialist services are to
increase their input to the management
of genetic disorders, there must be a
significant improvement in expertise
within each medical specialty.
Consideration should therefore be given
to the development of the following:

“Over the last five years the theme of
developing genetics in mainstream medicine
has developed rapidly”



The Newsletter of the
British Society for Human Genetics
Issue 39 June 2008

5
BSHG News

Population Health and the Royal College
of Pathologists for an expanded
mechanism to evaluate the validity and
utility of laboratory tests and to make this
data public. NHS Commissioners should
consider these evaluations before funding
genetic tests including new predictive
genomic risk factor tests.

Data use and interpretation
At present, genomic data are not
presented usefully in that they are not
coordinated in terms of entering, storing,
integrating and searching for data.
European projects led from the UK such
as Gen2Phen will develop tools,
resources and standards to help address
these issues. In our view a common
public database is not the answer, as the
design, scope and abilities of existing
databases are so varied and there are
already many initiatives to collect and
publish data. Genomic databases are
often international; it will be essential, if
we are to realise benefits for patients,
that the UK participates and benefits
from international collaborations.

One difficulty for health services is the
sustainability of informatic resources.
Funding methods include grants,
sponsorship and subscription. There are
examples where service failure due to a
break in the funding continuity to an
informatic resource provider has caused
problems. In the near future this
potentially could be catastrophic for
healthcare users who have little or no fall-
back position. The government must
consider how the NHS can contribute
funds, data and expertise, and how it
might have an input to the provision and
management quality and standardisation
of key resources to ensure that they
remain available, current and suitable for
use as tools in healthcare.

Recommendation 6. The BSHG
recommends that the Government should
plan for the integration of genomic data
into the electronic health record. Planning
should include the transitional phase
during which partial genomic data is
collected up to and including the point
where a complete genome sequence on
each individual is an economic possibility.
It is essential that the sustainability and
quality of informatic tools for interpreting
genomic data is addressed. Critically, the
government should address public
confidence through public engagement
with the issue of genomic information in
electronic health records.

The utility of genomic information in a
healthcare setting
The issue with non genotypic medical
information is with the coding and
classification of phenotype data. The
principle aim of projects including
Gen2Phen is to combine genotype and
phenotype data. Underlying this are
issues of coding and classification, and
definitions of phenotype, which, at
present, are not standardised. As the
NHS National Programme for Information
Technology has developed genetics has
considered some of these issues and
found that clinical centres all use their
own classification of diseases. Mandated
coding standards like Snomed-CT and
HL7 require, and are in the process of,
extensive development in order to be
applicable. Elsewhere the Rare Disease
Task Force led by Orphanet in Paris is
beginning projects concerning rare
genetic diseases, including input to the
International Classification of Disease.
This recognises that the current version
ICD-10 does not provide sufficient detail
and accuracy for unambiguous
classification of inherited diseases. With
coding standards in place, it should be
possible for genomic medicine to

converse fully with the NHS medical
systems that are being developed and
avoid remaining an isolated speciality.
One specific issue that must be
addressed is the representation of family
data which is not possible within the
current NPfIT systems.

Recommendation 7. The BSHG
recommends that the Government
supports a programme to modernise the
information technology available to
genetic centres. This should focus on
piloting phenotypic coding designed to
be compatible with the emerging
standards of SnomedCT and ICD11. In
addition it should trial secure methods
within a governance framework of storing
and making accessible genomic data for
healthcare purposes.

rob.elles@cmmc.nhs.uk

The full text of the BSHG response to
this and other consultations can be found
on the BSHG website at:
http://www.bshg.org.uk/documents/offici
al_documents.htm

BSHG responses to consultations:

1. OECD draft guidelines on human
biobanks and genetic research
databases

2. Association of British Insurers on a
code of practice for genetic tests

3. BSHG and JCMG joint response to the
Ministry of Justice consultation on the
use and sharing of personal information
in the public and private sectors

“One difficulty for health services is the
sustainability of informatic resources”
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history clinics nationally.

Andrew’s efficiency, hard work,
practical problem-solving abilities and
completely self-taught computer skills
were quickly recognised and he took
on increasing responsibilities for
database building and records
systems, giving the Family History
Clinic an enviable patient recall system
years before these were standard in
most genetics departments. Working
closely with Gareth, Fiona and others
in the cancer genetics team, he
became Gareth’s right hand man for
data management and statistics, and
this is shown by his impressive list of
publications, more than many clinicians
much more senior than Andrew.

In 2002, Andrew moved to be based
down the road in the main clinical
genetics department at St Mary’s in a
permanent post as national co-
ordinator of several cancer genetics
research studies. He also became
absolutely everybody’s first port of call
for computer problems, and, because
he had so many years’ experience of
clinical genetics, he could tailor
everything he developed to the specific
needs of the job in hand. He had
thoughts of doing a master’s degree in
Medical Statistics to back-up the skills
learnt doing the job, but he put off
doing it as he thought that the studies
he was doing were more important
than his personal advancement.

Andrew’s skills, competence and
kindness to his colleagues made him
stand out and find his niche in an area
and a department that he loved
working in. Everyone liked him and had
a great respect for him, but he was so

Andrew Shenton, Research Manager at
the Manchester Department of Medical
Genetics, collapsed and died at work
of a pulmonary embolism on 19
February. Andrew was just 37.

Andrew was extremely well read,
particularly in American history, film
studies and biography. However, a
degree in American Studies does not
have an obvious career path into the
NHS and clinical genetics. His first job
after his degree was a temporary post
as an administrative assistant at the
Breast Family History Clinic based at
Christie and Withington Hospitals in
Manchester, led by Professor Tony
Howell and Professor Gareth Evans.
Also starting at the same time in 1994
as a research registrar was Dr Fiona
Lalloo, and between them they
designed a patient questionnaire that
has been used as a template for family

Andrew Shenton
14 July 1970 – 19 February 2008
Rachel Belk, Gareth Evans, Carol Giblin, Fiona Lalloo, Manchester

unassuming that it was easy to take
his skills for granted. He is going to
leave an enormous hole in the
department’s smooth running.

Outside work, he had been able to
move from the city centre to a house in
the countryside only a year ago and
loved the opportunity of long walks this
gave him. He was a loyal, kind and
patient friend, loved spoiling his
nephew and niece, and kept in very
close contact with his mum, dad, sister
and brother-in-law, who lived not far
away. It is tragic that he is not here any
more, but he has left a great legacy of
work and many personal good
memories.
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Our Inheritance, Our Future:
realising the potential of genetics
in the NHS
The Genetics White Paper Progress Review,
published April 2008
Candy Cooley, Centre Manager, NGEDC, Birmingham Nick Meade, Policy Officer, Genetic Interest

Group
Ivana Bartoletti, Communications Manager,
Genetic Interest Group

The 2003 Genetics White paper detailed
how the government wished to support
and encourage advances in genetics for
direct clinical benefit and set out a plan of
investment of over £50m spread across
some 30 commitments. This long-awaited
progress review details the progress of
some of these initiatives since 2003,
drawing on the responses from a wide
consultation. The review does not attempt
to identify and detail every issue and
initiative but draws out key messages,
illustrating these with clinical cases,
scenarios and comments from
stakeholders. Further examples are
available via the DH website
www.dh.gov.uk/genetics

The two forewords are written by Dawn
Primarola, Minister of State for Public
Health and Professor David Harper, Chief
Scientist and Director General for Health
Improvement & Protection which
demonstrates the continuing importance
the government places on genetics.

Responses from stakeholders are used to
offer a balanced view of progress so far
and areas requiring further work. Overall,
stakeholders felt that the investment had
given patients access to better quality
genetic tests and genetic services and had
been appreciated by hard pressed regional
genetics services, who are acknowledged
and thanked for their continuing
commitments to improving services for
patients. The work of the United Kingdom
Genetic Testing Network (UKGTN) is also
highlighted as being crucial in ensuring
equity of access, assessment of quality and
effectiveness and influencing
commissioning decisions.

There are also a number of areas where
further action is needed: for example
ensuring genetics education is incorporated

at all levels of professional education.
Whilst the review acknowledges that much
has already been achieved by the NHS
National Genetics Education and
Development Centre in Birmingham it also
identifies the importance of continuing
support to ensure sustainability and further
developments particularly developing
information about genetic conditions. There
is also concern about potential ethical
issues which could arise from testing
opportunities such as free fetal DNA as well
as a need to gain public sector support for
gene therapy development for rare genetic
conditions. A requirement for further
research within epidemiology, genomics,
proteomics and transcriptomics is
acknowledged.

The review confirms the long term aim of
ensuring that genetic advances are
embedded into healthcare practice. It
acknowledges that although much has
been achieved within a short space of time,
there now needs to be support for a longer
timeframe than the initial three to five years
as advances in technology and demand
continue to grow. The Department of
Health says that it will continue to work
with stakeholders to embed good genetics
practice in the NHS and address remaining
areas of uncertainty including
commissioning, the genetics of common
diseases and ethical and societal concerns
around new technologies.

Between the deadline for this article and
your receipt of this issue of the BSHG
newsletter the Human Fertilisation &
Embryology Bill will have been hotly
debated by Members of Parliament in the
House of Commons. This follows a lower
profile debate in the House of Lords at
the beginning of the year.

The debate in the House of Lords
allowed many of the issues that concern
the Genetic Interest Group (GIG) – such
as consent for Somatic Cell Nuclear
Transfer (SCNT) using anonymised cell
lines; consent for SCNT using children’s
and non-competent adult’s cells; and
concerns over whether therapies
developed by research would be licensed
for therapy – to be ironed out. The Bill as
it stood before the second reading in the
House of Commons was, after sixteen
months of lobbying from GIG and other
interested parties, compatible with
patient’s needs.

Despite this, a number of issues still
concern GIG, specifically, research using
human admixed embryos; pre-
implantation genetic diagnosis; and
saviour siblings. These are areas of work
that will come under attack from groups
opposed to reproductive choice and
embryo research.

Human Admixed Embryos
This technology is likely to accelerate
research by overcoming the shortage of
human eggs for SCNT, creating embryos
for research. GIG represents patients
with conditions that have no cure or
treatment, and supports good quality,
responsible biomedical research on as
many fronts as possible. Labour MPs will
not be subject to Government whips
when this issue is voted upon in the
commons.

Patients
lobby on
HFE Bill



As part of the first ever Manchester
Science Festival in October 2007,
Nowgen ran the Faces of Manchester
project to stimulate public interest in
genetics, medicine and identity. Nowgen,
A Centre for Genetics in Healthcare,
worked with numerous partners to create
a short film and touring art exhibition,
and also organised a series of free public
events which focussed on the human
face.

The Wellcome-funded film and artwork
were produced by specialist computer
vision technology company, Genemation,
from 300 photographs of the people of
Manchester. The film, shown on the giant
BBC Big Screen in Exchange Square and
in the Arndale Shopping Centre,
celebrates Manchester’s diverse
community. All 300 photographs were

also merged together to reveal the
‘average’ Manchester male (“…at least
he’s better looking than the face of
London. What a relief!”) and female
faces, alongside faces of the ‘average’
Manchester United and City supporters,
Saturday shopper and bingo player. The
exhibition was launched at The Museum
of Science and Industry and at The
Nowgen Centre, and will be displayed in
Manchester hospitals throughout 2008.

Over 400 members of the public
attended the free events during the week
of the Science Festival. BBC Radio 4’s
Material World presenter, Quentin
Cooper, chaired a lively debate entitled
Is there such a thing as addictive
personality?, about the genetic, social
and psychological factors that influence
addiction. Speakers from this event and
from the five lunchtime lectures at
Nowgen were invited to participate in the
next edition of The Material World,
effectively given over to Nowgen’s
Science Festival activities.

The five Faces of Manchester lunchtime
events covered a range of topics
including facial development,
disfigurement, genetic identity and
perception of beauty and these
culminated in animated discussions.

The ‘Faces of Manchester’ film and
artwork can be viewed online on the new
Nowgen website: www.nowgen.org.uk
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Pre-Implantation Genetic Diagnosis
GIG is concerned that the breadth of
conditions that PGD can be used upon
may be limited by amendments to the Bill
proposed by groups hostile to this
valuable technology.

Saviour Siblings
This little used technology could also
come under attack for the so-called
‘commodification’ of the saviour sibling.
Labour MPs will also be allowed a free
vote on this issue.

GIG’s work so far has been to write
letters to both the Government and to
MPs putting across the perspective of
patients, and making clear how valuable
good quality biomedical research is to
our members.

Ahead of the Bill’s entry into the
Commons, GIG has prepared three
leaflets using drawings to convey the
details of each of the issues that concern
us. These, we hope, will make the effect
that these issues have upon families
affected by inheritable conditions
accessible to MPs. They can be seen at:
http://gig.org.uk/hfe.htm/

The ethical concerns surrounding these
issues have made the passage of the Bill
so difficult, and, as technology improves,
these debates will become more
frequent. Recognising patients’ points of
view and their need for dignity is of
utmost importance to address these
issues and agree on legislative solutions.
GIG will have to play a role in trying to
persuade, not only parliamentarians, but
also the public, to recognise the
necessity for good quality biomedical
research.

Nowgen on the radio and
big screen during the
Manchester Science Festival
Kate Mathieson, Nowgen
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One of the key work programmes of the
Foundation for Genomics and Population
Health (PHG Foundation) concerns the
evaluation and regulation of genetic tests
and molecular biomarkers, an area of
particular expertise. In January, the PHG
Foundation and the Royal College of
Pathologists co-hosted a meeting of
leading experts at the Hinxton Genome
Campus, Cambridge, to discuss the
evaluation of laboratory diagnostic tests
and complex biomarkers.

Many such tests are already used in routine
practice for diagnosis or prediction of
disease risk, but as yet there are no formal
guidelines to ensure that individual tests are
safe and useful for the patient or clinician.
PHG Foundation’s Executive Director, Dr
Ron Zimmern, who led the project,
observed: “In the UK, around 1 billion
laboratory tests are performed each year.
NHS laboratories have sophisticated
systems to ensure the analytical accuracy
of the tests, but no systems for ensuring
that individual tests are clinically effective
and useful. This is akin to pharmaceutical
companies having tight control over the
chemical purity of drugs, but there being
no formal requirement for them to prove
that the drugs produce any benefit for
patients”.

The meeting report, The Evaluation of
Diagnostic Laboratory Tests and Complex
Biomarkers, was released in March, along
with a leaflet aimed at the general public,
Making Sense of Testing produced by
Sense about Science. Together, the two
publications received a high level of media
interest, no doubt in part due to a spate of
recent programmes and articles
considering commercial predictive genetic
testing services.

The meeting delegates produced a set of
agreed recommendations detailed in the

report. These included calls for the
establishment of a new body (potentially
within an existing professional society) with
responsibility for the evidence-based
evaluation of laboratory diagnostic tests,
and of a publicly accessible database
detailing containing evidence (or the lack of
it) for the validity and utility of clinical
laboratory tests, in addition to funding for
these

The expert group proposed that
commissioners and health professionals
should be encouraged to use only tests for
which there is appropriate evidence of
clinical performance, and that statutory
regulators should call for a more responsive
and proportionate risk assessment system
to ensure patient safety. Together, it is
suggested that these measures would be
of value to the health service and patients,
and provide clear guidance for researchers
wishing to introduce new tests into the
NHS.

The report is available from
www.phgfoundation.org, along with
presentations from the expert summit and
related publications.

Most inherited forms of eye disease,
such as the retinal and corneal
dystrophies, are relatively rare, but
collectively they are significant, and
there are many forms of genetic
conditions affecting vision for which the
molecular basis of disease is now
understood. The contribution of
genetic factors in the pathogenesis of
common eye diseases that typically
affect older people, such as age-
related macular degeneration,
glaucoma and cataracts, is also
increasingly recognised.

In view of this, the UKGTN
commissioned the Foundation for
Genomics and Population Health (PHG
Foundation) to undertake a working
group to assess how NHS
ophthalmology services needed to
change in response to emerging
genetic understanding. The group was
led by Professor Tony Moore of the
Institute of Ophthalmology and Hilary
Burton of the PHG Foundation, and
included experts in ophthalmology and
genetics along with representatives for
selected voluntary organisations such
as the Retinitis Pigmentosa Society;
patients were also consulted. The work
included a review of genetic testing
(including the clinical utility and
prioritisation of tests) in ophthalmology,
as well as a wider service review.

The working group’s final report,
Genetic ophthalmology in focus: a
needs assessment and review of
specialist services for genetic eye
disorders, sets out the group’s
findings. Although there was some
specialist service provision in genetic
ophthalmology, access to these
services was uneven. Patients require
prompt and equitable access to

Evaluation of
diagnostic tests and
biomarkers

Service
provision in
genetic
ophthalmology
Philippa Brice, PHG Foundation

Philippa Brice, PHG Foundation



appropriate services, and co-ordinated
clinical management, especially given
the need for support from multiple
services (including clinical genetics);
this need is even more acute for
patients with multi-system disorders
such as Marfan Syndrome. There was
a general requirement for increased
capacity in relevant services, with the
report calling for an urgent review of
access to and funding of genetic
testing.

The report recommends that integrated
systems and care pathways including
suitable referral systems should be put
in place. Efforts to increase awareness
of these services were encouraged,
along with enhanced specialist training
provision for genetic ophthalmology
and the provision of information on
voluntary organisations that can
provide patient support.

Commissioning guidance for
ophthalmology is currently under
development, and will be available from
the UKGTN website,
www.ukgtn.nhs.uk. The report is
available from www.phgfoundation.org,
along with information on other
projects in the Promoting Genetics in
Mainstream Medicine work
programme.

Nature Genetics: 2008 40(2): 232-6

Microcephalic dwarfism is a group of autosomal recessive conditions in which there
is profound reduction in height associated with markedly small brain and head size.
Final adult height is often around 1 metre, leading the popular press to call these
individuals, “the smallest people in the world”. There are also potential evolutionary
parallels, as they have a similar body and brain size comparable with the Indonesian
hominid, Homo Floresiensis.

We have identified Pericentrin as a disease causing gene for microcephalic dwarfism,
finding mutations in patients with a clinical diagnosis of Seckel syndrome, while other
researchers (Anita Rauch and colleagues have found mutations in patients with
Microcephalic Osteodysplastic Primordial Dwarfism type II.

Pericentrin is a centrosomal protein that has a key role in forming the mitotic spindle
during cell division. We were also surprised to find, that, like several DNA repair
genes that cause microcephaly and short stature (ATR, Microcephalin), it is involved
in DNA damage signalling, an unexpected finding for a centrosomal protein.
Reduced cell division, or increased cell death through impaired DNA repair are likely
to explain how mutations in this gene causes MOPD and Seckel syndrome.

We are currently working to identify further genes for microcephalic dwarfism (see
call for patients, this issue).

HIGHLIGHTS
New gene for microcephalic
dwarfism: "the smallest people
in the world"
Griffith E, Walker S, Martin CA, Vagnarelli P, Stiff T, Vernay B, Al
Sanna N, Saggar A, Hamel B, Earnshaw WC, Jeggo PA, Jackson AP, O'Driscoll M
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Genes, Chromosomes & Cancer 47:207–220 (2008)

Secondary chromosome changes in Ewing’s sarcoma family tumours (ESFT) are
frequent events of uncertain clinical significance. In this UKCCG and CCLG study, we
have collected and reviewed abnormal karyotypes provided from 12 UK cytogenetics
labs from 88 patients with primary ESFT and a rearrangement of 22q12. Secondary
changes were identified in 80% (70/88) of tumours at diagnosis. Multivariate analysis
showed a worse overall and relapse free survival for those with a complex karyotype
independent of metastatic disease. Univariate survival analysis showed that a
chromosome number above 50 or a complex karyotype was associated with a worse
overall survival. There was no association between type of cytogenetic abnormality
and the presence of metastatic disease at diagnosis. Univariate and multivariate
survival analysis of a small subgroup with trisomy 20 indicated that trisomy 20 was
associated with a worse overall and relapse free survival. There was no difference in
outcome associated with other recurrent trisomies (2, 5, 7, 8, or 12) or the common
recurrent secondary structural rearrangements (deletions of 1p36, 9p12, 17p13 and
16q, and gain of 1q), although numbers were small. These data demonstrate the
continued value of cytogenetics as a genome-wide screen in ESFT and illustrates the
potential importance of secondary chromosome changes for stratification of patients
for risk. Specifically, karyotype complexity appears to be a powerful predictor of
prognosis, and the presence of trisomy 20 may be a marker of a more aggressive
subset of this group.

Ploidy and Karyotype Complexity are
Powerful Prognostic Indicators in the Ewing’s
Sarcoma Family of Tumours: A study by the
United Kingdom Cancer Cytogenetics and the
Children’s Cancer and Leukaemia Group.
Paul Roberts, Susan A Burchill, Samantha Brownhill, Catherine J Cullinane, Colin Johnston,
Mike J Griffiths, Dom J McMullan, Nick P Bown, Stephen P Morris, Ian J Lewis

The BSHG’s
new Press
Officer –
Jess Buxton

I should like to introduce myself to all BSHG
members as your new Press Officer, a role
from which Fred Kavalier stepped down at
the end of May. I am a molecular geneticist
based at the Section of Genomic Medicine,
Imperial College, London. I also work for
Progress Educational Trust (PET), the UK
charity that aims to facilitate informed public
debate on human genetics and assisted
reproduction technologies, and the social,
ethical and legal issues they raise. For the
past two years, PET has worked closely with
Fred to raise the media profile of the BSHG,
particularly around its annual conference in
September.

Developments in human genetics frequently
hit the headlines – not a week goes by
without another ‘gene for…’ story in the
newspapers. But media coverage of genetics
isn’t always as accurate or relevant as
genetics professionals would like it to be. I
hope to build on Fred’s sterling work with the
press, providing timely quotes and
information to help put genetics news stories
into perspective. I also aim to strengthen
BSHG’s ties with the Science Media Centre,
an organisation that works to promote the
views of the scientific community to the
national news media. If you are interested in
helping with the BSHG’s media work in the
future, I would be delighted to hear from you
– please email me at j.buxton@imperial.ac.uk
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NHS National Genetics Education
and Development Centre - update

Part 4: What are some tips for asking for
information and drawing a pedigree?

Part 5: Pedigree-drawing exercises, fill in
the gaps, and a crossword puzzle.

The Core Family History series will be
followed by an intermediate and an
advanced series for practitioners who need
to not only collect information and draw a
pedigree, but also be able to recognise
inheritance patterns and assess risks to
patients and relatives.

We are also supporting a network of
educators through our national team of
educational facilitators and courses.

Developing an educator’s network
In developing its project to support
genetics educators through the
development of teaching resources,
delivery of ‘educating the educator’
courses and developing regional networks,
the Centre has now appointed five regional
Genetics Education Facilitators who will be
based in Regional Genetics Centres in
Manchester, Cambridge, London,
Nottingham and Southampton. Facilitator
posts to cover North East England,
Scotland (two posts) and Wales are in the
process of being advertised. Groups with
whom the facilitators will initially be
establishing links include GP trainers, as
well as educators based in schools of
nursing and schools of dietetics.

Dates for your Diary
Teaching Genetics Course – 9 October, 13
November, 11 December 2008,
Birmingham. This three day course
provides grounding in teaching genetics to
health professionals and will explore:

• How to engage people when teaching;

• How to communicate genetic concepts;

The NHS National Genetics Education and
Development Centre facilitates, encourages
and supports genetics education across
the NHS. We are working with a wide
range of partners to develop and support
genetics education. We believe that the
best way of showing that genetics is
relevant to clinical practice is through
clinical cases, and these are the basis of a
wide range of resources for learners and
educators, and are freely available through
our website
www.geneticseducation.nhs.uk.

Genetics in Mainstream Healthcare: A
Toolkit for Developing Services
A Toolkit for those who are designing or
developing services for patients with, or at
risk of, genetic conditions is being made
available on the Centre’s website:
http://www.geneticseducation.nhs.uk/devel
op/index.asp?id=46.

The Toolkit presents ten key areas for
consideration when developing services
and highlights important issues and
questions that may need to be addressed
during service planning.

Core Family History Series
The Centre has developed a Core Family
History Series for non-genetics health
professionals across the UK. This five-part
series will be available to download from
the Centre’s website and consists of the
following:

Part 1: Why is taking a genetic family
history important?

Part 2: What are accepted symbols to use
in drawing a pedigree?

Part 3: What information should be
included in a pedigree?

• What to include in a teaching session;

• How to build activities into your teaching.

This three day course is open to members
of Regional Genetics Centres. All three
days must be attended.

For more information about the course
please contact Catherine Bennett:

Catherine.bennett@geneticseducation.nhs.
uk,or to register please contact
enquiries@geneticseducation.nhs.uk.

The 2nd Supporting Genetics
Education for Health Conference:
Connecting Evidence to Practice 15
October 2008, ICC Birmingham
This one day conference will explore how
genetics knowledge can enhance patient
care. Keynote speakers include Professor
John Burn, Medical Director of the Institute
of Human Genetics, University of
Newcastle. Professor Philip Candy, Director
of Education, Training and Development,
NHS Connecting for Health. Sir Muir Gray,
Chief Knowledge Officer of the NHS.
Delegates will have the opportunity to:

• Learn more about the current and
potential impacts of genetics on clinical
practice;

• Explore the use of educational resources
and interactive teaching methods in
genetics education;

• Network with specialist colleagues:
strengthening the link between university-
based education and clinical practice.

As places are limited please confirm your
place as soon as possible by registering
online at www.geneticseducation.nhs.uk.



The Newsletter of the
British Society for Human Genetics
Issue 39 June 2008

13
BSHG News

NGRL updates

National Genetics Reference
Laboratory, Wessex
RNA Splicing and genetic diagnosis
We held a workshop in London on the 3 March 2008 to discuss RNA splicing
abnormalities in relation to genetic diagnosis and in particular the interpretation of
sequence variants of unknown pathogenicity. The meeting was jointly organised by
NGRL (Wessex) and EURASNET, the Framework 6 Network of Excellence that
covers a wide range of interests relating to alternative splicing (www.eurasnet.info).
The workshop was attended by 28 people and aimed to:

• Provide a forum for UK (and EU) laboratories to discuss needs, technical aspects
and quality assurance of RNA analysis as a means to interpret sequence variants
of unknown significance;

• Raise awareness of the importance of alternative splicing among molecular
genetic diagnostic laboratories;

• Get an overview of the state-of-the-art from experts in the field;

• Survey current diagnostic laboratory practice;

• Discuss ways in which NHS diagnostic analysis in this area can be improved and
developed;

• Demonstrate the need for increased research and development in this area.

Whilst the methodology for RNA studies has been available in a research setting for
many years, the transition to a quality assured diagnostic setting in the UK has been
limited. There are several reasons for this, including lack of experience, difficulty in
obtaining and working with patient RNA from appropriate tissues, difficulty with
interpretation of results, an ever growing variety of splicing regulatory sequences and
the need for complex minigene/transfection assays. However the observation that
genomic variations affecting the splicing process may represent between 15-50% of
all mutations in some genes makes this an important area to take forward.

The workshop consisted of a series of seminars from EURASNET members and
invited speakers, followed by presentations from UK diagnostic laboratories. Diana
Baralle (Southampton) gave an overview of the clinical problem plus the role and
aims of EURASNET. Emanuele Buratti (Trieste) presented methods to study aberrant
splicing with advantages and disadvantages for diagnostic purposes. Mario Tosi
(Rouen) described his group’s analysis of unclassified variants (UVs) in genes
predisposing to breast or colorectal cancer. For mismatch repair genes associated

The Department of Health has
formed an expanded Steering
Group to oversee the work of the
NGRLs under the chairmanship of
Professor Martin Bobrow. The
group includes representatives from
the CMGS (Graham Taylor), ACC
(Kim Smith), CGS (Julian Sampson),
UKGTN (Su Stenhouse), BSH
(Finbarr Cotter), wider pathology
services (Jo Whittaker) plus other
stakeholders. We welcome
feedback, suggestions and input
into our work programme either
directly to ourselves or via members
of the Steering Committee

Nick Cross (ncpc@soton.ac.uk)

Andrew Devereau
(Andrew.Devereau@cmmc.nhs.uk)
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National Genetics Reference
Laboratory, Manchester
Bioinformatics for cytogeneticists and molecular geneticists
On 6-7 March we held a training course at Nowgen in Manchester that was designed for both
cytogeneticists and molecular geneticists. It aimed to address the need for bioinformatic skills
that was identified in particular during the NGRL session at the BSHG conference in 2007. The
participants were split evenly between the two disciplines, allowing us to suggest – rather
boldly, we thought – that they form pairs with their opposite numbers during the initial sessions,
in which computing and bioinformatic basics were covered and the major resources introduced.
The practical skills gained in this first day were then used in the second day, when the
cytogeneticists learned about DECIPHER and array-CGH from Nigel Carter and Shola Richards
from the Sanger Centre, and the molecular geneticists went through the bioinformatic aspects
of the CMGS best practice guidelines for unclassified variants with Simon Ramsden, Ed Burke,
Andrew Devereau, Andrew Wallace and Anna O’Grady from Manchester.

Feedback from the 21 participants was positive and constructive. The course was fully
booked, so we have arranged a second course on 9-10 September 2008: see
www.nowgen.org.uk for details, and hurry if you are interested as this course is filling fast too.

Other news
We are making improvements to the way in which we communicate with the genetics
laboratory community, starting with a new logo and colour scheme which was launched at
the CMGS conference in Spring. We are now re-designing our website which we will be re-
launching in the next few months. Please let us know if you have any comments or
suggestions.

NGRL Manchester is a partner in the EU Framework 7 project Gen2Phen which started in
January. This large-scale project aims to unify human and model organism genetic variation
databases and includes partners from EBI (Ensembl), University of Leicester, Leiden University
Medical Centre and deCODE genetics. We will be representing the needs of diagnostic
laboratories and clinical users to ensure that these are taken into account in the systems that
are developed. See www.gen2phen.org for more details.

Finally, on a sadder note we say goodbye to Ed Burke in May. Ed is leaving to pursue a
career in commercial programming after over three years at NGRL. Many of you will have met
Ed, perhaps as he travelled around the country collecting data for DMuDB, and many of you
will have used and possibly rely on SNPCheck and the Universal Browser, both of which are
applications that Ed developed. So it’s no exaggeration to say that he will be a huge loss to
us, and that he has played a crucial part in making our informatics projects successful. I’m
sure that we would all wish to thank him, and wish him the best for the future.

Andrew Devereau
andrew.devereau@cmmc.nhs.uk

with colorectal cancer in particular, they
found a large fraction of UVs were
associated with splicing defects and had
developed a set of methodologies to be
able to assess this. Brage Andresen
(Aarhus) discussed MCADD diagnostic
testing and that splicing abnormalities
represented 25-30% of mutations with 5-
10% originally classified as missense or
silent sequence variants. Collectively the
experience of these speakers reinforces
the point that whilst bioinformatic
prediction programs are useful indicators,
functional testing and data collection is
vital for the future.

The afternoon included presentations
from six laboratories (Belfast, Exeter,
Birmingham, NGRL(W), Guy’s,
Barts/London). The limitations of RT-PCR
analysis were discussed, including
artefacts generated as a consequence of
delays in sample processing plus
variation in splicing between normal
individuals.

Overall the feedback was very positive.
Further discussion will be needed to
establish best practice in this area and to
establish the need for minigene assays
that may assist in determining the
pathogenicity of unclassified variants.

Nick Cross
(ncpc@soton.ac.uk)

Diana Baralle
(diana.baralle@suht.swest.nhs.uk)
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evidence of test performance, or lack of
it, so that medical testing can be
evidence-based. It also suggests that
commissioners and health care
professionals should be encouraged to
use only those tests where appropriate
evidence of clinical performance exists,
and that statutory regulators should call
for a more responsive and proportionate
risk assessment to ensure patient safety.
The report has received wide media
interest, and an editorial with
accompanying paper was published in
the BMJ. PHG Foundation and others
attended a parliamentary briefing at the
House of Commons on 11 March to
discuss the report. This work will be the
topic of the 2008 Milroy Lecture to be
given by Dr Ron Zimmern at the Royal
College of Physicians on 7 May.

In 2007 we were asked by UKGTN to
convene an expert working group,
chaired by Professor Tony Moore, to look
at how NHS ophthalmology services need
to adapt in order to take advantage of the
opportunities offered by advances in
genetic testing. The work included asking
patients and their support organisations
to tell us their experiences of using the
current services and what they think
about the value of genetic testing. The
results are published this month in our
report Genetic Ophthalmology in Focus.
We found that all regions of the UK have
some specialist service provision, but
levels are quite variable and some small
scale services lack access to specialist
elements. The report makes
recommendations for commissioning,
service provision and laboratory services;
for tackling the lack of awareness of the
availability of specialist ophthalmology
genetics in primary and secondary care;
improving access to services; and
education and training for health
professionals. The report also draws

PHG Foundation will be one year old in
May. Formerly the Public Health Genetics
Unit (established 1997), the Foundation
focuses on the development of
appropriate public and clinical policy
frameworks for the evaluation of genome-
based technologies, and interventions
and their implementation to benefit
population health.

Currently, in a project supported by the
Joint Committee on Medical Genetics, we
are leading work with key stakeholders to
produce a strategy for the implementation
of cell free fetal nucleic acid analysis for
non-invasive prenatal diagnosis in
different clinical contexts. In advance of
the first (information sharing) meeting of
the stakeholder group on 6 May, we’ve
prepared substantial review documents
on the technical background and the
associated ethical, legal and social
issues. A second meeting will be held in
September to produce consensus
recommendations for logistics,
commissioning, regulation, education and
training, and patient/public issues. Any
areas of potential concern or difficulty will
be identified. We hope to publish a piece
about the project in Bionews
(www.bionews.org) later this month, and
further publications will follow the
September meeting. We are also a
partner in an NIHR funding bid, RAPID
(Reliable Accurate Prenatal non-Invasive
Diagnosis), for an integrated project to
refine and implement safer non-invasive
antenatal testing.

March saw the publication of our report
on Evaluation of Genetic Tests and
Biomarkers, produced jointly with the
Royal College of Pathologists. The report
calls for a new body to be established to
ensure the evaluation of laboratory
diagnostic tests, and for the creation of a
publicly accessible database containing

some general conclusions about the
implications of developing genetics in
mainstream medicine.

Jointly with Guy's Hospital we are
undertaking a review of screening for Tay
Sachs disease for the National Screening
Committee. Screening has been
undertaken for the last thirty years, and
as a national screening programme since
1999. However, it has never been
systematically reviewed to ensure that
provision of the service is developed to
meet the overall high quality standards for
a national screening programme. This
project is due to report in October 2008.

Recent publications
Melzer D, Hogarth S, Liddell K, Ling T,
Sanderson S, Zimmern RL. Genetic tests
for common diseases: new insights, old
concerns. BMJ 2008 Mar 15;
336(7644):590-3

Burke W, Zimmern R and Kroese M.
Defining purpose: a key step in genetic
test evaluation. Genetics in Medicine
2007 9(10):675-681.

Khoury MJ, Gwinn M, Burke W, Bowen S,
Zimmern R. Will genomics widen or help
heal the schism between medicine and
public health? Am J Prev Med 2007 Oct;
33(4):310-17.

Our website www.phgfoundation.org
gives details of our full work programme
and access to our publications and
reports. For further details, please contact
Dr Philippa Brice on 01223 741506,
philippa.brice@phgfoundation.org

Public Health Genetics Foundation
update
Philippa Brice



The Newsletter of the
British Society for Human Genetics
Issue 39 June 2008

16
BSHG News

What next?
Our target is to set up PGH for X linked
conditions at the Xq28 locus by June
2008:

X linked hydrocephalus
Adrenoleucodystrophy
Rett syndrome
Incontinentia pigmenti

Following that, we will be setting up PGH
tests for:

SMARD1
ARPKD
X-linked SCID
Beta thalassaemia

Website
Our new website will be launched in
April/May and we will endeavour to make
sure this is kept up to date with
conditions available and those that are
being worked up. We would ask that you
check with the website before contacting
us about the availability of PGD for
specific disorders. If it is not stated on the
website, then it is not available currently
and not in the planning stages. However
if you would like to send an e mail
registering an interest, it will be recorded
and considered when we are making
decisions about future developments.
www.pgd.org.uk

Funding
We can apply to PCTs for funding on
behalf of the couples. Couples are
unlikely to obtain funding if:

• they have living unaffected children
• female BMI over 30

The current cost of a cycle is around
£6,500 (inclusive of drugs)

The Centre for Preimplantation Genetic
Diagnosis, Guy’s & St Thomas
Foundation Trust – an update
Alison Lashwood

AR and AD conditions using PGH

Cystic fibrosis –any mutation Spinal muscular atrophy

Herlitz junctional epidermolysis bullosa
(LAMA3 and LAMB3 genes)

Myotonic dystrophy

Huntington disease including linkage
exclusion

Partial lipodystrophy

Von Hippel Lindau

Sickle cell disease (HbSS/HbSC)

X Linked conditions using PGH include:

Duchenne and Becker muscular dystrophy Haemophilia A

Fragile X syndrome Alport syndrome

Chromosome rearrangements using FISH include:

Reciprocal translocations (assessed
individually)

Robertsonian translocations

Deletion 22q Inversions (assessed individually)

Other rearrangements considered on an
individual basis

X linked conditions using FISH for embryo sexing include:

Hunter syndrome Choroideraemia

Wiskott Aldridge syndrome Adrenoleucodystrophy

X linked hydrocepahlus Pelizaeus-Merzbacher disease

Non genetic conditions include:

Recurrent molar pregnancy

Our PGD centre has now been offering a clinical service for 10 years, over which time we have
performed nearly 600 cycles, making us the largest and most successful unit in the UK. We have
UK CPA accredited laboratories, and our Assisted Conception Unit is ISO 9001 certificated. As
most of you will know following the introduction of preimplantation genetic haplotyping (PGH) in
June 2006, we have introduced a number of new conditions for which we can offer PGD. We felt
that this is an appropriate time to provide you with an update of the service.

Following embryo biopsy, whole genome amplification is applied with subsequent PCR of the
required genomic region of interest. This approach allows us to perform conventional DNA based
haplotype analysis using multiplexed linkage markers. PGH has proven to be a robust and
straightforward approach, with only 6% of families turned away because of lack of informative
markers or available family members, and, despite a high allele drop-out rate, 87% of embryos
tested can be accurately diagnosed. This has resulted in an ongoing pregnancy rate of 33.3%
per ET, with a particularly high success rate (45.5% per ET) for carriers of DMD. We now perform
single blastocyst transfers where appropriate, in an effort to reduce the twin rate after PGD.

PGD is now available for:
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Referrals
Our current waiting time for a first PGD
appointment is about 4 weeks. Our
acceptance criteria include the
requirement that all couples have been
seen by their local genetics service.

If you would like to refer a couple please
send all referrals to Alison Lashwood,
Clinical Genetics, 7th Floor Borough
Wing, Guys Hospital, London, SE1 9RT. If
referrals are sent elsewhere there may be
a delay in offering your patient an
appointment. Please include:

• the names and DOBs of both partners;
• relevant molecular/cytogenetic reports;
• a brief reproductive history.

We will generally require DNA samples to
be available from the parents of the at-
risk partner (HD exclusion) and parents
and affected child (CF, EB and DMD) for
linkage analysis. Some couples will not be
informative on linkage.

Success of treatment
Please refer to table below. Due to the
extremely poor outcome in women of 40
and over in the last two years, we have
altered our criteria for accepting couples
for treatment. We have had no
pregnancies in women over 40 in the last
2 years and therefore feel that it is unfair
to offer a service with virtually a zero
chance of success. As it takes many
months to prepare PGD for a couple our
cut off for accepting couples for
treatment is a female age of less than 39
years.

Success rates of 585 cycles 1997- 2008

Cycles started 585
Cycles to embryo transfer 398 (68%)
Clinical pregnancy per egg collection 27 %
Clinical pregnancy per embryo transfer 35 %

Live-birth rate per couple (1.8 cycles) 31%

Please do contact us you have any
further queries about our PGD service.

Contacts:
Alison Lashwood, Consultant Nurse in
Genetics & PGD
Frances Flinter, Consultant Clinical
Geneticist.
Sarah Ross & Sara Levene, Genetic
Counsellors
Clinical Genetics, 7th Floor, Borough
Wing, Guy’s Hospital, London, SE1 9RT

020 7188 1364/1379

Gift Aid
and the
BSHG

Nora Shannon, Treasurer, BSHG

For the last 2 years the BSHG has ended
the financial year with a deficit. This has
largely been a result of the altered pricing
structure for our September meeting,
which was one of our main sources of
income in the past. Alternative venues
have been explored but we have not
been able to find one with sufficient
space.

As a result we have been looking at other
ways to maximise our income, stabilise
our finances and provide a more secure
footing on which to move the society and
its constituent groups forward. We are
keen to avoid raising the subscriptions if
at all possible.

As a registered charity, Gift Aid would
allow us to claim back 28p for every £1 of
subscription from individuals who are UK
taxpayers. The form only needs to be
signed once to allow us to claim the
money. Verbal consent can also be
accepted if we follow it up with a
confirmatory letter.

This does not affect those who also fill in
the professional fees box on their tax
return.

We are currently seeking specialist advice
about the Gift Aid rules and confirming
that we will qualify. If we proceed we will
be chasing the membership (in the nicest
possible way!) to complete a Gift Aid
form. This money will benefit both the
BSHG and your constituent society and
can be backdated by 6 years.

Wouldn’t you like the societies to get an
extra £12.60 on your £45 subscription for
only your signature? Alternatively, you
could let HM Revenue and Customs keep
the money…



Orphanet, the European portal for
genetic and other rare diseases, has
launched a new website, now available
at www.orpha.net. The new website is
a customised portal providing a
multitude of services, all available from
the homepage. Orphanet has been
enhanced with new information about
the listed diseases including details of
prevalence, mode of inheritance and
genetics. Links to databases and
projects such as Swiss-Prot, Hugo,
EuroGentest and relevant PubMed
publications are now just a click away.
As well as searching by disease name,
you can now also search by gene or
clinical sign. The orphan drugs section
has been enriched to provide
information on the stage of
development for any particular
molecule from the moment it receives
EMEA orphan designation until its
market authorisation in Europe. The
website now provides access to the list
of ongoing clinical trials – a service
strongly requested by patients.

Finally, navigation of the new site has
been simplified to adequately guide
first-time users – a growing part of the
website’s visitors as the word of
Orphanet spreads. The portal is fully
accessible to visually and physically
impaired users.

For more information on Orphanet,
please contact Emma Gillaspy (0161
276 3203,
emma.gillaspy@cmmc.nhs.uk).

Orphanet in numbers
Content of the database
5,200 diseases
1,233 clinical laboratories offering
testing for 1,504 diseases
2,003 research laboratories conducting
4,198 projects on 2,040 diseases
742 clinical trials
283 registries

3,092 expert clinics
1,739 patients’ organisations
10,302 professionals
521 drugs with an indication for a rare
disease

Statistics
20,000 daily visitors
From 170 countries
35% are patients and families
50% are health professionals
15% are teachers, students and media

Organisation
Orphanet is run by a consortium of
national teams based in Austria,
Belgium, Bulgaria, Croatia, Cyprus,
Czech Republic, Denmark, Estonia,
Finland, France, Germany, Greece,
Hungary, Ireland, Israel, Italy, Latvia,
Lebanon, Lithuania, Luxembourg,
Malta, Morocco, Netherlands, Norway,
Poland, Portugal, Romania, Serbia,
Slovakia, Slovenia, Spain, Sweden,
Switzerland, Tunisia, Turkey and United
Kingdom. The consortium is
coordinated by the French team. The
Orphanet UK & Ireland team is based
in the University of Manchester at
Nowgen – A Centre for Genetics in
Healthcare.

Orphanet launches a new version
of its website
Emma Gillaspy, Nowgen, Manchester

Funding
Orphanet was established in 1997 by
the French Ministry of Health (Direction
Générale de la Santé) and the INSERM
(Institut National de la Santé et de la
Recherche Médicale). Both agencies
are still funding the core project. The
European Commission is funding the
encyclopaedia and the collection of
data in European countries (since 2000
DG Public Health and Consumers
Protection grants No S12.305098;
S12.324970; SPC.2002269; 2003220;
2006119 and since 2004 DG Research
grant No LSSM-CT-2004-503246;
FP6-512148; LSHB-CT-2006-08933).

Other sponsors are also funding
Orphanet services:

The French Muscular Dystrophy
Association (Association Française
contre les Myopathies; AFM) sponsors
OrphaNews France. The French
pharmaceutical companies association
(Les Entreprises du Médicament;
LEEM) sponsors the development of
the OrphanXchange database and the
collection of orphan drugs data.
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The SGPPH held its Spring Conference
on genetic susceptibility testing on 8 May
2008 at the Birmingham Education
Centre. Scientific progress particularly in
the area of genome wide association
(GWA) studies has resulted in the
development of an increasing number of
tests for genetic susceptibility to various
diseases (including common complex
diseases) and a concomitant rise in
companies providing this service both
direct-to-public and direct-to-consumer.
Scientific and technical progress is
outstripping policy and there is a need to
understand the uses to which data from
GWA studies may be put and the clinical
utility of susceptibility testing, in order to
attempt to manage the transition from
research to more general use and to
inform guidelines/regulations.

The programme consisted of
complementary scientific and policy
sessions. Presentations and discussions
in the scientific session identified the
scientific progress being made in the area
of susceptibility tests and their clinical
significance reviewing recent scientific
advances in genetic susceptibility testing
in breast cancer, Type II diabetes, and
Alzheimer’s disease. Presentations and
discussion during the policy session gave
an overview of companies which provide
susceptibility tests, regulations relating to
direct-to-consumer tests and the policy
implications of susceptibility testing. The
broad conclusions of the meeting were
that, data from GWA studies can inform
us about individual susceptibility to
various diseases and also contribute to
our understanding of the biology of
diseases. This subsequently allows for the
development of better screening
mechanisms and therapeutic strategies.
Many companies are already beginning to
offer genome scans and tests for genetic
susceptibility and their operating practices
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vary widely. Companies offering these
tests would benefit from clear policy and
regulation and this would benefit
consumers and other stakeholders (e.g.
public health services etc). The challenges
posed by genetic susceptibility testing are
wider than the need for reassurance
about the clinical validity and utility of
testing. By placing responsibility upon the
consumer for proactively managing their
future health, genetic susceptibility tests
have the potential to change the nature of
preventative medicine and may ultimately
require a reformulation of existing public
health services.

Details of speakers and affiliations
Dr Paul Pharoah, Cancer Research UK
Senior Clinical Research Fellow,
Strangeways Laboratory, Cambridge,
speaking on: "Low-penetrance
susceptibility to breast cancer: the clinical
significance"

Professor Tim Frayling, Associate
Professor, Genetics of Complex Traits,
Peninsula Medical School, Exeter,
speaking on: "Finding the common
genetic variation that influences type 2
diabetes and body mass index"

Professor Julie Williams, Professor of
Neuropsychological Genetics, Department
of Psychological Medicine, Cardiff
University speaking on: “Genetic
susceptibility testing and Alzheimer’s
Disease”

Dr Christine Patch, Human Genetics
Commission and Consultant Genetic
Counsellor, Guys Hospital, London,
speaking on: "Direct to consumer genetic
testing"

Dr Helen Wallace, Executive Director,
GeneWatch UK, Buxton, Derbyshire,

Society for Genomics Policy and
Population Health Spring
Conference
Alison Hall

speaking on: "Genomic revolution or
marketing scam?"

Dr Marcus Benz, CEO, GATC Biotech
Constance, Germany, (provider of DNA
sequencing services and bioinformatics
software) speaking on: “Genetic
susceptibility testing: the perspective of
industry””

Forthcoming meetings:

BSHG Conference
(15 - 17 September 2008,
University of York)
Plenary session to be hosted by SGPPH on
15 September 2008

Building on the issues explored during the
Spring Conference, this session will review
the scientific progress in susceptibility testing
and explore clinical, policy and regulatory
implications.

3rd AGM 2008
6 November School of Oriental &
African Studies, London

A one-day meeting which will examine the
issues surrounding screening for genetic
abnormalities. Speakers will be confirmed
later.

For further details on these meetings or
to find out more about the Society and
how to join please look at our website:
www.sgpph.org



We have recently identified mutations in the
Pericentrin gene in a group of patients with
a clinical diagnosis of Seckel syndrome and
microcephalic osteodysplastic primary
dwarfism. We would like to extend these
studies and are looking to recruit cases
with the following inclusion criteria:

1. Head circumference < -4sd and Height
< -4sd

2. The molecular basis of growth failure is
unknown

Our information and consent forms can be
downloaded from:-
http://www.hgu.mrc.ac.uk/Users/Andrew.J
ackson/researchforms.html.

Reference tables of height/OFC standard
deviations are also available at this link.

We are also continuing work to identify
further genes for this group of disorders, in
collaboration with Penny Jeggo and Mark
O’Driscoll, Brighton.

As part of this work, we can offer
Pericentrin gene sequencing and also
cellular testing for ATR signalling defects,
which are associated with Seckel
syndrome.

Contact: Dr Andrew Jackson, MRC Senior
Clinical Fellow/Hon Consultant Clinical
Geneticist, MRC Human Genetics Unit,
Western General Hospital, Edinburgh EH4
2XU

Tel: 0131 332 2471
Email: andrew.jackson@hgu.mrc.ac.uk

Notice Board
Call for patients:
microcephalic
dwarfism

Research into Rett Syndrome
- ‘A descriptive study of the Rett
disorder throughout life’

Rett Syndrome is a severe neurodevelopmental disorder that is usually caused by
mutations in the X-linked gene, methyl-CpG binding protein 2 (MECP2); it is one of
the most common genetic causes of mental retardation in girls.

The British Isles Rett Syndrome Survey (BIRSS) has been an ongoing project since
1982. It is currently housed at the Institute of Medical Genetics at Cardiff University
under the supervision of Prof. Angus Clark in collaboration with Dr Hayley Archer.
The Survey is managed by Anna Jaworska with funding provided by the Rett
Syndrome Association UK.

The heart of the project is a national register of people who have been diagnosed
with Rett Syndrome on clinical grounds, with or without molecular confirmation. We
also gather information about those with related disorders, such as MECP2
mutations but atypical features or those with mutations at other loci (such as
CDKL5). For each individual, comprehensive and longitudinal data are stored to
indicate their health and the severity of the condition.

We aim to recruit for our research as many patients with Rett Syndrome in the British
Isles as possible. We would therefore be extremely grateful for the assistance of all
clinical geneticists to help us contact the families of patients with diagnosed Rett
Syndrome. If you think you could help us, please contact Anna Jaworska at the
address below and we will be happy to send you an electronic and/or hard copy of
the BIRRS information sheet and my contact details for you to pass on to any
interested families. We would then be able to invite them to take part in the study by
completing our questionnaire.

Please contact: Anna Jaworska, The British Isles Rett Syndrome Survey Coordinator,

Institute of Medical Genetics, Cardiff University, Heath Park Campus, Cardiff CF14
4XN

tel: 029 2074 3929 email: jaworskaa@cardiff.ac.uk
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Free trial online
access to Human
Molecular
Genetics.

Oxford Journals are offering a free online
trial subscription to Human Molecular
Genetics (HMG). You can access online
articles, from past issues to current, until
15 August 2008, with no obligation to
purchase in the future. Visit
http://www.oxfordjournals.org/page/3218/4
for instructions on how to activate a trial.

45 new members were elected to the
British Society for Human Genetics in
September:

Miss Silvana Abdulla (Molecular Genetics)
Dr Nervana Abou-Zeid (Cytogenetics)
Miss Elizabeth Alexander (Cytogenetics)
Miss Laura Bennett (Genetic Counsellors
& Cancer Genetics)
Mr William Henry Beckett (Genetic
Counsellors)
Miss Fiona Jane Bergin (Cytogenetics)
Miss Frances Bond (Molecular Genetics)
Miss Jennifer Carter (Cytogenetics)
Miss Rachel Louise Coleman (Molecular
Genetics)
Dr Abigail Collins (Clinical Genetics)
Dr Christina Ringmann Fagerberg
(Clinical Genetics)
Dr Una Louise Fairbrother (Genetic
Counsellors)
Miss Gemma Leigh Forsyth
(Cytogenetics)
Prof Anne-Marie Gerdes (Clinical
Genetics & Cancer Genetics)
Dr Emma Elizabeth Gillaspy (Molecular
Genetics)
Dr Kristen Hadfield (Cancer Genetics)
Miss Georgina Hall (Cytogenetics)
Miss Rana Hussein (Molecular Genetics)
Miss Catherine Ibata (Genetic
Counsellors & Cancer Genetics)
Prof Shunichiro Izumi (Clinical Genetics)
Miss Rupinder Jassi (Genetic
Counsellors)
Ms Akane Kondo (Clinical Genetics)
Dr Lotte Krogh (Cytogenetics and Cancer
Genetics)
Dr Anjana Kulkarni (Clinical Genetics &
Cancer Genetics)
Miss Ayshe Latif (Cancer Genetics)
Ms Anna Lehmann (Genetic Counsellors)
Miss Elizabeth Little (Cytogenetics)
Ms Stacey McFarlane (Cytogenetics)
Miss Athalie Melville (Genetic
Counsellors)
Miss Alison Mills (Cytogenetics)

Miss Hannah Musgrave (Genetic
Counsellors)
Miss Remi Christine Oke (Cytogenetics)
Miss Amanda Jane Price (Cytogenetics)
Miss Joanne Ramsay (Molecular
Genetics)
Dr Kirsten Rasmussen (Clinical Genetics)
Ms Stella Robertson (Genetic Counsellors
& Cancer Genetics)
Miss Maria Kate Sedlmeier (Cytogenetics)
Mrs Olivera Spasic-Boskovic
(Cytogenetics)
Ms Beverley Sian Speight (Genetic
Counsellors)
Miss Ashleigh Steele (Cytogenetics)
Dr Helen Swalwell (Molecular Genetics)
Dr Ana Lisa Taylor Tavares (Clinical
Genetics & Cancer Genetics)
Dr Fiona Ulph (Genetic Counsellors)
Mrs Julie Ann White (Genetic
Counsellors)
Miss Ruth Helen Young (Cytogenetics)

Welcome to new
members
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British Society for
Human Genetics –
Annual General Meeting

Monday 15 September 2008 at 17:30 at
the British Human Genetics Conference
to be held at the University of York

AGENDA
1. Chairman’s Report
2. General Secretary’s Report
3. Treasurer’s Report
4. Conference Organiser’s Report
5. Communications
6. Any other business

If there are any matters which members
wish to raise would they please send
them to the General Secretary, Prof
Diana Eccles, Wessex Clinical Genetics
Service, Princess Anne Hospital, Coxford
Road, Southampton. SO16 5YA Tel:
023 8079 4162 Fax: 023 8079 4346
email: de1@soton.ac.uk by Monday 4
August 2008.
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TRAVEL
AWARDS

Conference Reports

American Society of Human Genetics,
San Diego, 23-27 October 2007
Jacqueline Eason

This was my first experience of a large
international meeting and also my first
experience of the United States. The
meeting was held in the San Diego
convention centre, which, in common with
most things in America, was absolutely
huge, making comfortable shoes a must!
One of the major themes of the meeting
was Genome Wide Association Studies
(GWAS) and the results presented included
studies on hypertension, Crohn disease,
coronary artery disease, and Alzheimer
disease amongst others. There were
interesting presentations on the
utility/limitations of these types of studies,
the need for replication and to consider the
characteristics of the populations/controls
studied. Overall, the standard of
presentations at the meeting was excellent;
from an educational perspective I found the
session on the causes of autism and the
session on pathways of brain development
particularly useful.

The sheer size of the meeting means that
the abstract booklet can be overwhelming.
However, the meeting was well organised
and had a good mix of scientific and
clinical presentations. The sheer number
and variety of posters was also impressive,
and they were well organised, making it
easy to find those that were of interest.

The Annual Meeting of the American
Association for Cancer Research, San
Diego, 12-16 April 2008 - Jon Strefford,
Southampton
After the usual flight delays and lost
luggage, I arrived in sunny San Diego on
the 11th April, for the 2008 annual meeting
of the American Association for Cancer
Research (AACR). You can supersize

anything in the USA; indeed you often do
not have much choice. This includes the
meeting, which can only be described as
BIG; 12,000 delegates with more than
7000 abstracts. In addition to quantity,
there is also considerable quality, with
many of the most well-known cancer
researchers from around the globe
presenting their exciting novel findings.

The meeting began with the opportunity for
the AACR to congratulation and reward
outstanding contributions to cancer
research. The team of researchers from the
University of California San Francisco,
including Donna Albertson and Dan Pinkel,
were acknowledge with the AACR Team
Science Award for the conception,
technical development, dissemination and
pioneering application of comparative
genomic hybridization (CGH) and array
CGH, a technique familiar to our
cytogenetics community.

As with everything, cancer research has its
fashions. This years ‘black’ was definitely
the aberrant expression of microRNA
sequences in human cancer, culminating
with a presentation from Carlos Croce,
from Ohio State University. Professor Croce
was one of the first researchers to identify
microRNAs as targets of genomic
alteration, postulating the microRNA 15a
and 16-1 are the target of the
del(13q)(14.3) found in approximately 50%
of patients with chronic lymphocytic
leukaemia. The expression of these small
non-coding RNA molecules correlate with
several aspect of clinical management, and
may be introduced into the diagnostic
professions in the future.

Although relatively underrepresented, the
UK did play a part in the meeting
programme. The Cancer Genomics session
included Michael Stratton, from the Sanger

How to apply for Travel Awards
The Travel Award is for current members
(who have been a member of the Society
for at least one year) and for travel to
overseas conferences, meetings, etc. There
are NO travel awards available to attend
UK based conferences, etc.

It is highly unlikely that retrospective awards
will be given.

Applications should be sent to Mrs Ruth
Cole, the Society’s Administrator in
Birmingham. There is no set form but
please give as much information as
possible and if you have submitted or had
an abstract accepted please enclose a
copy (it will be treated in strict confidence)
indicating whether it is spoken or poster.

Priority will be given to young investigators
presenting results at major meetings.

Applications should state the benefit to the
applicant of receiving a travel award and
clearly explain the part which the applicant
played in the work. Another award cannot
be granted to a successful applicant for
three years. A small review committee has
been formed to review applications for
these awards. There are four DEADLINES a
year for applications:

1 January 1 April
1 July 1 October

The successful applicant will be expected
to write a report for the BSHG bulletin and
may be asked to present the work at one
of the Society’s meetings.
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Centre, presenting state-of-the-art
approaches to sequencing the cancer
genome, while Paul Pharoah, from the
University of Cambridge, presented his
data on the genetic susceptibility to breast
cancer.

All in all, a very worthwhile journey, with
generous support from the BSHG. The real
strength of the AACR Annual Meeting is
that it allows an individual to see their
research in the context of cancer research
in general, and would therefore be very
relevant to postgraduate students
approaching completion of their thesis.
However, if you prefer a focused and
intermit meeting, the AACR is certainly not
for you.

American Society for Cancer Research
(AACR) meeting, San Diego, 12-16 April
2008 - Kym Spencer, Liverpool
Women's Hospital

The AACR annual meeting attracts cancer
researchers from across the globe, and it
was easy to see why. More than 17,000
delegates attended to see the presentation
of over 6,000 abstracts over five days at a
conference centre that spans five city
blocks. But despite its size, the conference
was very well organised, even an online
itinerary planner was available in advance

so you could organise your time. I went to
present a poster about my trainee project
on Hodgkin Lymphoma, but also had the
opportunity to attend a variety of lectures
detailing new findings and techniques in
cancer research, as well as updates and
reviews on more established topics from
leading experts in the field. The
presentations were educational and all of
high quality, but the most striking aspect
was the passion with which they were
delivered.

I had the chance to see some of the sights
as well, including a boat trip around the
harbour and a visit to the world renowned
San Diego Zoo. Downtown San Diego is
packed with shops, restaurants and bars,
with Mexican fare a speciality, all served in
the usual enormous American portions of
course!

Overall, the conference gave me an insight
into work that is going on around the
world, as well as enabling me to present
my work to others. Both the conference
and San Diego are an experience I will
never forget, and one I would definitely
recommend.



The Newsletter of the
British Society for Human Genetics
Issue 39 June 2008

24
BSHG News

Forthcoming conferences, courses
and workshops

will focus on the beginnings of British clinical
genetics, its regional growth and
development of subspecialties.
Contact: Mrs Wendy Kutner, email:
w.kutner@ucl.ac.uk Tel: 020 7679 8106.

1st International Conference of The
Cyprus Society of Human Genetics:
3-4 October 2008
http://www.cshg.org.cy/eagek/page.php?pag
eID=33

Molecular Genetics for Genetic
Counsellors: 9 – 10 October, 2008
Venue: Nowgen, The Nowgen Centre, 29
Grafton Street, Manchester M13 9WU
Cost: £190.00
Contact: Dr Mark Leech Tel: 0161 276 3200,
email: mark.leech@cmmc.nhs.uk

Teaching Genetics Course: 9 October, 13
November, 11 December 2008,
Venue: Birmingham.
Contact: Dr Catherine Bennett,
Catherine.bennett@geneticseducation.nhs.uk
Register:
enquiries@geneticseducation.nhs.uk.

The 2nd Supporting Genetics Education
for Health Conference: Connecting
Evidence to Practice: 15 October 2008
Venue: ICC Birmingham.
Register online at
www.geneticseducation.nhs.uk.

Pharmacogenetics study day for clinical
geneticists: 16 October 2008
Venue: Manchester
Cost: £50
Contact: Bill Newman
William.newman@manchester.ac.uk 0161
276 6264

Molecular Genetics for Cytogeneticists:
13 – 14 November, 2008
Venue: Nowgen, The Nowgen Centre, 29
Grafton Street, Manchester M13 9WU
Cost: £190.00

Contact: Dr Mark Leech Tel: 0161 276 3200,
email: mark.leech@cmmc.nhs.uk

Joint BSHG / The Genetics Society One
Day meeting: Human Genetic Disease –
From Model Organism to the Clinic : 28
November 2008
Venue: Royal Society, Carlton House Terrace,
London
Further details will be made available at
www.genetics.org.uk

23rd International Conference of the
European Society for Philosophy of
Medicine and healthcare – Sources and
Perspectives of Bioethics: 19-22 August
2009
Venue: Tubingen, Germany
Contact: b.gordijn@efg.umcn.nl

XX International Congress of Genetics:
Understanding living systems: 12-17 July
2008
Venue: Berlin, Germany
Contact: email: info@geneticsberlin2008.com
website: www.geneticsberlin2008.com

XXII International Congress of the
European Society for Philosophy of
Medicine and Healthcare: European
Bioethics in a global context: 20-23
August 2008
Venue: Tartu, Estonia
Contact: Bert Gordijn, Secretary of the
ESPMH, Nijmegen, The Netherlands
email: b.gordijn@efg.umcn.nl

Bioinformatics for Cytogeneticists and
Molecular Geneticists: 9 – 10
September, 2008
Venue: Nowgen, The Nowgen Centre, 29
Grafton Street, Manchester M13 9WU
Cost: £200.00
Contact: Dr Mark Leech Tel: 0161 276 3200,
email: mark.leech@cmmc.nhs.uk

1st AnEUploidy Workshop: 12-14
September 2008
Venue: Geneva, Switzerland
Contact: www.aneuploidy.eu

British Human Genetics Conference: 15-
17 September 2008
Venue: University of York
Contact: British Society for Human Genetics,
Clinical Genetics Unit, Birmingham Women’s
Hospital, Edgbaston, Birmingham. B15 2TG
Tel: 0121 627 2634 Fax: 0121 623 6971
email: york2008@bshg.org.uk
website: http://www.bshg.org.uk

Witness Seminar: Clinical genetics in
Britain – origins and development: 23
September 2008
Venue: The Wellcome Trust, London
This meeting, organised by the Wellcome
Trust History of Twentieth Century Medicine
Group, chaired by Professor Martin Bobrow,

BSHG News Editors

Deadline for contributions for next
issue is Friday 3 October 2008

BSHG Editor: Dr Helen Middleton-Price
BSHG Executive Officer: Mrs Ruth Cole

Nowgen - A Centre for Genetics in
Healthcare, The Nowgen Centre, 29
Grafton Street, Manchester M13 9WU

Tel: 0161 276 6095
Fax: 0161 276 4058
Email: helen.middleton-price@cmmc.nhs.uk
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Welcome to the spring edition of the ACC
newsletter. Unfortunately as I write this, there
is a storm brewing and it has been grey and
dreary all day, begging the question can this
really be spring? Hopefully the wet weather
will have passed by the time this goes to
print and somehow my beans, which are
being unceremoniously chomped by the
resident snail population (noticeably absent
over the winter months planning their
invasion), will have survived.

The ACC Spring conference and joint
ACC/CMGS day appears to have been a
great success. Well done to all those
involved and a big thank you from all of us
for the effort that you extolled to ensure that
the conference was such a success. For
those of us unlucky enough to be unable to
attend, read one delegate’s view in the
following pages. For some however, the
allure of foreign travel is a little hard to resist
and when you can combine it with a
conference, life is perfect. Therefore we also
have a report back from the 39th
International Society of Paediatric Oncology
(SIOP) congress held in Mumbai, India.
Hopefully that will inspire some of you to
apply for a travel grant award – more details
can be found on the ACC website.

Whilst on the topic of awards, please don’t
forget that the closing date for the annual
ACC Research Project Grant Awards is fast
approaching.

Once again, thank you to all who have
contributed to this issue.

Amanda

Editorial

The 39th International Society of Paediatric Oncology (SIOP) Congress took place in
Mumbai in India in November 2007. Set at the National Centre for Performing Arts, the
meeting boasted a wonderful seafront location, attended by delegates from all countries,
and covered aspects of science, surgery, treatment, support and palliative care, psycho-
oncology, all aspects of nursing care, and the views of survivors. SIOP is the major
international organization concerned with cancer of young people, with a mission to
improve care of children throughout the world. It aims to bring together those concerned
with the care of young people with cancer, as well as to present a forum of the current
state of affairs, and to promote discussion of the way forward.

After gratefully securing sponsorship from the Candlelighter’s and Olympus, I traveled to
Mumbai with Sue Morgan and Rachel Hollis, nurses from St James’s in Leeds. Our
journey there was epic to say the least, with delayed flights, an unscheduled overnight
stay at London Heathrow, luggage showing up 3 days after we did, and arrival at our
hotel at 4.30am, exhausted and disorientated. Mumbai is a vibrant, colourful city of over
16 million people and no-one is ever completely alone. It’s a mix of sparkling new high-
rises and majestic colonial buildings, interspersed with pockets of real poverty and
sprawling shanty towns.

Striking yellow and black miniature 1960s Fiat taxis buzz around the town, squeezing into
the tiniest of gaps in the traffic and somehow reaching their destinations without breaking
down or injuring the passengers.

The conference lasted 6 days, beginning with pre-meeting educational events, followed
by 4 days of the main programme. Once all of our luggage finally arrived, we felt
sufficiently refreshed to experience the wealth of educational material available. My own
contribution to the meeting took the form of a poster created by my colleague, Lampros
Mavrogianis. This described some of the work we have been doing looking at the use of
a methylation specific MLPA kit to assess the methylation status of the MGMT gene in
glioblastomas with a view to treatment stratification. Patients with MGMT methylation
show an improved response to temozolomide and prolonged survival. This work has
continued in Leeds following the efforts of Kate Rankeillor and it is hoped that it will soon
become part of the diagnostic service.

I was also involved in the ‘What Colour is my Cancer’ project initiated by Sue Morgan.
This offered an opportunity for young people with cancer to look at their own cancer
samples down a microscope with the healthcare professionals involved in their diagnosis.
Sue presented the findings of the study at SIOP to a mixed audience of nurses and other
professionals. I chipped in with a brief cameo of my own experience with the project and
how it had helped me appreciate my role as a scientist.

One common thread throughout the meeting focused on cancer in developing countries
where resources are scarce. We learnt that survival rates for young people with cancer
differ dramatically between the developed and developing world. It was also striking to
hear that 1/4 of all children with cancer live in India and 1/4 live in China, and that survival
in these countries is still only 10-20%. On a positive note, we heard that survival rates are
improving and that models of care in the developed world are being adopted more and

Report from 2007 SIOP
meeting in Mumbai – a
scientist amongst nurses
Paul Roberts, Cytogenetics Department, St James’s Hospital, Leeds
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ACC Spring
Meeting 2008,
and the
winner is...

"'Twinning' arrangements involve close
co-operation between a hospital in a rich
country with one in a poorer country"

Neil Dixon, Cytogenetics, Barts and the
London NHS Trust

Rising star hopeful, Melissa Holloway,
accepts the outstanding contribution to
cytogenetics award on behalf of Denise
Rooney.

therapists, patients, parents and survivors
together in a unique forum in a setting that
reinforced the view that the fight against
cancer is a global one.

Outside of the conference, my own
highlights were the rich variety of smells,
sights and sounds, the company of my
colleagues, being offered a role in a
Bollywood movie (scouts were looking for
“decadent” westerners), the amazing
variety of food and drink and the feeling
that Mumbai is just a microcosm of an
exciting, energetic and fast developing
country with a watchful eye on its own
progress as well as its own traditions. The
low point was probably my decision to visit
the docks on my last day at 5.30am. The
docks themselves were quite an
experience, but the smell of fish oils stayed
with me for some days after I returned
home.

With thanks to Olympus and the Yorkshire
Candlelighter’s Trust for assistance with
funding.

This year the ACC Spring Conference was
held at the historic Albert Docks area in
Liverpool, and was historic in it’s own right as
well. The Merseyside Maritime Museum
played host to the ACC Conference, where
you could find artefacts dating from the 19th
Century (I mean in the museum, of course)
and this year also saw the first ever joint
ACC/CMGS Conference held at the
Liverpool University. Both Conferences
contained the usual high standard in terms of
areas covered and presentations given
ranging from FISH and CHiPS in acquired
disease, to an Irish perspective on common
trisomies, all the way to DECIPHER and
beyond. In amongst this were the usual
collection of trade stands (as well as one
from the ACC) and the Conference Dinner,
held in the wonderfully elaborate Victorian
Palm House in Sefton Park. With an awards
ceremony and open bar it proved to be a
magical night for all.

The opening day of the Conference saw us
welcomed by Peter Herring extolling the
virtues of being an NHS Foundation Trust as
well as comprehensive talks about increasing
throughput, achieving higher levels of
chromosome quality and standardisation of

more by developing countries. Examples of
“twinning” arrangements were discussed.
This involves a close co-operation between
a hospital in a rich country with one in a
poorer country with the aim of improving
patient care and survival times.

I attended several sessions on scientific
developments in cancer diagnosis and
treatment, including the emerging role of
epigenetics in understanding cancer
development and treatment. All types of
tumours and leukaemias were discussed,
and it is clear that our understanding of the
complex nature of cancer is becoming
more complete. With this comes a better
understanding of differences in prognosis
and why smarter and more
targeted/tailored therapies are the way
forward.

The conference was very well organised,
our hosts were extremely hospitable and
our brief time in Mumbai gave a hint of the
wonders of India. It was refreshing to see
that treating cancer in India and other
countries is improving, and it was
empowering to see that advances are very
much taking place on a worldwide front.
We were treated to some fine local music
and dance, and were moved by a
Bollywood style production put on for us by
a group of local young survivors. The great
strength of the meeting was the way it
brought nurses, doctors, scientists,
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laboratory procedures through the
introduction of mechanised systems. The
rest of the day was given over mainly to
acquired cytogenetic and molecular
cytogenetic talks. In particular the trainee
talks were precise and informative as was
the presentation of a new recurrent semi-
cryptic rearrangement presented by Mark
Sales from Dundee. It was also interesting to
learn about the extent to which genetic
analysis aids in the prognosis of uveal
melanoma. In the evening was the
Conference Dinner. This year the organisers
went for an “Oscars” style awards ceremony
with nominees in various categories. This
was well received by all, and mercifully the
acceptance speeches showed no similarity
to the ones given at the real Oscars. Music
and dancing ensued, with an interesting
conga towards the end, but the highlight of
the night for me was tapping a nail into John
Wolstenholme’s nose…….. with my bottle of
beer. Impressive.

On the second day we were treated to
excellent presentations from laboratories all
across the UK documenting their
experiences with arrays. Dr John Crolla
started us off by outlining the challenges that
face the integration of array technology into
the workplace and getting recognition in the
Government arena. We then heard an
update concerning free fetal DNA in maternal
serum and experimental testing using digital
PCR (K. Stergianou) and the progress being
made in X-linked intellectual disability where
difficult to detect duplications appear to be
prevalent (D J McMullan). Just before Lunch
Kim Smith gave us all something to think
about concerning the future career systems
that are being proposed; and Mandeep
Bahra from the newly formed MLC (replacing
the JLC) directed us to their part of the ACC
website and told of their attendance at
careers fairs across the UK, drumming up
support for Cytogenetics amongst today’s
youth. The trainee talks continued to impress

with presentations comparing array platforms
and yet further instances discussed where
array testing detected submicroscopic
abnormalities associated with phenotype.
Emma Grant was given the prize for best
trainee talk, and deservedly so, for her
investigations into patients with 22q deletions
and lymphodema, and the delineation of a
commonly deleted region.

The third day was jointly hosted, for the first
time, by the ACC and the CMGS. All of the
presentations were interesting with the
speakers from both disciplines taking care to
include some basic background information
for those from the other field. As a
cytogeneticist, I was certainly impressed with
Alison Skinner’s explanation of
pyrosequencing, even if I might have some
trouble reproducing it now. Data presented
by Jonathan Waters and Caroline Ogilvie on
QF-PCR in prenatal diagnosis was eagerly
received as was the ABL kinase resistance
profiling work performed by Davina
Clavering, with the only regrettable fact being
that there was no time available for questions
from the audience after each talk. The
afternoon array workshop had informative
presentations from Nicole de Leeuw and Joo
Wook Ahn that prompted good discussion.
The end of the day began with Nigel Carter
presenting almost a ‘how to’ guide to
DECIPHER and a brief glimpse into potential
future technologies, and finished with an
unsolved mystery very well strung out by
Morag Collinson which kept us guessing all
the way.

Overall all the sessions were very well chaired
and timekeeping was good. The quality of
presentations and venues and level of
organisation and professionalism is a credit
to the hard work put in by everyone involved
from the Cheshire and Merseyside Regional
Genetics Laboratories. Another success, and
the bar raised for Edinburgh in 2009.

You may be glad to know that the NHS
has signed up to the Open Access
Publisher BioMed Central (BMC)
(http://www.biomedcentral.com/home).
As a result, submissions from NHS
England to the growing library of BMC
journals should not incur the current £800
publication fee for 2008. Open Access
Publications from NHS teams can already
be viewed at
http://www.biomedcentral.com/inst/3745
6 while the first specific molecular
cytogenetic Open Access journal is about
to appear in the form of BMC Molecular
Cytogenetics
(http://www.molecularcytogenetics.org/).
The Editors in Chief are Thomas Liehr
from Jena, Lisa Shaffer from Seattle and
Yuri Yurov from Moscow.

Open Access papers are subject to the
same process of peer review as that
which applies to traditional publishing.
However, the advantages of Open Access
publishing are that:

1. Anyone with internet access can obtain
your work regardless of any decisions
your administrators may make about
whether or not to subscribe to a
particular journal.

2. Publication turn round times are
frequently rapid especially as work "in
press" is available in draft from as soon
as the paper is accepted.

The disadvantages are that:

1. Those in institutions that are not BMC
members have to pay to get published.

2. New titles have no or low Impact
Factors which are particularly important to
Universities as they count towards the
way in which they are assessed and

"It was interesting to learn about the extent
to which genetic analysis aids in the
prognosis of uveal melanoma"

Open
access
publishing
John Barber, BMC Molecular Cytogenetics
Board Member
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Sheffield: home of Sheffield Steel, major snooker events and of course the Sheffield
Bioincubator, venue for the “Paraffin section FISH: practice and application”
workshop. This study day was organised by Polly Talley, Neil Atkey and Mike Dyson of
the Sheffield Children’s Hospital on the 13 and 14 March this year. The emphasis was
on detection of HER2 amplification in breast cancer, but FISH detection of gene
amplification in other conditions, such as lymphomas and sarcomas where tissue
biopsies can be tested, was also discussed. Around 20-30% of breast cancer
tumours are positive for amplification and over-expression of HER2. FISH testing has
a role in confirming amplification when results of the primary histochemical tests are
equivocal. Patients so identified can benefit from herceptin therapy.

The workshop consisted of a good mixture of practical laboratory procedures and
informative background information on the conditions being tested. There was very
much emphasis on how we as cytogeneticists are part of the diagnostic process.

The Sheffield cytogeneticists routinely use a protocol that they have found to work
reliably and efficiently, with up to 99.8% success rate. Therefore they are well-placed
to pass on their expertise and experiences to other laboratories.

For us as course participants it provided an opportunity to experience the technique
for ourselves, and overcome some of the difficulties that are often experienced when
introducing a new technique. As well as getting to grips with the nitty-gritty of the
laboratory procedure, we were able to visualise the fruits of our labours at the
microscope. In all cases the results worked encouragingly well with the HER2 probe
supplied by Abbott/Vysis.

One of the interesting high points of the course was Dr Patricia Vergani’s
histopathology quiz, using electronic voting cards, which brought an added dimension
to audience participation. This and her lecture on morphology and structures in breast
cancer from the histopathologists’ perspective underlined the need for collaboration
between disciplines. Cytogeneticists are not generally well-versed in the morphology
of tissue sections. Equally, histopathologists are not necessarily aware of the special
circumstances surrounding chromosomal rearrangements. In his session on the
expected normal and abnormal signal patterns from FISH, Neil Atkey dealt with the
problems that can arise with interpretation of FISH probe signals in HER2 testing. Dr
Edna Maltby concluded the lectures of the workshop by relating how collaboration
between cytogeneticists, haematologists and histopathologists can result in a
beneficial symbiosis of expertise that would ultimately serve patients better.

It wasn’t all fun and games, however. There was also the serious business of eating,
drinking and socialising at one of the local Italian restaurants, courtesy of Roche
Diagnostics, another important high point. In all, Polly, Neil and Mike organised a very
useful, well-balanced workshop from which we, the participants, have derived useful
benefit.

funded. However, some open access
journals are beginning to acquire
respectable Impact Factors comparable
with established mainstream journals (e.g.
PLoS Genetics at 7.761 or BMC
Genomics at 4.029 compared with J Med
Genet at 5.087 for 2006) and a growing
number of UK Universities are signing up
as BMC members. In addition, an
increasing number of funding bodies are
requiring publication in open access
journals and their Impact Factors are
therefore likely to grow. in the future.

BMC Medical Genetics
(http://www.biomedcentral.com/bmcmed
genet/) and BMC Cell and Chromosome
(http://www.cellandchromosome.com/ho
me/) are already up and running and
related journals may be found via the
BMC home page above. As it is
becoming increasingly difficult to publish
single case reports, you may also be
interested in the BMC Journal of Medical
Case Reports
(http://www.jmedicalcasereports.com/).

Paraffin Section FISH: practice
and application
A report on the study day held on 13 March 2008
in Sheffield
David McManus, Belfast
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Suzanne McPhee, Chair of the Membership Liaison Committee, Glasgow

Membership Liaison Committee

The Membership Liaison Committee
(MLC) which was formed in 2007 was
created to represent all ACC members –
irrespective of job title. It is a standing
sub-committee of the ACC Council.
Members will usually serve a term of
office of 3 years or for the duration of a
specified project. As with all other sub-
committees of the ACC, a Chair and
Secretary are elected by the members of
the committee. The position of Chair will
rotate on an annual basis and this person
shall attend ACC Council meetings as a
co-opted member (therefore without
voting rights). At present five out of the
six MLC members are also elected ACC
council members so also attend council
as individuals. It should be stressed that
the MLC is not just a new name for the
Junior Liaison committee (JLC) and you
do not need to be an elected member of
council to join the committee.

The role of the MLC is to communicate
information to the membership as well as
offering support. To reflect this we are
broad-minded, flexible and interested in
all aspects affecting members. Many
important issues are discussed at
Council, many of which will have an
impact on the profession. There is also an
MLC representative on the Education and
training committee (ETC).

One of our latest projects was to promote
the role and function of the ACC and
MLC to non members. To achieve this the
MLC carried out a census of ACC
members and as a result of this census
had a promotional stand at this year’s
spring conference in Liverpool and
designed a flyer promoting the ACC and
the role of the new MLC. These were
distributed at the conference and were

also sent out to every lab in the country
via our network of laboratory contacts.
This network is important as it is used to
disseminate information relevant to the
profession that has been agreed by
council and to gather information and
opinions from the membership for
council. A big thank you to all our
laboratory contacts who help us carry out
our tasks in each UK laboratory. A current
list of ACC members is maintained.

More recently an MLC talk has been
added to the annual ACC training course
to introduce new trainees to the role of
the ACC and the MLC. Sessions have
also been organised at conferences to
assist with clarification of training and
professional issues. With the introduction
of CPD and KSF we have designed a
portfolio format for maintaining CPD
records, this is available on the ACC
website.

Another issue we have dealt with is
registration. There is now a sample
registration portfolio available on the ACC
website and this was compiled by the
MLC. The aim is to get this sample
portfolio on the ACS (Association for
Clinical Scientist) website in the near
future. Currently we are in the process of
making a welcome pack for new ACC
council members.

The MLC also promotes the profession to
external bodies and have recently
completed a cytogenetics job profile for
the University careers departments in the
UK. An alternative profile has been written
for the government Department for
Children, Schools and Families (DCSF)
Connexions jobs4uwebsites.

Representatives from the MLC have
attended a number of careers fairs to
promote our profession to university
students and school leavers.

Recently a presentation was given to 2nd
years Genetics students at Glasgow
University, to promote cytogenetics as a
possible career.

Anyone who wishes to express opinions,
questions or concerns should contact
their MLC representative.

You can contact any member of the MLC
either through the ACC website,
www.cytogenetics.org.uk or through your
lab contact.

Feel free to contact us anytime. We look
forward to hearing from you!
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ACC Council will be offering ACC Research
Project Grants again this year

To recap, all grades of staff are eligible to
apply for awards. Awards will be between
£1K and £10K within any one year.
Applications for recurrent awards to include
years 2 and 3 will also be considered but will
be subject to a review process at the end of
each year.

There is no requirement for linkage to a
higher degree or qualification as part of
higher specialist training, but such a link
should be indicated in the application, and
will be taken into consideration. Awards with
clearly identifiable and measurable
outcomes will be given priority.

Details of successful applicants will be
published in the ACC Newsletter and
awardees will be expected to provide written
reports for the Newsletter and to present at
ACC Scientific meetings if and when
appropriate.

It is recognised that the sums of money
involved are not large. The capital cost of
small items of equipment and consumables
together with courses, training visits to other
centres will be considered. Funding
requests to support salaries or backfill will
be given low priority.

Heads of Departments will be circulated
shortly by email and a copy of the
application form with the necessary
supporting information will be placed on the
ACC website. Deadline for applications will
be early July.

Jonathan Waters (Chair, ACC Research
Project Grants), NEL Regional Cytogenetics
Laboratory, Gt Ormond St Hospital, London

Email: waterj@gosh.nhs.uk

(At time of going to print the final closing
date was not known. Ed)

ACC
Research
Project
Grants 2008

ACC News Editors

Deadline for contributions for next
issue is Friday 3 October 2008

Amanda Dixon-McIver
Medical Oncology, Queen Mary
and Westfield College, Charterhouse
Square, London EC1M 6BQ
Tel: 020 7882 6152
email: amanda.dixon-mciver@cancer.org.uk

Simon McCullough
Medical Genetics
Belfast City Hospital, Lisburn Road,
Belfast BT9 7AB
email: simon.mccullough@belfasttrust.hscni.net

Watch this space for
ACC Council news in
the next issue
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Welcome to the AGNC section of
the BSHG news. Once again
thank you to all those members
who have sent in articles and
pictures. I could always do with
more so please consider writing
an article for the next edition or
let us know about a good study
day or conference that you have
attended.

In this edition we hear about an
exciting new initiative to support
health professional educators in
teaching genetics. There is an
update from the Education Board
and the AGNC committee. We
are also happy to include a
tribute to a greatly respected
Genetic Counsellor on her
retirement.

Enjoy your section and I hope it
may encourage some of you to
make a contribution next time.

With best wishes

Ann Kershaw

In its work to integrate relevant genetics education into all levels of health professional
education and training, the NHS National Genetics Education and Development Centre
has discussed the teaching of genetics concepts with educators from the university
setting and those in non-genetics clinical practice. Many of these educators have
reported low confidence in teaching genetics, citing a lack of clinical experience of
genetic conditions, few patient stories and insufficient interactive teaching tools as the
cause. To address the needs of genetics educators across the UK, the Centre has
established its ‘Supporting Genetics Educators’ programme.

Central to this project is a team of regional Genetics Education Facilitators; genetic
counsellors with an interest in education who will be seconded to the Centre for two days
per week. They will be responsible for developing clinical scenarios and educational
resources as well as running teaching sessions and workshops with genetics educators in
their region. It is hoped that these regional roles will further strengthen the links between
higher education institutions, the Regional Genetics Centres and the NHS National
Genetics Education and Development Centre.

The Centre has so far recruited facilitators to cover the South-West of England, the
Midlands, London and the South-East, East Anglia, and the North-West while it is
anticipated that facilitators for Scotland and Wales will be appointed shortly.

Through regional support, resources and training, the Centre will assist educators in
providing genetics education and training that is relevant to role, clinically appropriate and
patient-focused.

For more information contact Rob Newton, Education Development Specialist
(robert.newton@geneticseducation.nhs.uk)

Editorial

Robert Newton, Birmingham

The NHS National Genetics Education and Development Centre’s ‘Supporting Genetics
Educators’ team: Rob Newton, Sarah Downing, Kate Mathieson, Anaar Sajoo,
Jessica Shearn and Nicola Drury
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Genetic
Counsellor
Registration
Board (GCRB)
Patricia Finnemore, Principal Genetic
Counsellor, Southampton

population of over two million!! The other
half of the service was based at the
Birmingham Women’s Hospital.

Jo has achieved so much during her
appointment but I should mention her
particular interest in Huntington’s disease
and how she has contributed enormously
to the service provided to these families.

Jo has always had an interest in teaching
and education and came to genetics with
a teaching qualification in addition to her
nursing and midwifery experience. She
has had the role of Senior Genetic
Education Specialist for 5 years and is a
Principle Genetic Counsellor.

One of Jo’s finest hours must have been
when her book “Genetics in practice. A
Clinical Approach for Healthcare
Practitioners” was completed and
published in 2007.

We wish Jo a happy and fulfilling
retirement and remember Jo retirement is
all about doing nothing without the fear
of being caught!

New Board Administrator
The administration has transferred from
Guys to Southampton. The new
administrator is Maureen Taylor 02380
794268 maureen.taylor@suht.swest.nhs.uk
Full address on the AGNC website.

Thanks to Eileen Bowley for her efficient
service for the past two years.

Congratulations to the following who
registered January 2008.
Sarah Downing
Nicola Drury
Ruth Lumsden
Christopher Platt
Keri Roberts
Margaretha Van Mourik

Assessor and mentor training days
The next training days are in Manchester.
Monday 9 June 2008 is for new assessors
and Tuesday 10 June 2008 for mentors.
There is a maximum of 20 places for each
day. Travel and accommodation are
funded by the AGNC. Details from
jan.moore@worcspct.nhs.uk

New and refresher assessor training days in
London are planned for October/November

Annual registration in September
The Grandfather Clause has expired and in
future applications for new registrations will
be accepted annually, in September. The
fee will be £300.

Renewal of Registration in March
Contrary to the information currently on the
AGNC website, renewal of registration will
take place once a year, in March. This is
for Genetic Counsellors who have been
registered 5 years.

The Board will write to Registered Genetic
Counsellors in the September before their

When someone retires it is a very special
occasion as it is the culmination of a
career. It is very sad to be saying
goodbye to Jo after 22 years of working
in the West Midlands Regional Clinical
Genetics Service and 40 years in the
NHS.

The West Midlands Regional Genetics
Service will be a much emptier place
without her and it will be difficult for her
successor to live up to her extraordinarily
high standards, commitment and energy.

When Jo joined the Clinical Genetics
Service there were two laboratories in the
West Midlands and she was based at
East Birmingham Hospital, now the
Heartlands Hospital, where Professor
Hulten headed one of the laboratories. Jo
was appointed by Professor Hulten
before her consultant, Dr Carole
McKeown, was even appointed. They
were based in the tiny gatehouse which
had a grand opening performed by Victor
McKusick. Their service covered a

Jo Haydon – goodbye
tension, hello pension!
Rose Cullen, Birmingham
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renewal is due, so please keep us
informed of your current address.

The requirements for renewal include
evidence of

• 1500 hours work as a GC in the five
years since registration

• 30 hours CPD per year in those five
years, irrespective of the hours worked.
50% must be external

The renewal fee is £100

Web site
A GCRB website is under development
and should be ready by the end of the
year, with redesigned and streamlined
Guidelines under a new logo.

Feedback
The GCRB is interested in your views and
suggestions.

Please contact
patricia.finnemore@suht.swest.nhs.uk or
any Board member

left to right – Mandy Barry, Carolyn Owen,
Jen Wiggins, Mark Longmuir, Fiona
Robson, Gilly Bromilow, Georgie Hall, Jan
Birch, Kathy Barnes & Lauren Kerzin-
Storrar (Thanks to Vicki Wiles for
photography!)

Topics of discussion included possible
funding for new trainee posts, the future
role of the Training Panel and the vast
amount of work leading to the imminent
publication of the comprehensive report on
UK Registration of Overseas Genetic
Counsellors. The Career Structure Group
are looking for new members to work on
reviewing and extending the 2005
document and the GCSRG will by now
have submitted a first draft of the
application on behalf of the Genetic
Counsellor profession to join to the Health
Profession’s Council (HPC).

Much of the overlapping work highlighted
was in areas which might have impact on
the profession’s application to join to the
HPC, including the need to clearly define
routes of entry into the GC profession, also
the need to review any published
documents relating to employment to
ensure compliance with new legislation.

The GCRB are planning to re-design the
current registration guidelines by the end of
2008. The aim is to make them easier to
understand for new applicants. They will

also consider the points previously raised
around clarity of entry level criteria.

Following this any related documents will
be revised and updated in accordance with
the new guidelines to ensure consistency.
All older versions of revised documents will
be archived.

Much of the work presented by both the
GCRB and the other working groups will
have moved on to the next level by the
time this edition of the newsletter is
published. However full reports from all
working groups at the joint meeting can be
found on the AGNC Website along with up
further to date news.

Recent Committee Elections
Three members of the current Committee
will be standing down this September.
AGNC Chair Mandy Barry will have
completed her term of office and sadly
Vicki Wiles and Jan Birch will not be
standing for re-election. As the AGM is
being held at Spring Meeting in May, the
voting papers for the election for 3 new
committee members have been sent out
with a final return date of 14 May. Although
results are not available at time of going to
press we hope to announce the election
results at Spring Meeting.

We were very pleased at the interest
shown by the membership and the receipt
of 8 nominations for committee members.
Details of the newly elected Committee
members will be published on the website
and circulated via the Regional
Representatives for those who were unable
to attend Spring Meeting. The three new
members will be invited to the June
Committee Meeting to provide an induction
and for orientation into the current ongoing
work of the Committee,

The AGNC Committee
Jan Birch, Liverpool



The new members will formally take their
place on the Committee at the AGNC
business meeting at BSHG Conference in
York.

Department of Health 18 Week Referral
to Treatment (RTT) Pathway
Many AGNC members have expressed
concern about the implications of the
introduction of the DH 18 Week RTT
Pathway when applied to Clinical Genetics
Services. The Committee share these
concerns and have recently written to the
DH to highlight the potential for an adverse
effect on patient care. The main concern is
that quality of care might be compromised
should patient pathways be amended to
comply with adherence to 18 week RTT
rather than being based on the clinical
considerations of the best way to approach
the care of the individual patient or family.

Another meeting is planned in the near
future of the Genetic Counsellor
Manager/Team Leader Group and 18 Week
RTT is expected to feature high on the
agenda.

The Committee hope that we will be able
to enter into discussions with the DH on
the interpretation of definitions when
applied to patients using our services and
will keep the membership informed of any
developments.

Finally…….
As always, the committee are really keen to
hear members’ views on 18 Week RTT or
on any issues affecting Genetic
Counsellors. Please do get in touch with
any of us via your Regional Representative
(contact details on the website) or
individually if you have anything you would
like to raise or feedback.
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Guess the
Genetic
Counsellor
Any idea who these two are?

The figure under the wig in the last
edition was your Editor in the
Departmental Pantomime.

AGNC News Editor

Deadline for contributions for next
issue is Friday 3 October 2008

AGNC Editor:
Ann Kershaw

Department of Clinical Genetics
Box 134, Addenbrooke’s Hospital,
Hills Road, Cambridge, CB2 2QQ

Te: 01223 256134
Fax: 01223 217054
Ann.kershaw@addenbrookes.nhs.uk



Editorial - a time of
opportunity and challenge

Letter from
the President
Alan Fryer, Liverpool

Can I begin by thanking everyone who
came to the Spring meeting in Liverpool
in March and to the Dysmorphology Club
the day before. The feedback I have had
suggests that the meeting was a success
and was greatly enjoyed by our Dutch
colleagues. The initial plan for future
meetings is that we will meet in London
next year and have another joint meeting
with the Dutch in Amsterdam in 2010.
There were a good number of colleagues
from other European countries attending
as well which really added to the scientific
and social content of the meeting and
illustrates the desire and need for
clinicians to have meetings to discuss
clinical issues which are sometimes lost in
large scientific meetings.

The minutes of the AGM summarise many
of the current issues facing the Society.
Helen, Trevor and I mentioned the
problem of developing knowledge-based
assessment and no doubt this will be
concentrating our minds over the next
few months.

As I indicated at the AGM we hope to
have the first winner of our international
scholarship attending the 2009 spring
meeting. The application form is on the
website and I have asked that applicants
apply by September. If you have contacts
overseas who you feel might benefit from
this opportunity, please encourage them
to apply.

Congratulations to Frances Flinter on her
election as Vice-President and she will
take over from me as President after next
year’s AGM. We also welcome Elizabeth
Rosser as our new general secretary. I
would again like to take the opportunity
to pay tribute to Helen Kingston for the
excellent job she did as secretary – she is
a pleasure to work with and made life as

The title of my editorial was stimulated by the recent increasing media coverage
about all things genetic compared with the day to day reality of clinical service.
The technological developments that allow relatively rapid sequencing of whole
human genomes, for decreasing cost, are amazing- the recent publication of
James Watson’s sequence particularly captured the public eye. In contrast, the
same week I was working on a proposal that we needed to increase our use of
NF1 mutation testing and worrying about the cost. Our lab also sent an email
saying they had now set up the MLPA kit which picks up the known
microdeletion syndromes including NF1. Finally there was the exciting news
from Moorfields Eye Hospital that some patients in their gene therapy study for
Lebers congenital amaurosis were showing visual improvement.

So where does this leave Clinical Genetics as a specialty? There is no doubt
that we need to be increasingly well trained scientifically. It is therefore good to
see very positive trainee feedback from the recent ‘Fundamentals of Clinical
Genetics’ course that Helen Firth organised. The challenge comes that in the
Trainee’s column Lily Islam highlights the varying study leave allocations across
the UK.

In his column, Alan keeps us updated with developments at National level and
much of this discussion is around our changing role. An initial reaction to
technical developments like the microdeletion kit is ‘So what do we do now?’…
but of course on reflection our role will be just as essential in making sure the
results fit with the clinical picture and through multi-centre studies to learn about
the natural history. These are things we have an excellent track record in. For
other developments, some will see us taking on new roles whilst for others we
act in an educational and support role. I see pharmacogenetics in the latter
category and Bill Newman has provided us with a useful update in this area.
With regard to clinical trials, there are conditions where we are best placed to
do this. It was good to see one of the two recent publications in the NEJM on
using sirolimus (rapamycin) for tuberous sclerosis came from the UK.

To meet these demands we are going to need to keep expanding and further
developing sub-specialisation. Expansion depends on recruitment and we have
very positive feedback from the AGM of the Student Physicians Society which
BHGS sponsored. Ian Ellis was their guest speaker and is clearly a good
salesman. We also now have more national sub-specialty groups and the
recently formed paediatric neurogenetics club is obviously filling an unmet need.

As ever in this column I would like to thank Alan and CGS council for all their
efforts on our behalf. Particular thanks this time to Alan and the programme
organisers for the recent Liverpool meeting. It was voted a huge success and
joining with our Dutch counterparts added a further dimension.

Sue Huson
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“There are a number of IT systems in place
across the country, and few interface
consistently with hospital patient activity
systems”

consultation when there is information
giving rather than information gathering.
This would be the point where the clock
stops, even if information that is given is
not definitive. Questions are still to be
answered about infrequent clinics and
delays created whilst obtaining
information about relatives (particularly in
cancer referrals but others as well).

Now for an update on revalidation. I went
to a meeting in April called by Dr Ian
Starke, the new lead on this for the RCP.
A lot of the other medical specialties were
represented. The GMC has produced a
draft document of standards for re-
licensing which went out for consultation.
Basically this framework is based on the
GMC publication “Good Medical Care”
and they divided the standards into four
domains – (a) knowledge, skills and
performance, (b) safety and quality, (c)
communication, partnership and
teamwork and (d) maintaining trust. These
are the standards that should be
expected of any doctor. The framework
seemed basically satisfactory and I
understand that following the consultation
process a revised version is expected to
be produced in May or June but will not
be fundamentally different from the
original draft. This will provide the basis
for “relicensing” as a doctor. Licenses will
be distributed in the first three months of
next year. At this point in time the
document gives possible sources of
evidence that may inform this
process(multi-source feedback, patient
satisfaction questionnaires, records of
complaints and adverse incidents, CPD,
evidence of appropriate immunisation if
performing invasive procedures, evidence
of audit) although some aspects of
practice will be difficult to confirm without
case note review or peer review. There is
no indication as to what would constitute
unsatisfactory performance.

From our perspective the other aspect of
revalidation is “recertification” as a
specialist in clinical genetics. This will
clearly concentrate on the knowledge,
skills and attitudes expected of a clinical
geneticist and we will probably have to
come up with specialty-specific standards
or specialty criteria applied to generic
standards. The annual appraisal will be
the vehicle for both relicensing and
recertification.

One matter is clear, there has to be a
distinction between job planning and the
revalidation appraisal process. In the
current climate the job planning process
may begin to include “performance
indicators” from a Trust perspective. In
my appraisal this year I was asked about
how one might assess performance in
clinical genetics – the context being that
the Trust board had been informally
looking at the gynaecologists and there
was a huge range in “output” (as
measured by how much income they
generated for the Trust) between
consultants with similar contracts.
Whatever we might think about this kind
of “performance indicator” it is not a
measure of whether a person is a good
doctor or suitably skilled specialist. The
clinician who sees four families in a clinic
may be equally as good as a colleague
who sees five (and possibly more
thorough). Of course the job planning
process may inform the appraisal and
vice-versa but the two processes are
different.

It is planned that there will be more
meetings organised of all the specialist
society leads over the next 12 months as
the RCP seeks to move the process
forward and I will keep you informed of
developments.

President much easier for me. We will
need to appoint a new treasurer later this
year. Trevor has indicated his desire to
hand on the cheque book and he will be
taking over the chairmanship of the Joint
Committee in January next year. We also
agreed at the AGM that we would
establish an academic sub-committee
chaired by an academic vice-president
and at the time of writing we await the
outcome of the call for nominations for
that post.

The lead clinicians group met in April in
Nottingham. Michael Wright took our
proposals for how we count activity to
GENCAG and this generated discussion
and members were asked to feedback.
So far we have not heard that any
conclusions have been reached. There
has been no movement on payment by
results in relation to a national tariff,
though the Department of Health has
published another indicative tariff on its
website (£515 for first appointment and
£164 for follow up.) A variety of local
tariffs will probably be negotiated. IT
systems were further discussed – there
are a number of systems in place across
the country and few interface consistently
with hospital patient activity systems.
There seemed a general view that we
should have our data on hospital PAS
systems. The National Reference Lab in
Manchester are seeking to develop an
Output Based Specification for a clinical
genetics IT system but this has been put
on hold – the good news is that we finally
secured the formal interest of Connecting
for Health (CfH) for this project. The bad
news is that getting a meeting with CfH
has delayed the start. I understand that a
meeting in May is the earliest achievable.

The 18 week target creates specific
problems for us. We believe it is
reasonable to regard treatment as the first
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The impact of
pharmacogenetics on
clinical genetics
Bill Newman, Manchester

Since Arno Motulsky reported in 1957 on a predisposition to haemolytic anaemia in
some American soldiers treated for malaria with primaquine, there have been many
claims that pharmacogenetics would revolutionise medicine and allow tailoring of
medication on a personalised level that would lead to more effective and less toxic
treatment. Clearly, safer prescribing is required with adverse drug reactions
accounting for over 6% of hospital admissions in the UK. Of course, the majority of
these adverse reactions can be explained by inappropriate dosing, non adherence or
polypharmacy (too many drugs interacting with each other), but pharmacogenetics
may have a role too.

Most drugs are still prescribed on a one dose fits all approach not taking into account
weight, height, body surface area. Is it likely that we are suddenly going to start using
pharmacogenetic tests to tailor prescription more accurately? Well an appetite is
emerging already, especially in the UK. Thiopurine methyltransferase (TPMT) is an
important enzyme in the conversion of azathioprine and 6-mercaptopurine to their
active metabolites. These drugs are used extensively as immunosuppressants in a
number of medical disciplines, gastroenterology, rheumatology, transplant medicine
and oncology. When exposed to standard doses of thiopurines, individuals deficient in
TPMT are at a high risk of neutropenia and subsequent sepsis. TPMT levels can be
measured directly through a red blood cell enzyme level or by genotyping for 3
common variantswhich account for ~90% of low/absent activity alleles.

In the UK, in 2000 approximately 1,000 TPMT enzyme tests per year were being
performed on patients either prior to treatment or following an adverse reaction. By
2007 this number had increased to >22,000 tests per year. A number of factors has
driven this increased uptake. Professional societies including the British Association of
Dermatologists and British Society of Rheumatology have published guidelines on the
management of patients on azathioprine and have recommended the use of TPMT
testing prior to prescription. However, genetic testing to identify TPMT deficient
individuals is only restricted to individuals who may have undergone a recent blood
transfusion. Further knowledge about the utility of TPMT testing will emerge later this
year from our own DH funded Pharmacogenetics study (TARGET) which finished
recruiting at Christmas and is a randomised controlled study comparing TPMT
genotyping to standard care. So up to now most pharmacogenetic testing in the UK
has involved biochemistry based tests e.g. pseudocholinesterase deficiency. This is all
about to change. Abacavir is an anti-retroviral agent used for HIV treatment.
Individuals with the HLA-B*5701 variant are at significantly increased risk of a
hypersensitivity reaction. A major randomised controlled trial (PREDICT) was
undertaken and has recently demonstrated a significant reduction in adverse reactions
if testing is adopted (Mallal et al, 2008).

Recent work has also indicated that breast cancer patients with low CYP2D6 enzyme
activity secondary to functional polymorphisms in CYP2D6 have an earlier time to
disease recurrence and worse overall survival (Goetz et al, 2007). Especially relevant
to geneticists is our finding that patients with familial breast cancer also have a worse
outcome on tamoxifen if they are CYP2D6 deficient.

The latest edition of the RCP “Consultant
Physicians working with patients” is about
to be published. This is an important
document to refer to - it describes the
services we undertake and the workload
and activity expected of a consultant. The
Clinical Genetics section was revised by
Sue Holder and myself but was largely
based on the previous version written by
Sally Davies. You will be gratified to know
that I received an e-mail from the college
saying that “Mike (Mike Cheshire, the
college Clinical Vice-President) was so
impressed it acted as the common
template for the rest of the specialty
submissions”. This is a credit to Sally
and her predecessors who wrote the
previous editions. Once again Clinical
Genetics is influential and ahead of the
field! We need to stay that way – clinical
medicine is changing more rapidly than
ever, notably with technological advances
increasing the sensitivity of genomic
investigation. How do we stay influential
– not just for ourselves and our trainees
but for the benefit of our patients? Some
of the by-words being used at the end of
the Spring Conference were “be
embedded in general medicine” and
“keep flexible”. There are challenging but
exciting times ahead.
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The Food and Drug Administration has
already turned their attention to
pharmacogenetics, setting guidance for
pharmaceutical companies in their
licensing submissions. In addition, a
number of drugs have had their labelling
altered to indicate the relevance of
pharmacogenetic testing e.g. UGT1A1
and irinotecan, warfarin and CYP2C9,
TPMT and azathioprine.

So is this all relevant to clinical
geneticists? It is most unlikely that
geneticists will see themselves offering
clinics for pharmacogenetic testing.
However, many geneticists already see
families predisposed to adverse drug
reactions either due to acute porphyria or
long QT syndrome. Geneticists could
have a role to provide training to other
health care professionals. Understanding
the principles of inheritance, variable
expression, reduced penetrance etc are
all skills that can be extrapolated to
pharmacogenetics. Clearly, there may be
opportunities for molecular diagnostic
laboratories to provide services (Munir
Pirmohammed, DoH Chair of
pharmacogenetics at the University of
Liverpool recently addressed the Spring
CMGS meeting). Clinicians and
counsellors should be able to work to
support the laboratories as they develop
interests in non-traditional testing areas.
Importantly, pharmacogenetic tests may
provide surrogate information about
disease susceptibility and it is vital that
clinical geneticists are aware of this and
able to contribute to the development of
this exciting, albeit not so new, area of
genetics.

References:
Mallal S et al. HLA-B*5701 screening for
hypersensitivity to abacavir.

N Engl J Med. 2008 Feb 7;358(6):568-79.

Goetz MP et al. The impact of
cytochrome P450 2D6 metabolism in
women receiving adjuvant tamoxifen.
Breast Cancer Res Treat. 2007
Jan;101(1):113-21.

If you want to know more about PGx:

Pharmacogenetics study day for
clinical geneticists
Thursday 16 October, 2008
Manchester
£50 per person includes lunch

A day designed to cover the clinical and
scientific fundamentals of
pharmacogenetics.
What clinical genetics trainees and
consultants need to know.
Implications for service, training and
research.

Contact Bill Newman for details or to
reserve a place
William.newman@manchester.ac.uk or
0161 276 6264

CPD accredited

“Many geneticists already see families
predisposed to adverse drug reactions either
due to acute porphyria or long QT
syndrome”
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5. Lead Clinicians Group: This group
continues to meet and particular thanks
go to Carol Gardiner as the current
convenor of the group and Michael
Wright as CGS GENCAG representative.
An away day funded by CGS was held in
November 2007 and a detailed account
of that meeting has been published in the
recent newsletter. Another meeting is
planned for April 2008, to review
progress and consider a number of other
pressing issues, including the 18 week
target and possible national tariff for
PbR. Helen Stewart was thanked for
liaising about PbR on our behalf.

6. International activities update:

• At BSHG council last May, Rob Elles
described a visit to India with the
intention of championing what UK
Genetics has to offer. This was largely
a commercial venture. A BSHG
International interest group has been
established. Many CGS members
already have a lot of contacts
overseas.

• A CGS initiative has been to develop an
international scholarship which allows a
geneticist from a developing centre to
come to the CGS Conference and
spend a week in a UK centre/centres.
The application procedure will be in
place for next year’s meeting. The
application form is on the website with
a closing date of September. Members
were asked to inform any of their
contacts who might benefit from this.
The scheme is also being publicised
through other websites: RCP, RCPCH
and Human Genetics Societies, notably
ASHG, ESHG, African, Indian,
Australasian and Latin American
Societies.

7. Trainee issues: Trainee representatives
were thanked for their input into Council

business and Sue Holder was thanked
for her work as manpower representative.
The first “fundamentals of genetics”
course, underwritten by the Society, took
place in Cambridge in January 2008. This
proved very successful and Helen Firth
was thanked for organising this.

8. Knowledge based assessment: Helen
Kingston represented CGS at a meeting
between the Federation of Royal
Colleges MRCPUK team and
representatives from small medical
specialty Societies at RCP London in
January. The process of setting up KBA
exams is complex and expensive and is
currently not financially viable for small
Specialties like ours. However, our
specialty may be disadvantaged by not
having an exit exam, when most other
major specialties do so. This issue will be
a major consideration for CGS and the
SAC in the next 12 months.

9. Proposed changes to the CGS
Constitution: Amendments to the
constitution proposed by Council were
presented and accepted. The amended
Constitution will be posted on the
website.

10. Proposal for an Academic sub-
committee: The President put forward a
proposal to establish a Clinical Genetics
Academic sub-committee, accountable
to CGS and chaired by an elected CGS
Academic Vice-President. The need for
such a sub-committee, its remit and
membership was discussed. With the
approval of the Society, this will be taken
forward by Council and an election for
Academic Vice-President arranged.

11. Thanks: On behalf of the Society, the
President thanked Sue Huson for editing
the CGS Newsletter, Angela Brady for her

The minutes of the previous AGM held on
15 March 2007 were approved.

President‘s report
The President summarised some of the
main activities of the Society over the last
12 months, many of which have been
reported in the CGS section of the BSHG
newsletter.

1. Liaison with other organisations:
Throughout the year CGS Council has
submitted reports/responses and
contributed to the activities of various
organisations – notably BSHG and the
RCP and have provided support for
research and service development bids.
BSHG plans to appoint a Chief
Executive, which will benefit CGS as well
as the umbrella organisation.

2. Revalidation sub-committee: This new
sub-committee met again in November
2007 and a report has been published in
the newsletter. Work on revalidation is
ongoing with the RCP, London.

3. Clinical Governance sub-committee:
This sub-committee has produced a
report on “Guidelines for guidelines”,
which will appear shortly on the website.
The sub-committee plans to circulate a
questionnaire to the membership about
the genetic management of
haemochromatosis.

4. CGS Working Party: The Prenatal
Genetics working party chaired by Peter
Turnpenny, with membership from CGS,
British Maternal and Fetal Medicine
Society and RCOG, has produced a
report which has been ratified by Council.
Once approved by the other bodies, the
report will be added to the website and a
summary will appear in the newsletter.
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role as regional rep co-ordinator, Karen
Temple as retiring Vice-President, Helen
Kingston as retiring General Secretary
and Ruth Cole and Eileen Connop in the
BSHG Office.

General Secretary’s report
1. The President was thanked for his
report, his leadership and all the work he
has done on behalf of the Society during
his first year as President.

2. Membership of the Society stands at
452. Eleven new members were admitted
during 2007-2008. Their names were
presented to and accepted by the
Society and they were welcomed as new
CGS members.

3. Important elections to Council took
place this year and congratulations were
extended to all successful applicants.
Frances Flinter was elected Vice-
President for 2008, to become President
in 2009. Elisabeth Rosser was elected
unopposed as General Secretary and
accepted unanimously by the Society.
Dorothy Trump, Sarah Smithson and
Emma Hobson were elected as new
Council members for 2008-2011.
Jacqueline Eason became a new trainee
representative member of Council during
2007 and was also welcomed.

4. Thanks were extended to retiring
Council members Paul Brennan and
Peter Lunt for their considerable input
into Council activities during the last
three years. Special thanks were given to
Karen Temple on completion of her term
as Vice-President, for having been an
inspirational past President.

5. Co-opted Council members were
thanked for their involvement during the
year. Special thanks to Shane McKee for
all his work on developing the website

and to Adam Shaw for taking over the
website management.

6. Sahar Mansour, Alice Brooks, Lyn
Greenhalgh and Elizabeth Sweeney
were thanked for organising such an
excellent programme and venue for the
Conference.

7. Special thanks were given to Ruth
Cole, Eileen Connop and Margaret
Lynock for their dedication in making the
conference run smoothly and for all their
greatly appreciated work on behalf of the
Society during the year.

Treasurer’s report
The accounts were presented and
accepted by the membership. Full
accounts may be obtained from the
Treasurer.
Summary:
The balance of funds as of April 5th
2007: £52,369.
Expenditure as of end of February 2008:
£39,910.
Income from membership subscriptions
for 2007/08: £6,375.
Conference income/expenditure not yet
finalised.
Increased expenditure 2007/08: Lead
Clinicians meeting, Council Away Day
Working Parties, Genetics Course and
contribution to NOWGEN guidelines
clearing house

Conference Organiser’s report
Joint Dutch/UK CGS Spring
Conference 2008
This year was the inaugural joint spring
Conference with the Clinical Geneticists
from the Netherlands. It was held in the
beautiful, newly renovated, St George’s
Hall in this year’s City of Culture –
Liverpool. There was an excellent turn
out with 252 people attending this two
day meeting (67 from the Netherlands,

10 from other European countries). We
had approx ten sponsors and overall,
despite the expense of the venue, we
should break even.
Next year will be a one day conference in
London but we are hoping that the 2010
spring conference will be held in
Amsterdam.

There were no items under Any Other
Business and the meeting was closed.

The next AGM will be held during the
CGS Conference in March 2009.

116 members attended the AGM.



The Newsletter of the
British Society for Human Genetics
Issue 38 June 2008

41
CGS News

A short
word from
the trainees

National clinical
genetics evening for
students

Lily Islam, Great Ormond Street Rajinder Singh, Student Physicians Society

The Student Physicians Society was created in October 2007, with the support of
the Royal College of Physicians and the Royal College of Paediatrics and Child
Health. On 20th February 2008 at the University of Liverpool we held our first Annual
National Clinical Genetics Evening for students. The evening was fully supported and
funded by the British Society for Human Genetics. There was an impressive
attendance with over 80 students from across the country turning up for the event.
The aims of the evening were to raise awareness, generate enthusiasm and provide
an insight into a career in Clinical Genetics.

Dr Ian Ellis from Alder Hey Children’s Hospital had kindly agreed to speak at the
event. His first talk, ‘Ethical Issues in Genetics – Whose DNA is it anyway?’ raised
many challenging ethical scenarios which stimulated a lively discussion that everyone
thoroughly enjoyed. Dr Ellis’s second talk, ‘Clinical Genetics: Art or Science? - A
career to consider’, was extremely useful as it focused on career pathway
progression and advise which was tailored specifically for medical undergraduates.

In addition to the lectures and discussion, attendees were all provided with a full
buffet dinner which was available from 5:30pm onwards. Attendees who were also
members of the society were given certificates bearing Dr Ellis’s signature and the
logo of the British Society for Human Genetics.

On behalf of the Student Physicians Society, I would like to thank the British Society
for Human Genetics and Mrs Ruth Cole in particular, without whom this event would
never have taken place. It is my sincere hope that next academic year we will be able
to host a similar event on a much larger scale.

Rajinder Singh co-president and co-founder of the Student Physicians Society

Student_Physicians_Society@hotmail.co.uk

www.studentphysicians.co.uk

Many of the trainees have had a chance to
meet up with each other over recent months,
at various courses and meetings. The new
Fundamentals of Clinical Genetics course
was well received, with comments that the
course was equally suited to junior and to
more experienced trainees. The new London
counselling course also took place recently
and offered a welcome chance to reflect on
practice in a safe and friendly environment.

Trainees also had the chance to compare
notes at the CGS conference in Liverpool.
One idea suggested there by Chirag Patel
(Birmingham) was the formation of a junior
society as a forum for expressing trainee
opinions about service and education -
watch this space.

Following your concerns about study leave, I
presented a survey to CGS Council
highlighting the regional lottery in trainee
allowances. Many of you have experienced
significant budget cuts. Allowances are
extremely variable and in some cases do not
even cover the costs of mandatory
educational activities. The SAC, on which our
representative is Esther Kinning (Leicester), is
also aware of the problem. Council
suggested that your department might agree
to cover travel expenses to Dysmorphology
Club. Final year SpRs also reported varying
comments at PYA about which courses are
considered mandatory. We hope this will be
clarified by the SAC. If you are affected by
further cuts in your study leave budget,
please let us know.

I'd like to welcome Jacqueline Eason
(Nottingham) who has been elected as the
other CGS Council trainee representative.
She and I are keen to hear about other
issues you would like raised with Council.
You can contact us on lislam@doctors.org.uk
or jacqueline.eason@nuh.nhs.uk, or speak to
us at Dysmorphology Club.
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By the time you read this we will have
just held the 4th meeting of the UK
Neurogenetics Club (NGC), an evolving
forum providing an exciting opportunity
for clinical geneticists, paediatric
radiologists and paediatric neurologists
to discuss neurogenetic cases. The NGC
is developing into a very useful working
and educational platform for the
presentation of both ‘knowns’ and
‘unknowns’, and will hopefully also serve
as an important resource for research. A
further meeting is planned for the end of
2008/beginning of 2009. For details,
please email Yanick Crow, Meriel
McEntagart and Daniela Pilz:
(yanickcrow@mac.com,
Meriel.McEntagart@stgeorges.nhs.uk;
Daniela.Pilz@CardiffandVale.wales.nhs.uk)

The neurofibromatosis (NF) association of
Ireland invites BSHG members to the next
European NF meeting which, in parallel
sessions will provide education and
information for families, health
professionals and scientists. There is a
two day scientific meeting with an
international panel of invited speakers,
presentation of selected abstracts and a
poster session. Alongside this there is a
‘Lay Group seminar’ for families from all
over Europe. The conference will end with
a joint session for health professionals
and families.

For more information go to
www.nfaireland.ie.

Closing date for abstract: 1 July 2008.

Meeting
announcement

13th European
Neurofibromatosis Meeting
30 October – 2 November
2008
Killarney, Co Kerry

Yanick Crow, Leeds

UK
Neurogenetics
Club

CGS News Editor

Deadline for contributions for next
issue is Friday 3 October 2008

Dr Susan Huson

Department of Clinical Genetics, St
Mary’s Hospital (SM2), Hathersage
Road, Manchester M13 0JH

Email: Susan.huson@cmmc.nhs.uk

Tel: 0161 276 5152



Editorial

A mixed bag of items this month, beginning with Mo MacDonald’s report back
from the alternative splicing workshop in Montpellier. The application of such
investigations in a diagnostic setting is not unrealistic. A couple of years ago I
was trying to establish the likely pathogenicity of a CFTR missense change; one
of the people whose advice I sought was Franco Pagani of Trieste and he, rather
than putting the sequence change into a computer algorithm, put it into a mini-
gene and sent me back an answer. Good trick, if you can do it!

Training remains high on the agenda, I am glad to say, and we welcome the new
Northern Regional Trainer, Nicky Wolstenholme, who is known to many of us (a
polite way of saying she’s been around a while!). We also have a little risk
calculation problem to exercise those little grey cells!

As we go to press, the Genetic Information Nondiscrimination Act (GINA) has
been passed by the House of Representatives in the United States, having
previously been passed by the Senate. This now makes it unlawful for insurance
companies to increase premiums or even request a DNA test. A knock-on effect
will be to make it easier to recruit people to drug trials, more than hinting at the
might of the pharmaceutical lobby in Washington!

Closer to home, we have all received (if not read) the Progress Review of Our
Inheritance, Our Future; Realising the potential of genetics in the NHS –
otherwise known as the White Paper. Never was there a document less
surprising in its content – did we really expect it to say: “It was a big mistake; the
money could have been better spent on a nuclear submarine”? No, I’m glad to
say the Progress Review reads quite favourably and backs are patted all round.

Lord Genome is back at his trusty Remington (typewriter, that is, not shotgun)
and has sent an apparently verbatim report from the ‘Genomics and Medicine’
Select Committee. Methinks he should have taken his other Remington.

Finally, I am delighted I was able to attend the retirement party of Professor
Jean-Jacques Cassiman, where I ran into a number of people I haven’t seen for
many years. Jean-Jacques’ accomplishments are well-known and in diverse
fields – his roles in disproving the claims of many Louis XVI’s ‘descendants’ and
in identifying the bone collection at Ekaterinburg as those of Tsar Nikolai II and
his family are amongst his more high-profile activities and are not to detract from
his more serious academic achievements. As someone whose notion of
retirement is taking 5 minutes longer for his coffee break, J-J’s retirement is a
relative one. I’m sure we all wish him well.

Martin Schwarz

Alternative splicing
and disease:
symposium and
workshop, 18 - 23
February 2008,
Montpellier, France.

Moira MacDonald, All Wales Medical
Genetics Service, Cardiff

This was the first time that Eurasnet
(European Commission funded Network
of Excellence) had held a symposium and
workshop on alternative splicing and, as
such, it was at times a little chaotic.
However, as a complete novice in this
field of analysis, I left armed with a
number of useful techniques, which, I
believe, could be fairly readily set up in a
diagnostic setting.

The first day was a series of
presentations which aimed at conveying
the complexity of the machinery by which
a cell determines which of the many
potential splice sites should be used in
order to get a correctly spliced and
biologically functional protein. This
comes down to a very intricate and often
unique combination of elements; a
balancing act between positive and
negative: snRNPs, SR-proteins, ESE, ISE
vs. hnRNP’s, ESS and ISS – even the
speed at which Pol II can read a
particular sequence (see Fig 1) – a sort of
‘battle it out and see who wins’ to
determine if a potential splice site
becomes a biologically used splice site. It
was quite mind blowing and served most
of all to illustrate that in silico prediction,
although improving, would only really be
useful in a minority of cases (most of
these programs are based on SR protein
motifs only). Eurasnet, in conjunction with
Didier Aubeuf are currently seeking to
improve the splice prediction algorithms
and also pull all the in silico analysis tools
into one site. Once developed this should
prove extremely useful (www.fast-
db.com).
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From the perspective of a clinical scientist
in a diagnostic laboratory, the construction
of hybrid mini-genes: a vector containing
the sequence change of interest and its
surrounding exonic and intronic flanking
sequences, seemed to be the most
practical way of analysing our sequence
changes. The ability to use human
genomic DNA is a real plus given that this
is more usually available (often the only
thing available) and most easily stored.
Also, given the limitations of reporting
times, the most potentially useful protocol
for the construction of these mini-genes
was that of the ‘gateway vector’
technology. Originally devised by
Invitrogen, this has subsequently been
modified in the laboratory of Stefan
Stamm, so that there is a single step
recombination between the vector and
PCR fragment of interest (simply requires
the addition of specific tag sequences to
your genome specific primers). This
unique specificity ensures desired
orientation of the recombined fragment in
the vector and essentially eliminates the
time-consuming need for enzymatic
digestion, gel extraction, ligation,
dephosphorylation and sequencing – this
literally was mini-gene construction in a
week. The presence of the CmR-ccdB
genes in the recombination site of the
vector means that non-recombinant
plasmids will kill the cell and therefore only
the recombinant ones will be selected.

It has been proposed that this vector be
made freely available through Eurasnet
and would simply require the ordering of
BP recombinase (Invitrogen) a good
polymerase (Pfx DNA polymerase
recommended) and primers with the
aatB1/attB2 tags (approximately 50 mers).
It is also proposed that a standard strain
of Hela cell are also offered as this can, on
occasions affect the performance of
certain gene fragments.

Figure 1: The complexity of the splicing machinery

Also presented here was some very interesting work by a number of laboratories
looking at using short antisense oligos (or morpholinos) to mask mutations affecting
splicing. Of particular interest was the work presented by Daniel Schumperli, using
modified U7snRNA (normally involved in processing histone RNA) to mask the
specific base changes in SMN2 which give rise to the splicing of exon 7 and thereby
convert the protein to SMN1 functionality. This looks to be an extremely promising
gene therapy as these U7snRNA’s appear to have no toxic side effects. (Ref: J
Marquis et al (2007) Molecular Therapy 15:1479-1486)

The remainder of the week (Tuesday-Saturday) was spent in the laboratory looking at
various different methods for examining the potential effect of a sequence change on
splicing. A number of the programmed experiments had to be cut – specifically the
‘in vitro splicing’ (due to the requirement for radio-isotope) and as it is impossible to
fit weeks of cloning experiments into 4 half days, a lot was done in true Blue Peter
style with ‘here’s some I prepared earlier’. We also had a mini-workshop by
Affymetrix on the potential uses of arrays for genome wide splicing analysis and a
slightly alarming presentation from Sigma on the requirement for good, thorough QC
of template DNA when looking at any quantitative real-time or array assays: - it
would seem that you can get very different results dependent on residual
contaminants from your DNA/RNA extraction processes! (Refs: Annals of
Biochemistry 2006 Apr 15; 351(2):308-10, Nature protocols 2006; 1(3):1559-82)
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“The phrase ‘variant of unknown
pathogenicity’ has never sat well with
scientists”

With standardisation and quality control
in mind it has been proposed that Sigma
develops a splicing assay kit, with all the
necessary reagents, plasmids and cell
lines. This is still at the proposal stage
and Heike Lehrmann
(heike.lehrmann@sial.com) would
welcome views and comments from the
diagnostic community. It would probably
take 2 years from initial development to
marketable product.

As a follow up to this workshop, I also
attended the one-day meeting in London
on 3 March: RNA splicing and Genetic
Diagnosis. At this meeting we discussed
techniques like northern blotting, RT-
PCR, mini-genes, in vitro splicing, the
problems associated with nonsense
mediated decay and general issues
around providing this analysis in a
diagnostic setting. There was a proposed
discussion at the end about defining
quality control for this type of analysis,
having SOPs for RNA extraction and
cDNA preparation; however, many in the
room thought that it was too early in the
game to be able to set these out.

An interesting proposal was that existing
mini-genes for some genes could be
shared amongst the community and
specifically those constructs known to
contain ESE or ESS elements – the idea
being that you could substitute your
sequence that you suspect of being an
ESE or ESS into the construct and
observe splicing – you could then do the
same with any sequence change.

An additional suggestion with respect to
all sequence screening, was that this
should cover, as a minimum for all exons,
5’; the conserved A of the branch site
extending to the most 5’ base of the
motif (-18 to -40) and a minimum of +10,
3’.

With the increasing ability to sequence
large chunks of the human genome, the
development of these techniques within
the diagnostic setting and the need for
good, well curated variant databases (for
both pathogenic and population data) is
going to become essential in providing
the best possible interpretation for the
patient. The phrase ‘variant of unknown
pathogenicity’ has never sat very well
with scientists, clinicians or patients.

I would just like to take this opportunity
to thank the CMGS for their assistance in
enabling me to attend the workshop – I
would recommend any future workshops
to any laboratory contemplating setting
up these techniques.
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A CF risk calculation
problem
David Cockburn, Leeds

This problem appears at first glance to be relatively straightforward, but when we tackled
it in our lab, we found it was less straightforward than expected!

We’d like therefore to share the problem with you. Please submit any solutions or further
queries to David Cockburn, Molecular Genetics Laboratory, Ashley Wing, St James’s
Hospital, Leeds (David.Cockburn@leedsth.nhs.uk).

III2 is affected with CF and is homozygous for the mutation p.Phe508del.

Carrier testing is requested in II2, and OLA testing reveals ‘no mutations detected’.

The CF OLA kit includes p.Phe508del in its repertoire. You may assume the kit detects
88% of mutations in the UK population, and that the carrier frequency of CF is 1 in 22.
No one else in the pedigree has been tested.

Quality Control is surely at the heart of all
diagnostic laboratory processes, but here is
a prime example of its absence. Heads of
Laboratories (particularly in the London
area) are exhorted to examine the stamps
their staff are using! A couple of bottles of
something or other nice might keep the
perpetrators anonymous.

Stamps
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The introduction of techniques to
determine SMN1 copy number allowed
carrier testing to be carried out for SMA;
however, it is known that there can be
more than one copy of SMN1 on a
chromosome. In an individual with two
copies of SMN1 we are usually unable to
establish whether the genes are present
on separate alleles and therefore the
residual carrier risk should be calculated.
Meta-analysis of the published data
determined that two copies of SMN1
were present on 3.8% of chromosomes
(Ogino, et al. 2004). Three subsequent
studies have been carried out and meta-
analysis of these studies together with
Ogino, et al. 2004 reduces the figure
slightly to 3.3% (Chan, et al. 2004, Chen,
et al. 2005 and Kao, et al. 2006).
Previous experience in carrier and
diagnostic testing suggested a possible
disparity between different ethnic groups
living in the UK in the number of
individuals with 2 copies of SMN1
present on one chromosome. To test this
hypothesis we used MLPA to establish
SMN1 copy number in two populations.
The first (control) population comprised
100 anonymised random individuals
drawn from referrals from the North East
and Yorkshire regions and the second
population consisted of 99 anonymised
individuals, referrals from the Yorkshire
region, thought to originate
predominantly from Pakistan.

We found a marked difference between
the two populations in those with 2
copies of SMN1 present on one
chromosome (see Table 1). We found
that 6% of individuals from the control
population had 2 copies of SMN1 on one
chromosome; i.e. 3% of chromosomes.
This figure is within the published range,
although lower than that quoted by us
when calculating carrier status risk and
recommended in the EQMN guidelines,

at 4%. However, in the Asian population
tested we found that 17.2% of individuals
carried two copies of SMN1 on one
chromosome (i.e. 8.6% of chromosomes)
which has implications for carrier testing
risk calculation in this population. Where
two copies of SMN1 are found to be
present, for an individual from the control
group with no family history. the carrier
risk would be reduced to ~1 in 980
(assuming a population carrier risk of
approximately 1 in 50, and that 2% of
SMN1 mutations are not detected by
MLPA). For an individual from the control
group with a prior risk of 1 in 2 and two
copies of SMN1 their carrier risk would
be lowered to ~1 in 34. The equivalent
figures for the Asian population tested
are ~1 in 460 and ~1 in 13, respectively.
(For a discussion of risk calculation in
SMA carrier testing see the training
section of the CMGS website and in the
Feb 2007 issue of BSHG News).

References:
Chan, V., Yip, B., Yam, I., Au, P., Lin, C-K.,
Wong, V. and Chan, T-K. (2004) Carrier
incidence for spinal muscular atrophy in
southern Chinese. Journal of Neurology
251:1089-1093.

Chen, W.J., Wu, Z.Y., Wang, N., Lin, M.T.
and Mu-Rong, S.X. (2005) Quantitative
studies on SMN1 gene and carrier testing
of spinal muscular atrophy. Zonghua Yi
Xue Yi Chauan Xue Za Zhi 22:559-602.

Kao, H-Y., Su, Y-N., Liao, H-K., Liu, M.S.
and Chen, Y-J. (2006) Determination of
SMN1/SMN2 gene dosage by a
quantitative genotyping platform combining
capillary electrophoresis and MALDI-TOF
mass spectrometry. Clinical Chemistry
52:361-369.

Ogino, S., Wilson, R.B. and Gold, B.
(2004) New insights on the evolution of the
SMN1 and SMN2 region: simulation and
meta-analysis for allele and haplotype
frequency calculations. European Journal
of Human Genetics 12:1015-1023.

Table 1 Number of copies oq2f SMN1 present in the control group from the North East
and Yorkshire region and Asian individuals from the Yorkshire region

Difference in SMN1 copy number
between European and UK Asian
populations
Valerie Wilson1, Claire Bosomworth2 and David Bourn1.
1. Northern Genetics Service, Newcastle upon Tyne. 2. Yorkshire Regional Genetics Laboratory, Leeds.

SMN1 copy number Control population Asian population

1 0 (0%) 1 (1%)

2 94 (94%) 81 (81.2%)

3 6 (6%) 17 (17.2%)
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Figure 1. Dosage analysis from an SMA
MLPA assay.

The results show an individual with 3 copies
of SMN1 and 1 copy of SMN2.

A. dosage histogram with patient data in
blue and control data in red; B. regression
analysis and C. partial report showing
probes from the 5q13 region

Markers SMN1-D01 = SMN1 exon 7,
SMN1-D07 = SMN1 exon 8, SMN2-D01 =
SMN2 exon 7 and SMN2-D07 = SMN2
exon 8

Analysis carried out using GeneMarker v1.6
(SoftGenetics)

A

B
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Figure 2. Dosage analysis from an SMA
MLPA assay.

The results show an individual with a partial
gene conversion resulting in 3 copies of
exon 7 of SMN1, 1 copy of exon 7 of
SMN2 and 2 copies each of exon 8 of
SMN1 and SMN2.

A. dosage histogram with patient data in
blue and control data in red; B. regression
analysis and C. partial report showing
probes from the 5q13 region

Markers SMN1-D01 = SMN1 exon 7,
SMN1-D07 = SMN1 exon 8, SMN2-D01 =
SMN2 exon 7 and SMN2-D07 = SMN2
exon 8

Analysis carried out using GeneMarker v1.6
(SoftGenetics)
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National and regional
trainers update –
Regional Trainer Posts

Recommended
reading of the
month

Nicola Wolstenholme, Manchester

As the new Regional Training Officer for
the Laboratories in the North of England I
would firstly like to thank the retiring
Officers, David Cockburn (Northern) and
Lindsey Sutherland (London) for all their
hard work in the development of these
roles. I would especially like to thank
David for his advice regarding the post
and his patient attempts to teach me
how to update the training pages of the
CMGS web-site. On this subject, I would
like to draw your attention to the article
by the web-site sub-committee and
David’s excellent initiative for trainees to
provide training cases, which can be
published on the web-site. I look forward
to reading your real life experiences,
which will be another valuable training
resource.

Secondly I would like to introduce myself,
to those of you who don’t already know
me. I started work in the profession in
1987 and have worked in Birmingham,
Bristol and most recently Manchester.
During that time I have worked on many
diseases and I have passed firstly the
Diploma from the Royal College of
Pathologists and, later on, the Part I
examination. I have experienced work as
a full timer, a part-timer and have also
returned to work following a break when
my children were young. I therefore have
first hand experience of the difficulties
faced by those trying to keep up their
training whilst juggling a busy family life.

It is a scary thought that when I started
work many of our current trainees were
still toddlers. In those days, training,
where it existed, was very much along
the lines of ‘see one, do one, teach one’
and I am glad to say that things have
moved on since then. Now local Training
Officers provide support with basic
training for Scientists and Technologists,
assistance with Registration, Continual

Professional Development (CPD) and
support for those attempting Royal
College examinations. Training provided
must be appropriate, high quality and
responsive to new developments whilst
also meeting the standards set by
professional bodies including the CMGS
TAB, the Royal College of Pathologists,
the HPC, the ACS, the NGRLs and the
Department of Health. This places a
great responsibility on local trainers and it
is an important part of my role is to
support these local training teams in the
co-ordination and delivery of this training.

I have already started to contact the local
trainers in my area to arrange some local
training days and to see where they feel
extra assistance might be useful. Some
common themes emerging are
Bioinformatics training to meet best
practise guidelines, Registration for
Scientists and Genetic Technologists,
training for Registered staff, funding for
training non-supernumerary staff and
retraining in the basics of Genetics where
knowledge has increased in recent years.
I will be looking into these areas but if
you have any further concerns or ideas
for new initiatives in training I would very
pleased to hear from you - please see
my contact details below. Also, if you
have any further information or diary
dates for the CMGS web-site training
pages let me know and I will try to
update the site without crashing it.

Finally, for those of you in the London
Labs who may be waiting for news of
your new Regional Trainer, there has
been a short delay in her start date but
we will post details on the web-site as
soon as her post commences.

Nicola.wolstenholme@cmmc.nhs.uk
Tel: 0161 276 6645

If you have not read OrphaNews before,
now is the ideal opportunity for a gentle
introduction, with this interesting, if
bordering on the controversial, interview
with Dr Peter Corry, a Bradford-based
paediatrician specialising in
neurodisability
(http://www.orpha.net/actor/EuropaNews
/2008/doc/bradfordfinal.pdf). Dr Corry
describes the increasing prevalence of
rare diseases amongst Bradford’s
Pakistani population, particularly in
relation to autosomal recessive disorders.
Bradford’s medical professionals may see
over 140 such disorders, compared with
a UK average of 30 – 40 and this clearly
impacts on all branches of the genetics
services.

On a more esoteric note, the article
entitled: Molecular identification of lice
from pre-Columbian mummies (J Infect
Dis 2008 Feb 15; 197(4):535-43)
describes the use of louse mtDNA to
track the migration of lice across the
world and concludes that lice were
present in the Americas before
Columbus. You’ll just have to read it for
yourself!
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CMGS website news
(http://cmgsweb.shared.hosting.zen.co.uk/)
David Cockburn, on behalf of the website subcommittee

Lab directory
We are happy to report a very good
response to the request for updates to
the Lab directory. In case you have
missed this, or wish to make a new
submission, please see instructions on
the website where you will also find a
template form. The laboratory listings
include a date for latest changes so
users can be assured the details are
up-to-date. You may also choose to
contact us if you have no modifications
to make, so the ‘reviewed’ date can be
refreshed.

The website subcommittee and the
CMGS Executive understand the
difficulty faced by laboratories in
keeping disease service listings up-to-
date at various locations (local website,
UKGTN, EDDNAL, Orphanet,
Genetests…). But the listing on the
CMGS is still seen as a useful
resource. To maintain a balance
between keeping up-to-date but
manageable, the CMGS listing is a
fairly straightforward list of diseases,
OMIM numbers, with laboratory
contacts, and web links to UKGTN and
local laboratory websites. The
committee aims to restore searching
facility to disease listings and to the
rest of the website.

Best Practice Guidelines
Approved and draft CMGS guidelines
are all available for download through
the website, together with contact
information for acquiring ‘retired’
guidelines. Documents are kindly
managed by Simon Ramsden, who
wishes to advise you that the CMGS is
open to suggestions for areas for
future best practice.

Training
The National and Regional Trainers are
ensuring the training pages are up-to-
date with training events and
information.

APPEAL TO TRAINEES: In order to
add to the interesting cases on the
website, we’d like to suggest that
every trainee clinical scientist prepares
and contributes one case which
complements those already there.
Apart from making sure the case is
anonymous, the only stipulation we’d
like to make is that the case is fully
prepared – checked by your laboratory
training officer, proof-read and with
prepared figures. The final format
would be up to you – it could be akin
to a case report in a journal, or like
some already on the website, with
presentation of the case, results and
discussion on sequential pages.

If you have any queries about any of
this, please do not hesitate to contact
me to discuss.

Password-protected pages
The committee is happy to report that
an area of the website is now available
for placement of material which is for
use by CMGS members only. In order
to access these pages, you will need a
username and password. These will be
supplied to heads of labs and
laboratory training officers, or will be
available if you send feedback or email
with proof of membership (membership
no, name, address).

Feedback
Please use the feedback forms on the
website for any information / news /
ideas / best practice areas etc. In
particular, this mechanism could be
used to start a dialogue regarding the
interesting cases (see above).

Functionality
And finally, the CMGS Executive has
asked the website subcommittee to
initiate enquiries over using a web
design consultant to improve and add
functionality to the website. Costs and
perceived benefits will be examined
before a decision is reached. And other
BSHG constituent groups will be
consulted since corporate identity
needs to be maintained and there may
be a case for making improvements
across all constituent body websites.

David.Cockburn@leedsth.nhs.uk



Dear ordinary people,

It was my privilege to attend a
recent closed session in which
their Lordships ventured into the
choppy waters of the impact of
genomics in medicine. Fortunately
the sensitive topic of inbreeding
was not broached and the
assembled dignitaries were able to
get to grips with key issues in
short order, as you will see from
my transcript.

Pip pip

Genome

House of Lords Genomics and Medicine
closed session April 1 2008.
Lord Buffton-Tuffton: What’s all this about
gnomes coming here for free health
treatment? Do they think it’s the National Elf
Service or something?

Lord Scrotum-Fface of Dementia: National
Service! Good idea, bring back National
Service, that’ll show the blighters.

Lord Night-Elf : They must have escaped
from World of Warcraft, I knew I shouldn’t
have cancelled my subscription.

Lord Scrotum-Fface of Dementia: And
capital punishment!

Lord Buffton-Tuffton: Be quiet you idiot.

Lord Scrotum-Fface of Dementia: Do you
know who I am?

Lord Buffton-Tuffton: No, but the nurse over
there will tell you if you’ve forgotten again.

Lord Winstone of Bushey-Moustache: I think
they were referring to Genomics, not
Gnomes.

Lord Buffton-Tuffton: What’s Genomics?

Lord Nightelf : Nobody here knows.

Lord Winstone of Bushey-Moustache: That’s
why they’ve asked us, so when we write a
report saying they need to spend more
money, and they can say we didn’t know
what we were talking about.

Lord Buffton-Tuffton: Look, here’s a funny
thing, they say they want more arrays.

Lord Scrotum-Fface of Dementia: Bloody
workers, they’re always after a raise. Send
‘em to Aden! That’ll stop all this stuff and
nonsense.

Lord Buffton-Tuffton: And next generation
sequencers….

Lord Scrotum-Fface of Dementia:
Degenerate peacekeepers? That’s what the
UN’s for isn’t it?

Lord Buffton-Tuffton: ..something about
translational research…

Lord Scrotum-Fface of Dementia: Can’t
these blasted Gnomes speak English?

Lord Buffton-Tuffton: …new technology like
tandem mass spectroscopy..

Lord Scrotum-Fface of Dementia: They
should get on their bikes, if you ask me…

Lord Buffton-Tuffton: …newborn screening…

Lord Scrotum-Fface of Dementia: All
newborns scream, have they gone soft?

Lord Winstone of Bushey-Moustache: So
how shall we summarise the report?

Lord Buffton-Tuffton: Port? Yes, good idea,
pass the port!

Lord Scrotum-Fface of Dementia: Well done,
thanks everybody, I’m off to shoot
something!

Session ends
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As I write this editorial, the CGG Spring meeting is just two weeks away.
The programme looks interesting and I hope that by the next edition of the
newsletter I will have been able to persuade some kind ‘volunteer’ to write a
synopsis of the meeting. May is a busy month for meetings as the European
Society of Human Genetics meeting, which is combined this year with
EMPAG (European Meeting of Psychological Aspects of Genetics) takes
place in Barcelona on the last weekend in May. I’m sure there are many
other important meetings attended by members of the CGG which would be
of interest to others. So, if you attend a meeting which relates to cancer
genetics, please do remember to send me a synopsis so that I can put it
into the newsletter.

Dr Fred Kavalier has kindly provided the lead article in this edition. Even if
you do not know him personally, many of you will know of Fred from his
work in genetics, his role as media officer with the BSHG, or indeed from his
weekly column in the Independent. Fred retired from his post of Primary
Care Geneticist at Guy’s in April after seven years and those of us who have
worked closely with him will greatly miss his humour, wisdom and hard
work. Catching him whilst he had some free time (and before the memories
of life in Genetics became too distant), I asked him to share his unique
perspective on cancer genetics for the newsletter and I hope you will agree
that he provides food for thought.

Those of you who have been reading the newsletter since I have been
editing it may notice that the ‘Spotlight on…’ section is missing. This is
because there are several longish articles that I thought it would be
important to include. Gareth Evans feeds back on the meeting at the Royal
College of Physicians, launching the Cancer Reform Strategy as it pertains
to the National Breast Screening Programme with an update on screening
for familial breast and colorectal cancer. Paul Pharoah provides an
evaluation of BRCA1 and BRCA2 carrier prediction models and Diana
Eccles gives an update on the POSH study.

Just as an aside, for the next edition I will be looking for someone to provide
an account of an aspect of work going on in cancer genetics around the
country to be in the ‘spotlight’. So if you want to contribute something or
you have an idea for an article that you want to discuss with me, please get
in touch.

Chris Jacobs

Editorial Reflections
of a primary
care
geneticist
Fred Kavalier

I have just finished seven years as a
Primary Care Geneticist at Guy’s Hospital.
About half of my time has been spent on
cancer genetics. I have seen many
patients who have been referred to the
genetics centre with a family history of
cancer, and I have been the co-chair, with
Chris Jacobs, of the community based
Genetics White Paper project called
Cancer – a family affair?

Having completed my seven-year
sentence (with some reduction for good
behaviour, if I am to believe the things that
were written on my leaving card), I am
now returning to life outside the world of
genetics, as a part-time general
practitioner and medical journalist.

As I prepare to re-enter the world that
most of our medical colleagues and
patients inhabit, I find myself wondering
what I have learned about cancer
genetics that will be useful to me in
primary care.

When I first came to Guy’s in 2001, my
knowledge of cancer genetics was
woeful. I had been a full-time GP for 15
years, but cancer genetics had certainly
not seriously entered my consciousness in
my working life. I had probably seen a
few patients with a significant family
history of breast and colon cancer. On
my list of 2,000 patients there was no-one
with an identified BRCA mutation and the
words “hereditary non-polyposis colon
cancer” or “Lynch syndrome” or
“polyposis” had never crossed my lips in a
conversation with a patient. I did not
know how to spell von Hippel Lindau, and
I had never heard of Birt-Hogg-Dub_.

I’m sure I was not unique among GPs in
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my ignorance of cancer genetics. The
average GP might have two women with
BRCA mutations (based on a population
prevalence of about 1 in 400), but the
likelihood is that these mutations will not
have been identified. Only one in 25 GPs
will have a case of VHL on their books.

GPs can see 20 or 30 patients a day, and
they are frequently having to decide
whether or not they can deal with a
problem themselves, or whether they
should refer the patient elsewhere. So if a
patient comes to a GP with a problem
related to a family history of cancer, many
GPs are uncertain what to do. For
someone with a breast cancer family
history, the natural inclination is to refer
that person to a breast specialist; bowel
family histories go to bowel specialists.
Many GPs are unaware of the existence
of regional genetics centres or dedicated
family history risk assessment services.
More worryingly, some GPs will give false
reassurance without taking a decent
family history.

Early on in my days at Guy’s, I thought
the best way of improving on this situation
was to provide more education to GPs on
the principles of familial cancer risk
assessment. I was invited to give a talk
to a Primary Care Genetics Conference at
the Royal College of Physicians. The talk
was well received, and I felt pleased that I
had managed to get across some of the
principles of cancer genetics risk
assessment in a clear way. But I was
amazed to discover from the feedback
forms, that the most useful thing in my
talk was a map from the BSHG website
that showed the location of the regional
genetics centres. GPs were more
interested in knowing where they should

be referring family history patients, than in
assessing family histories themselves.

When we set up the community-based
family history risk assessment service in
Lambeth and Southwark, we discovered
that many people who were worried about
their family histories of cancer preferred to
bypass their GPs and refer themselves to
the service. Perhaps they found it easier
to refer themselves (they only had to
make one phone call), and there was no
need for them to make a special
appointment with the GP. We also
discovered that patients who did consult
their GPs were often advised to refer
themselves, perhaps because it
eliminated the need for the GP to write a
referral letter.

This makes me think the best way to help
patients with worries about their family
histories of cancer is to cut out the middle
man and give them a fast route to
someone who knows how to help them.
In the Cancer – a family affair? Project we
found that a nurse-led risk assessment
service in the community, near to where
people live, is a successful way of offering
a popular and equitable service. The
people who came to the project came
from all sections of the local community.
Unfortunately, PCTs are suspicious of self-
referral pathways because they are seen
as open gates with no gatekeeper.

Of course another way of helping people
who are worried about their family
histories of cancer is to cut out the
professionals completely. Macmillan
Cancer Support and Cancerbackup (the
two charities have now merged) have
recently launched OPERA (Online
Personal Education and Risk

Assessment), an impressive on-line risk
assessment website for women and men
with a family history of breast and ovarian
cancer. It was developed by Dr Andrea
Pithers (a former GP), who is
Cancerbackup’s genetic information
project manager. The web address is:

www.cancerbackup.org.uk/Aboutcancer/
Genetics/GeneticBreastOvarianCancerRis
kAssessmentTool.

OPERA faithfully gathers information
about your family history of cancer, and
gives a fully NICE compliant risk
assessment. It also gives detailed
information about screening
recommendations and has links to other
sources of reliable information. Although
it is heretical to say so, many cancer
genetics referrals could be effectively dealt
with by sending the patient an automated
reply: “Please enter your family history
details into the OPERA website. It will let
you know if you need to come to the
genetics department.”

If a similar website could be developed for
patients with family histories of other
cancers, the number of cancer genetics
referrals would plummet.

The lesson for cancer genetics
professionals is that we need to make it
easier for people to find out more about
their family histories. Our services should
be more user-friendly, less bureaucratic,
and nearer to home. We shouldn’t be
afraid of giving people the tools they need
to assess their own cancer family
histories. Sometimes they will get it
wrong, but if we can develop better tools
for them to use, usually they will get it
right.

“Our services should be more user-friendly, less
bureaucratic, and nearer to home”
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*Women at 50% risk of BRCA2 need to
have a BOADICEA assessment as to
whether they meet the strict risk criteria

It is likely that for England and Wales there
will be no more than 100 per million of
population who will meet the age, gender
and risk criteria for MRI. More realistically,
once women at 50% risk of a mutation
who do not come forward and women who
do not tolerate MRI (claustrophobia etc) are
removed it will be nearer to 50 per million.
This will amount to about 2,500 women in
England.

Adherence to NICE guidance
Mammography

Wales full complies with NICE moderate
risk guidance through women being
referred directly from genetics to Breast
Test Wales for annual screening from 40-49
years. Adherence in England is patchy to
say the least. Very few cancer networks
have complete coverage and a definite
postcode lottery exists.

MRI

MRI guidance is even more patchy in
compliance. Very few PCTs are fully funding
NICE guidance; notably Cambridge and
Derby-I would like to know of any others.

The cancer reform strategy
The NHS cancer reform strategy was
published in December 2007 and requires
that that the NICE familial guidance on
mammography and MRI screening be fully
implemented within the NHS Breast
Screening Programme with PCTs paying for
the surveillance by 2009. It is likely that
some PCTs will drag their feet, but at least
an end is in sight!

Breast cancer
I have just attended a meeting at the Royal College of Physicians launching the Cancer
Reform Strategy as it pertains to the National Breast Screening Programme (8th May).
Speakers included Mike Richards, Julietta Patnick, Sir Richard Peto, and Stephen Duffy. I
spoke regarding the NICE guidance.

As you will all be aware the NICE guidance on high risk screening with MRI was
published in June 2006. Essentially BRCA1 and TP53 carriers and 50% and BRCA2
carriers qualify for annual screening from 30-49 years. The risk based guidance is far less
easy to fulfill. An untested family, to have a 60% risk for BRCA1, would need to have a
proven ovarian cancer and fulfill Breast Cancer Linkage Consortium (BCLC-at least 4
breast/ovarian cancers in same lineage BC<60 years and no non penetrance) criteria. A
TP53 family would need to fulfill strict Li-Fraumeni Syndrome criteria and no affected
family member be available for testing. The risk-based criteria are even harder to fulfill. An
8% risk aged 30-39 years requires a family history stronger than BCLC criteria. The age
must be set at 30 years of age even if the patient is 39 years old and entered into a
reliable validated programme such as Tyrer-Cuzick or BOADICEA. Equally the risk aged
40-49 of 12-17% with dense mammography or 18%+ requires the patients’ age to be
set at 40 years of age even if aged 41-49 years.

We have assessed eligibility in our highly ascertained Manchester Regional population of
4 million.

NEWS UPDATE
An update on screening guidance in
familial breast and colorectal cancer
D Gareth Evans, Chair CGG

Aged 30-49 years no
RRM

Eligible
Ineligible Risk
Reducing Mastectomy

Ineligible tested
negative

BRCA1 carriers 39 33 83

BRCA2 carriers 41 30 79

BRCA1 50% 128

BRCA2 50% and risk ~50/106*

TP53 6 2 5

TP53 50% 12

Un tested 60%
BRCA1/TP53 family and at
50%

~30

Risk alone ~40

Total 346 65 162



The Newsletter of the
British Society for Human Genetics
Issue 39 June 2008

56
CGG News

Audit and QA on MRI
The Royal College of Radiologists has
provided guidance for an MRI screening
centre. This requires a radiologist to report
on at least 100 breast MRI annually and
MRIs should be double read in conjunction
with digital mammography. It is likely that
there will be no more than one MR centre
for screening per 1-2 million of population
and that these will roughly map onto the
cancer networks.

NICE requires audit of this screening and
referral from genetics is likely to be subject
to that. Genetics centres will be the
gatekeepers for MRI referral. The
proportion of non-mutation family women
referred will be monitored and if this rises
substantially above 40% this will raise
concerns as the risk criteria are very hard
to meet.

Colorectal Cancer
Two sets of guidelines for colorectal
screening will soon be available. Hans
Vasen convened a set of 21 European
experts to devise guidelines for
HNPCC/Lynch syndrome (J Med Genet
2007) and they also produced a separate
set of guidelines for FAP (GUT 2008). In
the UK the British Society of
Gastroenterology have revisited the
guidelines published in GUT in 2002. The
CGG has had input through a steering
group member in both the moderate risk
guidance (myself) and the high risk
guidance (Anneke Lucassen). The main
differences to the previous guidance is that
5 yearly colonoscopy will still be available to
the high-moderate non-MMR category. You
will all have to await the appearance of this
in press articles for a fuller picture!

Genetic testing for the breast and ovarian
cancer susceptibility genes BRCA1 and
BRCA2 has important implications for the
clinical management of individuals with family
history of the disease. However, genetic
testing is expensive and may be associated
with adverse psychosocial effects. To provide
a cost-efficient and clinically appropriate
genetic counselling service, genetic testing
should be targeted at those individuals most
likely to harbour pathogenic mutations.

The National Institute of Clinical Excellence
(NICE) guideline for the management of
women at risk of familial breast cancer
suggests that genetic testing should be
offered when there is at least a 20% chance
that a deleterious mutation is present in the
family. However, the guideline does not
specify how such a probability should be
estimated. Several models that use family
history information to predict BRCA1 and
BRCA2 mutation carrier probabilities have
been published. Most UK clinics have been
using criterion-based rules or more
sophisticated tools such as BRCAPRO or
the Manchester scoring system. More
recently developed models, such as
BOADICEA and IBIS, are also entering
clinical practice. However, not all these
models have been extensively evaluated for
their ability to predict BRCA1 or BRCA2
mutation status in typical families seen and
tested in family cancer clinics in the UK.

The Department of Health recently funded a
project to evaluate the performance of the
most commonly used carrier prediction
algorithms using family data from several
cancer genetics clinics. The results of this
evaluation have now been published online in
the Journal of Medical Genetics (Antoniou A,
Hardy R, Walker L, et al: Predicting the
likelihood of carrying a BRCA1 or BRCA2
mutation: validation of BOADICEA,
BRCAPRO, IBIS, Myriad and the Manchester

scoring system using data from UK genetics
clinics. J Med Genet, 2008).

Antonious et al evaluated the performance of
the carrier prediction algorithms BOADICEA,
BRCAPRO, IBIS, the Manchester scoring
system and Myriad tables, using 1934
families seen in cancer genetics clinics in the
UK in whom an index patient had been
screened for BRCA1 and/or BRCA2
mutations. The models were evaluated for
calibration, discrimination and accuracy of
the predictions. A model is said to be ‘well
calibrated’ if it predicts accurately the total
number of BRCA1 and BRCA2 mutation
carriers. Discrimination is the ability of the
model to distinguish between a mutation
carrier and a non-carrier at the individual
level. Accuracy is a measure of the tendency
of a model to systematic over- or under-
prediction of individual carrier probabilities.

Of the five algorithms, only BOADICEA
predicted the overall observed number of
mutations detected accurately (i.e. was well
calibrated). BOADICEA also provided the
best discrimination, being significantly better
(P<.05) than all models except BRCAPRO
(concordance statistics: BOADICEA:0.77,
BRCAPRO:0.76, IBIS:0.74, Manchester:0.75,
Myriad:0.72). All models under predicted the
number of BRCA1/2 mutations in the low
estimated risk category. The BOADICEA
model is now available online:
http://www.srl.cam.ac.uk/genepi/boadicea/b
oadicea_home.html.

The authors concluded that in general carrier
prediction algorithms perform well and
provide a rational basis for counselling
individuals likely to carry BRCA1/2 mutations.
Their widespread use would improve equity
of access and the cost-effectiveness of
genetic testing.

An evaluation of
BRCA1 and BRCA2
carrier prediction
models
Paul Pharoah
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Research update
Prevention of
endometrial
tumours (POET)

Prospective study of outcomes in
sporadic versus hereditary breast
cancer (POSH) – the first decade!

Shirley Hodgson Diana Eccles, Wessex Clinical Genetics Service, Southampton

Eccles,D., Gerty,S., Simmonds,P.,
Hammond,V., Ennis,S., Altman,D.G., and
Steering Group (2007). Prospective study
of Outcomes in Sporadic versus
Hereditary breast cancer (POSH): Study
Protocol. BMC. Cancer 7, 160.

From small acorns
Since the full sequence of BRCA1 was
identified in 1994, there have been many
publications that attempted to examine
whether an inherited BRCA1 gene
mutation (in particular) confers a
differential prognosis (either better or
worse) following breast cancer diagnosis
in comparison to breast cancer in
general. Most studies attempted to match
BRCA1 cases to the selected controls by
age, none matched for breast cancer
subtype and all were based on
retrospective cohorts with inevitable major
biases in ascertainment. These
publications inevitably gave conflicting
results with some indicating that the
prognosis was better, some suggesting it
was no different and some suggesting it
was significantly worse. My own
experience of such a retrospective study
to answer this question started in 1992.
From 1992 through to 1994 I ascertained
a cohort of 220 young onset breast
cancer cases (defined as younger than
40) through breast cancer clinics in
Wessex and conducted a population
based segregation analysis of young
onset breast cancer. I interviewed all the
recruits and documented details of the
diagnosis and treatment along with the
family history and any further
malignancies in this cohort – but of
course they had to be alive to be
interviewed. This group of patients and
additional young onset cases with similar
data from collaborating genetic centres
were analysed together to address the
question of whether family history helped
predict treatment outcomes. This was

one of many studies conducted as part of
a European BIOMED demonstration
project on Familial Breast Cancer in
1996-1999.

My local collaborator in this retrospective
analysis was my thoughtful and diligent
oncology colleague Dr Peter Simmonds.
We published our data in 2001 (Eccles
D., Simmonds P, Goddard J, Coultas M,
Hodgson SV, Lalloo F, Evans G, and
Haites N. Familial breast cancer: an
investigation into the outcome of
treatment for early stage disease. Familial
Cancer 1, 2001, 65-72). We had already
decided however that, in common with all
other published work, the outcome was
not satisfactorily robust for all the same
methodological reasons that other
published work could not give a robust
answer. In particular a retrospective
ascertainment framework is not suitable
for examining prognosis.

We determined we would design a study
that could robustly answer the question of
genotype associated prognosis (not just
BRCA1 but other genes as well). This had
to be a prospective study – the POSH
study was born (Peter Simmonds is
almost fully responsible for the acronym).

A long uphill struggle:
The protocol was written over several
weeks (feel free to visit the website for
details).

We presented the protocol and discussed
it with the UK breast cancer research
community – many members were very
positive but this view was not unanimous.
The MREC application proceeded and
after the inevitable iterations ethical
approval was granted in April 2001 and
we started recruiting in the Wessex
Breast Cancer Centres (mainly

To date we have 22 UK sites registered
with the study, and now have 12 active
sites (soon to be 14) collaborating in the
POET study. We have begun to consent
patients into the study with 16 patients
consented to date and more to follow soon
(4 appointments made in the last weeks),
but it has been a slow process! There has
been much paperwork and negotiating to
be done at every site before they could
begin, and this took much longer than
expected. This had put the continuation of
funding in doubt for a while, but we are
now through this for most sites, and
recruitment is picking up. Thank you to all
of you for the efforts that so many people
have put into getting started, and all the
goodwill people have shown to us, for
which we are extremely grateful! We are
convinced that it is an important study and
hope that we can show that the Mirena
IUCD is effective in reducing the risks of
endometrial cancer in women with Lynch
syndrome.
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“We were aiming for 2000 cases and a very
comprehensive set of clinical and follow-up
data”

Southampton). Funding was hard to
come by (the usual story) but with
unstinting support for the project from the
Director of the Cancer Sciences Research
Division (Prof. Peter Johnson) we were
able to bank blood samples, serum,
plasma, store down peripheral blood
lymphocytes for later transformation and
freeze some fresh tumour tissue. In
addition, we were extremely fortunate to
be allowed to utilise the unique services
of Dave Miller in the Cancer Sciences IT
department over several months to
construct the superb POSH study
database that we still use. Because we
were aiming initially for 2000 cases and a
very comprehensive set of clinical and
follow up data, we had long consultations
about the structure of the database – all
mapped out on paper before starting –
created in SQL as this is a much more
robust solution that the Access databases
that I had always used before. The
database was moulded only a little after it
was written and still functions extremely
well. SQL is much more complicated than
Access to get the data out of but the
study data team are learning fast with
Dave’s help!

The next stroke of luck was the inception
of the NCRN and the ability to put studies
up for adoption (although happily this
doesn’t involve giving up parental control).
Southampton University Hospitals NHS
Trust agreed to be the study sponsor

(since we had no major funding body at
this stage) and in November 2002 the
NCRN agreed to adopt the study after
peer reviewing the protocol and aims of
the study of course). Suddenly doors
started to open. I was granted a one year
Mid-Career award which funded a one
year sabbatical from clinical work, the
Wessex Cancer Trust funded a post to
act as study co-ordinator for three years
and we started to open up recruiting sites
across the UK.

Recruitment rates slowly increased to a
peak rate of about 60-70 patients a
month. In 2006 CRUK granted funding for
a further three years taking over from
WCT as the main study funding body and
allowing us to increase our recruitment
target to 3000 cases. We had a few
hitches and misunderstandings about this
with the MREC that were eventually
settled but to the detriment of recruiting
momentum at the end of 2006. We were
nearly but not quite there at the end of
2007 and have decided to recruit up to
the final target of 3000 by finally recruiting
all patients that were eligible but were
missed for whatever reason over the 143
recruiting centres in 2007.

A powerful resource
The vast majority of the POSH cases
were diagnosed with breast cancer at
aged 40 years or younger. Since less than
5% of breast cancer occurs before 40
years of age, this number of cases with
such detailed information gives us
fantastic opportunities for learning more
about the aetiology, biology and treatment
outcomes of young onset breast cancer –
notoriously associated with a
considerably worse prognosis (which it is
worth noting is clearly a biological
phenomenon not a result of earlier
detection through screening in older
women). The median age at diagnosis of

all the cases is 36 years. Data collection
is good (excellent in some centres and
patchy in others). A lot of hard work and
good communication by the study co-
ordinator has been key to ensuring the
data returns are complete.

Genetic analyses
Preliminary genetic analysis (full mutation
screening for BRCA1 and BRCA2) has
been carried out in just 120 selected
cases (clearly expensive and we need
more funding to do much more). We
found that 39% of those with a family
history had a pathogenic mutation in
BRCA1 or BRCA2 (as anticipated more
than two thirds of these were BRCA1
mutations) and 3% of those with no family
history had a pathogenic mutation*. In
addition to recruiting all cases under 41
years at diagnosis, we also had a second
recruitment criterion for known BRCA1/2
gene carriers diagnosed during the study
period (2000-2007) and aged 50 years or
younger at diagnosis. Due largely to the
recruiting mechanism (via the NCRN), this
category produced relatively small
numbers via genetics centres (apart from
Manchester of course!). We are in
addition collaborating closely with the
EMBRACE study which collects very
similar although less detailed clinical data.
This is to ensure that our numbers of
gene carriers will be adequate for robust
assessment of any independent
prognostic implications of the genetic
background. We anticipate the cohort
overall will contain at least 350 BRCA1
gene carriers and at least 200 BRCA2
gene carriers which should robustly
answer the primary question of prognosis
associated with genetic status and
importantly for our patients allow us to
ascertain whether this is independent of
known prognostic factors.

Cumulative Accrual

0

500

1000

1500

2000

2500

3000

Ju
n-

01

Ja
n-

02

Ju
l-0

2

D
ec

-0
2

M
ay

-0
3

O
ct

-0
3

M
ar

-0
4

A
ug

-0
4

Ja
n-

05

Ju
n-

05

N
ov

-0
5

A
pr

-0
6

Se
p-

06

Fe
b-

07

Ju
l-0

7

D
ec

-0
7

N
um

be
ro

fp
at

ie
nt

s

Actual
Target

Cumulative Accrual

0

500

1000

1500

2000

2500

3000

Ju
n-

01

Ja
n-

02

Ju
l-0

2

D
ec

-0
2

M
ay

-0
3

O
ct

-0
3

M
ar

-0
4

A
ug

-0
4

Ja
n-

05

Ju
n-

05

N
ov

-0
5

A
pr

-0
6

Se
p-

06

Fe
b-

07

Ju
l-0

7

D
ec

-0
7

N
um

be
ro

fp
at

ie
nt

s

Actual
Target



The Newsletter of the
British Society for Human Genetics
Issue 39 June 2008

59
CGG News

“We have a multicentre collaborative group
working on BRCA1 and 2 tumour
signatures”

Support, staff and sub-studies in 2008:
In addition to the NCRN support we have
current funding from Cancer Research UK,
Breast Cancer Campaign, Breast Cancer
Research Trust. The POSH study admin
support team are Sue Gerty and Lorraine
Durcan, Kevin Wheeler is a programmer
working on the web-based pathology and
radiology review software, Vicky
Hammonds is a PhD student working with
our Bioinformatics group on SNP analyses
associated with tumour phenotype and
prognosis. We have a multicentre
collaborative group working on BRCA1
and 2 tumour signatures including Qi’an
An, a post doctoral scientist based in
Southampton, and Marjan Iravani based
with collaborators Alan Ashworth and
Jorge Reis-Filho at Breakthrough Breast
Cancer and Debbie Holliday working with
POSH study pathologist Louise Jones in
pathology at Barts. Ruth Warren is co-
ordinating a team based at Addenbrookes
who are reviewing 2000 radiological
images from the POSH cases.

Thanks
In addition to Louise Jones and Sunil
Lakhani, the active pathology review panel
includes Andrew Hanby, Abeer Shaaban,
David Poller, Rosemary Walker, Laura
Fulford, Deirdre Ryan and Heather Roche
who tried out the online reporting system
and between them reported POSH 241
cases (482 reports) assembled for the
“training set”. Additional glass slide
reporting was also done and the data are
being analysed by Stephen Duffy’s team
at Barts.

Sarah Ennis, Andrew Collins and Will
Tapper in the Bioinformatics and Genetic
Epidemiology group in Southampton have
also contributed significantly to some of
our ongoing genetic studies and the input
of Dan Ward and Julie Sillibourne at the
Wessex Regional Genetics Laboratory

(HTSF) has also been invaluable in
carrying out some of preliminary mutation
screening.

There are many other collaborators who
are contributing their time and expertise to
the study aims in addition to those named
above including those who have lent their
expertise at the annual steering group
meetings that keep an eye on the general
aims and directions of the study and
ensure that new proposals for
collaborations are given a fair review.

Steering group membership in 2008:

Diana Eccles Fiona Gilbert
Peter Simmonds Ruth Warren
Doug Altman Louise Jones
Paul Pharoah Sunil Lakhani
Hisham Hamed Ros Eeles
Alastair Thompson Shirley Hodgson
Sue Gerty Gareth Evans

And finally for now…
The study protocol was published last
year in BMC Cancer (open access so
available for all). I look forward to being
able to highlight many POSH related
publications (perhaps more briefly) over
the next decade.

*NB for Clinical Genetics Services:
If we are aware that a woman has been
seen by the genetics services and we
have done a full mutation screen, we can
release this information to a lab
undertaking diagnostic testing. Otherwise
the terms of our ethical approval are that
we should not communicate genetic
testing results back to individuals or
oncologists. We are not always aware that
patients have seen the genetics services
so please let us know if you think a
patient seen by the genetics service has
been recruited to POSH (contact the

study co-ordinator s.m.gerty@soton.ac.uk)

POSH website:
http://www.som.soton.ac.uk/research/can
cersciences/Groups/molecular_and_geneti
cs/POSH/

Courses and meetings
Genethics club (www.genethicsclub.org
<http://www.genethicsclub.org/>) -
Edinburgh 30th June and London 13th
October.
Contact annekel@soton.ac.uk to book a
place or for further details

Cancer Genetics Course for trainees –
Southampton 10-12 June.
Contact
Beata.Ziolkowska@suht.swest.nhs.uk for
further details

CGG News Editor

Deadline for contributions for next
issue is Friday 3 October 2008

Cancer Genetics Group Editor -
Ms Chris Jacobs

Clinical Genetics, 7th Floor New Guy’s
House, Guy’s Hospital, London SE1 9RT

Tel: 020 7188 1364 Fax: 020 7188 1369
Email: Chris.Jacobs@gstt.nhs.uk
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