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On behalf of the UK and Dutch Clinical Genetics Societies and the Cancer Genetics Group welcome to 
Cardiff and the 2016 Spring Conference. Thank you for taking time out of your busy schedules to 
attend. We hope to make it worth your while. 
 

A particular welcome to our colleagues from Holland who hosted the highly successful and 
entertaining 2014 conference in Leiden and we look forward to the 2018 conference in Utrecht. 
 

These are exciting times for our specialty but with greater pressures on our services than ever before. 
It’s hard to imagine that in 2014 few of us in the UK had heard of Genomics England and the 100,000 
genomes project, which have become a central part of our working lives.  Building on the success of 
the DDD project and heralding the introduction of genomic medicine into the wider healthcare system 
these developments place Clinical Genetics at the heart of innovation for patient benefit as well as 
leading in the delivery of Genomics Education. There was a time when rare disease was rarely 
mentioned in the media; now stories about achievements in rare disease research and diagnosis are 
frequent and high profile. 
 

Our themes for 2016 are the clinical utility of genomics in diagnosis and treatments for genetic disease 
including cancer. We are excited to have a lineup of excellent speakers including Mark Caulfield from 
Genomics England, Matt Hurles from the Sanger Centre and Han Brunner from Nijmegen, all of whom 
lead large scale genomics projects in rare disease. Yanick Crow and Jonathan Appleby will take us to 
the next step towards the development of treatments. The Cancer sessions will tackle the difficult 
topic of interpreting rare variants. As always the standard of original abstracts submitted was very 
high. 
 

A huge thanks to Dhavendra Kumar, Julian Sampson and Angela Burgess, our local conference 
organisers. Cardiff is a beautiful city and I hope you have time to enjoy some of the sights and look 
forward to seeing you at our evening event which features traditional Welsh food and music 
 
Croeso i Gymru! 
  



 

 

 
 
 
 

Professor Dhavendra Kumar, MD DSc FRCPI FRCP FRCPCH FACMG 
 

Chair-Organising /Programme Committee 
 
Consultant in Clinical Genetics/ Cardiovascular Genetics 
All Wales Medical Genetics Service, Institute of Medical Genetics, 
University Hospital of Wales, Cardiff, UK  
  

 

 

It gives me great pleasure to welcome you all to Cardiff, the Capital City of Wales, at the 4th Joint UK-

Dutch Clinical and Cancer Genetics Spring Conference on 7-8th March 2016 including the Joint UK 

Dutch Dysmorphology Group Meeting on 9th March 2016.  

This conference follows the highly successful 3rd  Joint Conference held in Leiden. The Dutch Organising 

Group led by Fred Hes (Leiden) offered invaluable guidance and support from basic planning to 

completion of the programme. I am grateful to Drs Mieke van Haelst and Margreet Auserms (Utecht) 

for their untiring support and trails of several advisory notes. My sincere thanks to Professor Ruth 

Newbury-Ecob, President, UK Clinical Genetics Society and Professor Diana Eccles, Academic Vice 

President of the UK Clinical Genetics Society and Chair of the Scientific Committee for steering through 

the programme and bridging the agenda of clinical and cancer genetic groups. Members of the UK and 

Dutch Scientific Committees were highly supportive of the unanimously agreed framework and 

agenda of this Joint Conference. I am particularly grateful to all members of the Abstracts Review 

Panel who advised on the selection process in most efficient and effective manner. The programme, 

as it stands, is very impressive and blends with the session themes with top-level presentations from 

many high profile distinguished experts in clinical genetics, cancer genetics and genomic medicine 

including Professor Han Brunner (Nijmegen & Maastricht) and Professor Mark Caulfield, Scientific 

Director of Genomics England, William Harvey Research Institute Queen Mary University of London.  

Finally, this conference could not be staged without the support of the Wales Gene Park led by 

Professor Julian Sampson, Director of the Division of Cancer & Genetics, Cardiff University School of 

Medicine.   

I sincerely hope you will enjoy visiting South Wales and have a fantastic conference. 

  



 

 

 

 

Dr Lucy Side, MD FRCP 

Chair, UK Cancer Genetics Group 
 
Consultant in Cancer Genetics 
North Thames Genetics Service,  
Great Ormond Street Hospital for Sick Children, London, UK 
 

 

 

 

 

On behalf of the UK Cancer Genetics Group, I would like to welcome you all to the 2016 Joint Spring 

Conference of the UK & Dutch Clinical and Cancer Genetics Societies on 7th and 8th March in Cardiff. 

The Scientific Committee has put together an excellent programme with joint sessions on the first day, 

encompassing use of the new genomic technologies in clinical practice, and areas where cancer 

genetics and dysmorphology converge. Parallel sessions on the second day will include variant 

interpretation and moderate risk cancer predisposition genes.  

I would like to thank the conference organisers, Alan Donaldson from the UK CGG and Dhavendra 

Kumar from UK CGS for all their hard work, as well as others from UK CGG who contributed to the 

organisation of the programme and abstract reviewing, including Marc Tishkowicz, Ian Frayling and 

Emma Woodward.  I would also like to thank our sponsors. And finally, thanks go to all of you who 

submitted work for presentation, without which our meeting would not be possible. 

I hope you will find the conference programme interesting, enjoyable and thought provoking, and that 

you will also have time to explore Cardiff during your visit. And I hope as many of you as are able will 

attend the conference supper on Monday evening, and take time to socialise with colleagues. As they 

say here, “Yechyd Da!” 

 

 

 

  



 

 

 

 

Dr Frederik Hes 

Chair, Dutch Society of Clinical Genetics   

Clinical Geneticist 
Leiden University Medical Center (LUMC) 
Department of Clinical Genetics 
Leiden, The Netherlands 
 
 

 

 

 

I’m also delighted to welcome you to our 4th consecutive joint meeting. Especially, I would like to 

express my compliments to our local host Professor Kumar and his co-workers. It was very thoughtful 

of them to place a picture of this majestic venue on the website with all those tulips at the foreground. 

It is hard to imagine what else would make the Dutch feel more at home than this sight.  Speaking of 

venues, they seem to become more and more prominent. As in 2014, we were in the city auditorium 

just a few steps away from the Leiden City Hall. Now in 2016, we are actually in a City Hall. This sure 

puts some stress on the organisation for the 6th Joint Meeting in 2018.  

The board of the Dutch Society of Clinical Genetics would like to thank the organizers for their hard 

work and make compliments for the programme, which is an attractive mosaic of all the qualities that 

UK and Dutch genetic societies have to offer. To stay within terms of tulips, it is wonderful to see that 

the organisation of the scientific program of this meeting is becoming such a fruitful cross-pollination.  

  



 

 

 

We gratefully acknowledge the support given to the Conference by our sponsors 

Platinum Sponsor 

 

 

Gold Sponsor 

 

Silver Sponsors 
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Professor Dhavendra Kumar (Cardiff), Chair; Conference Organiser, UK Clinical Genetics Society 

 Dr Alan Donaldson (Bristol), Conference Organiser, UK Cancer Genetics Group 

 Professor Ruth Newbury-Ecob (Bristol), President, UK Clinical Genetics Society 
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Professor Diana M. Eccles (Southampton), Academic Vice President & Chair- Scientific Committee, 
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 Dr Mieke van Haelst (Utrecht), Secretary, Dutch Clinical Genetics Group 

 Dr Lynn Greenhalgh (Liverpool), Secretary, UK Clinical Genetics Group 

 Dr Margreet G.E.M. Ausems (Utrecht), Secretary, Dutch Cancer Genetics Group 
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University 

Dr Andrew Fry, Consultant in Clinical Genetics, University Hospital of Wales, Cardiff  

Dr Vinod Varghese, Consultant in Clinical Genetics, University Hospital of Wales, Cardiff 

 
 

  



 

 

 

Day 1: Monday 7th March – Joint Programme                      

09:00 REGISTRATION & COFFEE                                                                                                       Lower Hall 

09:50 Welcome/ Introduction- Professor Dhavendra Kumar                                           Assembly Room 

10:00 Opening address/ Key note Lecture 

Professor Ruth Newbury-Ecob, President Clinical Genetics Society, UK 

10:30 – 13:00 

 

 

10:30 

 
 

11:00 

 

11:15 – 11:45 
 

 

11:45 

 

12:00 
 

12:30 
 

 

13:00 

JOINT SESSION I        Lead- Clinical Genetics                                                          Assembly Room 

Rare Diseases – Recent Trends in Diagnosis and Therapy 

Chairs:  Professor Angus Clarke, Cardiff, UK & Dr Mieke van Haelst, Uttrecht, NL 

Diagnostic potentials of Whole Exome & Whole Genome Sequencing (WES/WGS) for Rare 

Genetic Diseases 

Professor Han Brunner, Nijmegen & Maastricht, NL 

Visualising phenotypic and genomic relationships with DECIPHER – A community endeavour 

to map the Clinical Genome Helen Firth, Cambridge, UK 

Coffee Break & Poster Viewing                                                                                            Lower Hall 
 

Classification and clinical management of Variants of Uncertain Significance in high 

penetrance cancer predisposition genes  Setareh Moghadasi, Leiden, NL  
 

New drug developments for rare genetic diseases- the model of type 1 Interferonopathies 

Professor Yanick Crow, Manchester, UK/Marseille, France 

Future medicines – using validated genetic targets to deliver innovative breakthrough 

therapies 

Dr Jonathan Appleby, London, UK 

Annual General Meeting:  CGS - UK 

13:00-14:00 LUNCH & POSTER VIEWING                                                                                                   Lower Hall 

14:00 – 15:45 JOINT SESSION II            Lead - Cancer Genetics                                                    Assembly Room 

 Neoplasia and Malformations 

Chairs: Dr Lucy Side, London, UK  &  Dr Margreet Ausems, Utrecht, NL 

 

 

14:00  Update on cancer predisposition in childhood 

Dr Marjolijn Longmans, Leiden, NL 

14.25  Molecular basis of neoplasia in malformations- the paradigm of Wilms Tumour 

Dr Keith Brown, Bristol, UK 

 
              

 

14:50  Dysmorphic syndromes with Wilms Tumor-a clinical and molecular overview 

Dr Marry van den Heuvel-Eibrink, Utrecht, NL 

15:15  Selectively targeting TSC1/2 deficient cells by exploiting endoplasmic reticulum 

stress,  Mark Davies, Swansea/Cardiff, Wales, UK 

15:30  High yield of causative mutations by whole exome sequencing in selected individuals 

with childhood cancer, Ilja Diets, Nijmegan, NL 

15:45 – 16:15                   TEA BREAK & POSTER VIEWING                                                                                            Lower Hall 



16:15 – 18:30 

 

 

 

 

 
 

16:15 

 

16:30 

 
16:45 

 
17:00 

 

17:15 

 

 
 

17:30 

 
17:45 

 
 

18:00 
 
 

18:15 

 

 

JOINT SESSION III:                                                                                                       Assembly Room 

Clinical & Cancer Genetics Trainee Presentations  

Chairs: Dr Jane Hurst, London, UK & Professor Nine Knoers, Utrecht, NL 

With Judges Panel- Joint UK Dutch Clinical (2) & Cancer Groups (2) 

UK- THE ROBIN WINTER PRIZE + UK/ DUTCH PRIZES (5 prizes) 

Experience of participation in a therapeutic drug trial for neonatal patients with X-linked 

Hypohidrotic Ectodermal Dysplasia (XLHED),  Arveen Kamath, Cardiff,  UK 

Heterozygous KIDINS220/ARMS nonsense variants cause spastic paraplegia, intellectual 

disability, nystagmus, and obesity, Glen Monroe, Utrecht, NL 

Compound heterozygous NEK1 variants in two siblings with oral-facial-digital syndrome 

type II (Mohr syndrome), Marijn F. Stokman, Utrecht, NL 

Imprinting: the Achilles heel of trio-based Exome sequencing , Gijs Santen, Leiden, NL 

The Development of a Clinical Screening Instrument for Tumor Predisposition Syndromes in 

Childhood Cancer Patients: protocol for a prospective, observational, multi-center study 

(TuPS), Saskia Hopman, Amsterdam, NL 

SMC1A truncating mutations are associated with a severe epilepsy phenotype which is 

distinct from de Lange syndrome, Suresh Somarathi, Manchester, UK 

Risk factors for the presence of pathogenic APC and biallelic MUTYH mutations in patients 

with multiple adenomas, Sanne ten Broeke, Leiden, NL 

Strategy to Knockout Type V Collagen Using the CRISPR-Cas9n System, Andrea Cordaro , 
Bristol, UK 

Characterising STAT3 signalling as a therapeutic target for vascularized tumours and 

Tuberous sclerosis, Kayleigh Dodd , Cardiff, UK 

18:30 CLOSE 

 

19:45 Wine Reception and Informal Mixer/Supper at Radisson Blu Hotel, Cardiff City Centre 

With entertainment provided by the Tenovus Choir & The Jim Barber Quartet 

  

  



Day 2: Tuesday 8th March 2016 

08:30 REGISTRATION & COFFEE                                                                                                                                                                                                                             Lower Hall   

09:00-11:00 

 

09:00 

 

09:30 

 

10:00 

JOINT SESSION IV – PLENARY                                                                                                                                                                                                       Assembly Room 

Chairs: Prof Ruth Newbury-Ecob, Bristol, UK & Dr Frederik Hes, Leiden, NL 

Genome-wide sequencing in developmental disorders: future prospects and challenges 
Dr Matt Hurles, Cambridge, UK 

Hartwig Whole Genome Sequencing initiative 

 Dr Eric A Sistermans, Amsterdam, NL 

Keynote Address 

Genomics England shaping the future of clinical genetics & genomics                        

 Professor Mark Caulfield,  London, UK 

11:00-11:30 COFFEE BREAK                                                                                                                                                                                                                                                Lower Hall     

11:30 – 13:00 SESSION V: CLINICAL GENETICS                                    Assembly Room SESSION V: CANCER GENETICS                                                             Ferrier Hall 

 Chairs: Professor Daniela Pilz, Glasgow, UK & Dr. Grazia Mancini, Erasmus 

11:30  Periventricular nodular heterotopias  

            Dr Carlos Cardoso, INSERM, France 

12:00  Polymicrogyria- Clinical and Molecular Considerations 

            Dr Andrew Fry, Cardiff, UK 

12:30  A network analysis of genes with de novo mutations in 

polymicrogyria patients  Katherine A Fawcett, Oxford, UK 

12:45  UNC80 mutations lead to Intellectual Disability with persistent 

Hypotonia, Encephalopathy, and Growth Retardation, without 

true Facial Dysmorphism Jan-Maarten Cobben, Amsterdam, NL 

Chairs: Dr. Katie Snape, London, UK  and Dr. Margreet Auserms, Utrecht, NL 

11:30  Contextualising the interpretation of genetic variants in common cancers  

            Dr Diana Eccles, Southampton, UK 

12:00  How to deal with moderate (breast cancer) risk genes 

            Dr Setareh Moghadasi, Leiden, NL 

12:30 Use of multiple SNP testing to predict breast cancer risk in a familial     

screening clinic  Gareth Evans, Manchester, UK 

12:45 Prostate cancer genome-wide association study from 89,000 men using 

the OncoArray chip identifies more than 30 novel prostate cancer 

susceptibility loci  Rosalind A Eeles, London, UK 

13:00 – 14:30 LUNCH and POSTER VIEWING                                                                                                                                                                                                                     Lower Hall 



14:30 -16:00 SESSION VI: CLINICAL GENETICS                                  Assembly Room SESSION VI: CANCER GENETICS                                                           Ferrier Hall 

 

 

 

Chairs:  Dr Angus Dobie, Leeds, UK & Dr Alice Brooks, Erasmus, NL 

14:30  Genetic studies in Noncompaction Cardiomyopathy using Next 

Generation Sequencing  L A Verlooij, Groningen, NL 

14:45  Fetal imaging in the diagnosis of skeletal dysplasias and 

craniosynostosis – a case series   V Ward,  London, UK 

15:00  SMAD2  Mutations are associated with arterial aneurysyms and 

dissections  Fleur S van Dijk, Nijemegen, NL 

 

15:15  De novo loss of function mutations in USP9X cause a female 

specific recognizable syndrome with developmental delay and distinct 

congenital malformations Margot R.F. Reijnders, Nijmegan, NL 

15:30  Understanding mechanisms behind renal cancer development 

Elaine Dunlop, Cardiff, UK 

15:45  NF1 genetic testing: where have we got to?   Susan Huson, 
Manchester, UK 

Chairs: Professor Gareth Evans, Manchester, UK & Dr Jan C. Oostervilk, Groningen,NL 

14:30  Update CHEK2: the Dutch experience  

            Dr Muriel Adank, Amsterdam, NL 

15:00 How to deal with cancer gene panels 

           Dr Ian Frayling, Cardiff, UK 

15:30  Informing family members in hereditary tumour syndromes  Fred H. 

Menko, Amsterdam, NL 

15:45  Technological innovation in hereditary cancer risk assessment   A Kulkarni,  
London, UK 

 
 

16:00 

 

SESSION VII: Award ceremony Dutch and UK presentations                                                                                                                                        Assembly Room 

 Professor Ruth Newbury-Ecob, UK & Dr Frederik Hes, NL                                

16:30 Main Conference Close 
 

 

  



Guest Speakers 

Dr Muriel Adank, Amsterdam, The Netherlands 

Muriel Annemiek Adank (born 1974) obtained her medical 
training at the University of Amsterdam and was trained in 
clinical genetics at both the ErasmusMC/Daniel den Hoed 
Cancer Center in Rotterdam and the VU University Medical 
Center in Amsterdam. Her research efforts were initiated in 
2004 during a research fellowship in the ‘Breast and 
Gynaecology Research Laboratory’ of Memorial Sloan-
Kettering Cancer Center (MSKCC) in New York City.  
Muriel has been working in Amsterdam since 2011 as an 
oncological geneticist and has subspecialized in familial breast 
cancer. In November 2013 she received her PhD degree for her 
thesis "Clinical impact of breast cancer genes". This thesis 
includes several publications on large Dutch CHEK2-related 
familial breast cancer studies. Since 2013 Muriel has been the 

national clinical coordinator for the implementation of CHEK2 diagnostics in the Netherlands. Muriel 
currently lives with her husband and two young sons in the city of Leiden.  
 

Abstract 

Udate CHEK2: The Dutch Experience 

Background: The prevalence of the CHEK2 c.1100delC mutation in the Dutch population is relatively 
high (1.1%), and significantly increased in the familial non-BRCA1/2 breast cancer (BC) setting (4.9%). 
This observation, together with the associated excess of primary and contralateral BC risk in mutation 
carriers in a familial BC setting, has led to the decision to test CHEK2 c.1100delC parallel with BRCA1/2 
in new index cases from September 2014 onwards.  

Methods: Before implementation, the Dutch Cancer Genetics Group elaborated a consensus-based 
guideline regarding diagnostic testing for CHEK2 as well as a modified type of cascade screening. 
Multidisciplinary support was obtained on counselling and testing and subsequent BC surveillance and 
cascade screening through several national BC working groups. Furthermore, information on relevant 
websites was adapted, CHEK2 information was made available for Dutch healthcare professionals and 
the general public, and this change of policy was summarized in an article in the Dutch medical journal 
(NTvG). 

Results: Since the implementation of diagnostic testing, the CHEK2 c.1100delC prevalence is on 
average 3-4%, corresponding nicely with the expected prevalence in a familial BC setting. All tested 
women from CHEK2-families are asked and advised to join prospective inclusion in the nationwide 
Hebon-study. Prospective analysis of testing uptake, outcome, CHEK2-specific risk assessment, and BC 
surveillance will be performed to optimize counselling and preventative strategies in CHEK2-positive 
families in the near future.   
Issues that are being encountered are: increased complexity of counseling because of modified 
cascade screening and surveillance schemes, differences in implementation and interpretation 
between centers, and detection of several, less well documented CHEK2 mutations due to the current 
implementation of NGS technology. 

Conclusion: The coordinated national introduction of diagnostic CHEK2 testing in the Netherlands 
using an uniform guideline is used as a proof of principle for implementing at limited extra costs a 
moderate/polygenic BC risk allele in the increasingly complex field of hereditary cancer diagnosis and 
counseling. The collaborative results of the first year will be presented and discussed. It is work in 
progress, aiming at rapid accumulation of additional prospective data, in order to improve counseling 
and optimize prevention in breast cancer families. 
  



 

Jonathan Appleby, London, UK 
 

Jonathan is the Chief Scientific Officer for the GSK Rare 

Diseases Gene Therapy Team.  Over the past five years he has 

led an R&D alliance with the Telethon Institute for Gene 

Therapy (Milan) which in the past 12 months has delivered a 

marketing application for the first autologous stem cell gene 

therapy product.  Jonathan has a degree and PhD. In 

molecular biology and genetics from Leeds University, 

conducted a post doc at Christie Hospital in Manchester and 

has been in the pharma industry (Quintiles and 

GlaxoSmithKline for the last 19 years). 

 

 

 

 

Abstract 

From Gene Association to Medicine 

GSK2696273 is a gene modified autologous, CD34 (bone marrow stem cell) product in development 

for the treatment of patients with the monogenic disease Adenosine Deaminase Deficiency – Severe 

Combined Immunodeficiency. GSK2696273 was filed for regulatory review in May 2015.  In this brief 

talk we will discuss the development of GSK2696273 and investigate how the regulatory environment 

is adapting in order to facilitate testing of novel biological therapies, known in Europe as Advanced, 

Therapeutic Medicinal Products. 

  



Dr Keith Brown, Bristol, UK 

 

Dr Keith Brown is a Reader in Molecular Pathology at the 
University of Bristol (UK), where he is active in carrying out 
research within a cancer epigenetics laboratory, and in teaching 
undergraduates and postgraduates.  His research is focussed on 
understanding the role of epigenetic alterations in childhood 
cancers, with a view to discovering new prognostic markers and 
targets for therapy.  As former chair of the Children’s Cancer and 
Leukaemia Group Biological Studies Committee, he was 
extensively involved in setting up a national biobank for 
paediatric tumour samples (in Newcastle), which now provides a 
resource open to all researchers interested in childhood cancer. 

 

 

Abstract 

Molecular basis of neoplasia in malformations – the paradigm of Wilms Tumour 

Wilms' tumour is a childhood kidney tumour that arises during embryonic development, via a well-
defined premalignant stage (nephrogenic rests).  It is one of the commonest extracranial solid cancers 
of childhood, with currently a very high cure rate (>85%).  Initial studies of the genetics of Wilms’ 
tumour were focussed on chromosome 11, eventually leading to the discovery of the WT1 tumour 
suppressor gene.  Whilst WT1 inactivation in Wilms’ tumour follows the classic Knudson two-hit model, 
it soon became clear that the genetics of Wilms’ tumour was vastly more complex than that of 
retinoblastoma, which is the paradigm for Knudson’s model. 

Recent sequencing studies of Wilms’ tumours have identified mutations in micro RNA processing 
genes e.g. DROSHA and DCGR8, and in other developmental regulators such as SIX1 and SIX2, as well 
as previously known mutations in WT1, CTNNB1, WTX and TP53.  Despite this, approximately 40% of 
WTs still lack identifiable mutations, which implicates more complex genetic alterations and/or 
epigenetic changes.  Interestingly, there are some well-characterised areas of chromosome copy 
number change in Wilms’ tumour that have still not had specific genetic events associated with them, 
suggesting that copy number changes are in themselves molecular pathogenic events, perhaps 
because they deregulated many genes simultaneously. 

The important role of epigenetic changes in Wilms’ tumour is supported by the finding of both somatic 
and germline alterations in the IGF2 pathway, epigenetic-mediated gene regulation by WT1 and by 
the studies of our group and others identifying novel gene-specific and long-range epigenetic 
aberrations. 
Understanding the roles of this large number of genetic and epigenetic changes in Wilms’ tumour 
development is difficult but one useful approach is to examine molecular changes in nephrogenic rests.  
This has shown that certain events such as WT1 mutation, occur early in Wilms’ tumour development, 
whereas others, such as RASSF1A hypermethylation, occur later.  The development of mouse models 
also allows the relationship between multiple genetic changes to be understood.  For example, loss of 
function of WT1, together with loss of imprinting of IGF2, can generate tumours in mice that are 
biologically similar to human Wilms' tumours, emphasising the synergy of genetic and epigenetic 
changes in carcinogenesis. 

Some of the genetic events in Wilms’ tumour are known to be associated with a poor prognosis e.g. 
mutation of TP53 and loss of chromosome 16q.  With the increase in knowledge of the molecular 
genetics of Wilms’ tumour, we may be approaching the point where personalised medicine becomes 
reality for this complex childhood cancer. 

  



Professor Han Bruner, Nijmegen & Maastricht, The Netherlands 

 

Han Brunner trained as a clinical geneticist at Nijmegen 

University. In 1998 he was appointed full professor and head 

of the department of Human Genetics at Nijmegen University 

Hospital. In 2014 he was also appointed chairman of the 

Department of Clinical Genetics at Maastricht University 

Medical Center, in the  Netherlands. He was elected member 

of the board of directors of the Dutch, European (president in 

2014-2015) and of the American Societies of Human Genetics. 

Han Brunner was elected member of the Royal Netherlands 

Academy of Arts and Sciences in 2013, and of the Academia 

Europea in 2012. He is a Knight in the Order of the Dutch Lion 

since 2013. He is a co-winner of the King Faisal International 

Prize in Medicine 2016, with Joris Veltman. 

Han Brunner pursues the scientific understanding of the connections between clinical and molecular 

features of rare diseases, including applications to patient care. He has pioneered the discovery of a 

large number of disease genes, and the application of cutting-edge genomic technologies (genomic 

microarrays, exome sequencing, and whole genome sequencing) to discover the causes of genetic 

diseases. Much of this work focuses on neurodevelopmental conditions such as intellectual disability 

and abnormal behavior. A pertinent finding is that in non-consaguineous populations, the major cause 

for severe intellectual disability lies in spontaneous mutations. 

 

Abstract 

Diagnostic potentials of Whole Exome & Whole Genome Sequencing for Rare Genetic Diseases 

We are using exome sequencing in clinical diagnosis for a broad range of diseases. For the year 2016, 

we expect to run 8000 diagnostic exome tests. We have reviewed our experience of the first 10.000 

exome tests, and find that this has now become an integrated part of modern medical care for patients 

with rare diseases. 

After 5 years of experience with exomes in a clinical setting, the following conclusions are drawn: 

 Exomes do better than doctors most of the time 

 Exomes do not generate large numbers of incidental findings 

 Incidental findings can be managed by a combination of careful informed consent, targeted 

analysis where possible, and informed genetic counseling 

 Genomes do better than exomes, but not much at this point 

 We do not understand enough of non-coding DNA to allow easy detection of variants that 

impact disease 

 We find  similar mutations for seemingly disctinct neurodevelopmental disorders suggesting 

broad clinical heterogeneity, and fueling nosological debate 

 De novo mutations are an important cause of severe genetic disease in non-consaguineous 

populations 

  



Dr Carlos Cardoso, Marseille, France 

Dr Carlos Cardoso, is Director of research at INSERM (National 

Institute for Health and Medical Research) and the leader of the 

« Cortical development disorders and neuronal migration» team 

hosted at the Mediterranean Institute of Neurobiology (INMED) in 

Marseille. He received his PhD at the Aix-Marseille University (1999) 

and subsequently did a postdoc with Prs. David H. Ledbetter and 

William B. Dobyns at the University of Chicago (2000-2001) before 

returning back to France. He has long experience in molecular and cell 

biology, human genetics and in neurobiology. He aims to establish a 

closer nexus between novel research findings in the field of brain 

malformation disorders and the practice of clinical genetic medicine. 

Dr. Cardoso’s research focuses on the etiology and pathophysiology of malformations of cortical 

development. Notably, his group designed and validated an experimental approach enabling rapid 

functional evaluation of candidate genes potentially impacting corticogenesis. This strategy has 

proven successful for confirming the roles of the TUBB2, FLNA, C6ORF70 and TBC1D24 genes in brain 

development.  

 
Abstract 

Role of FLNA in cortical development and pathogenesis of Periventricular Nodular Heterotopia 
 

The cerebral cortex plays a key role in cognitive and intellectual processes and is involved in emotional 

control as well as, learning and memory. It is therefore not surprising that many neurological and 

psychiatric diseases result from malformations of cortical development (MCDs). Until the availability 

of magnetic resonance imaging, MCDs were thought to be extremely rare disorders. It is now 

recognized that MCDs are a significant cause of epilepsy (20-40% of drug-resistant childhood epilepsy) 

and intellectual disability, with most patients presenting in childhood. Moreover, MCDs have a diverse 

array of causes, both genetic and environmental. Among those, Periventricular Nodular Heterotopia 

(PNH), the most common form in adulthood, is caused by defective neuronal migration that results in 

ectopic neuronal nodules lining the walls of the lateral ventricles. Most affected PNH patients have 

seizures and their cognitive level varies from mild to severely impaired. Mutations in the FLNA gene 

are the main cause of PNH, but most patients with this brain malformation do not have a known 

aetiology. We therefore developed an innovative strategy that enabled us to disclose the crucial 

contribution of C6ORF70 gene in PNH pathogenesis.  

Although the link between FLNA-related PNH and clinical manifestations has been well established, 

the mechanisms underlying epileptogenesis remain poorly understood. To address this issue, we 

silenced Flna expression in neural progenitor cells of embryonic rodent brain by in utero 

electroporation. We found that loss of Flna delays neuronal migration by disrupting the organization 

of radial glia and consequently led to a PNH phenotype. Interestingly, similar alterations of the radial 

glial scaffold were identified in neuropathology specimens from two PNH patients carrying FLNA 

mutations. We also observed, at postnatal stages, that the majority of Flna-deficient neurons were 

able to reach the rodent cortical layers but display an abnormal morphogenesis and impaired function 

as the cells mature. Futhermore, all juvenile Flna animal model exhibited increased seizure 

susceptibilities to chemical convulsants or hyperthermia regardless of the extent of PNH. These 

observations are in agreement with previous clinical studies in patients with FLNA mutations that 

revealed no correlation between the extent of PNH and epilepsy severity. Collectively, our data 

highlight the esential role of FLNA in radial glial scaffolding and neuronal maturation but also provide 

insights into the pathophysiology of PNH. 

 



Professor Mark Caulfield, London, UK 

Chief Scientist, Genomics England  
William Harvey Research Institute, Queen Mary University of 
London. 

Mark Caulfield graduated in Medicine in 1984 from the London 

Hospital Medical College and trained in Clinical Pharmacology 

at St Bartholomew’s Hospital where he developed a research 

programme in molecular genetics of hypertension and clinical 

research. In 2009 he won the Lily Prize of the British 

Pharmacology Society. In 2000 he established the Barts and 

The London Genome Centre which now underpins over 40 

programmes of research. Since 2008 he directs the Barts 

National Institute for Health Research Cardiovascular 

Biomedical Research Unit. Mark was appointed Director of the William Harvey Research Institute in 

2002 and was elected a Fellow of the Academy of Medical Sciences in 2008. He led on fundraising 

towards the £25m William Harvey Heart Centre which created a translational clinical research centre. 

Mark served on the NICE Guideline Group for hypertension and leads the Joint UK Societies’ Working 

Group and Consensus on Renal Denervation and was President of the British Hypertension Society 

(2009-2011). In 2013 he became an NIHR Senior Investigator and was appointed as the Chief Scientist 

for Genomics England (NHS 100K Sequencing Project) 2013-2017. 

 

Abstract 

Genomics England shaping the future of clinical genetics & genomics 

The 100,000 Genomes project is using whole genome sequencing to bring diagnoses to patients with 

rare inherited disorders, identify drivers to cancer and response to therapy and drivers to 

antimicrobial resistance in pathogens. This will transform the capability and capacity of the NHS to 

apply genomic medicine for patient benefit. This programme will be carried out in England requiring 

the NHS and third party providers to create new leading edge infrastructure and operational plans for 

day to day NHS Practice. With NHS England we have created 13 NHS Genomic Medicine Centres across 

England to enable generation of clinical data and sample flows from NHS patients with broad consent 

for whole genome sequencing into our Genomics England Biorepository at the NIHR Biosample centre. 

We are creating one of the largest X Ten Next Generation Sequencing Centres in the World at Hinxton 

with our partner Illumina. The value of this programme will be the alignment of the highest fidelity 

and most comprehensive whole genome DNA sequence produced from patients to date with high 

fidelity clinical data stored in pseudonymised format within a multi-petabyte data infrastructure. This 

will allow ongoing refreshment from primary, secondary and tertiary NHS care to offer a picture of 

life-course health and disease progression for participants. To drive up diagnoses for patients we have 

created the Genomics England Clinical Interpretation Partnership where 2100 clinicians and scientists 

will work on pseudonymised builds to enhance value for patients.  Alongside this significant 

enhancement of NHS capability for utilisation of next generation sequencing in clinical care we will 

train with 530 person years of Masters Training the next generation of clinicians and scientists to 

ensure that NHS capacity to harness Genomic Medicine is the most advanced in the world. 

  



Professor Yanick Crow, Manchester, UK & Paris, France 
 

Yanick Crow qualified in Medicine from Newcastle in 1991. 

He obtained his MRCP in adult medicine in Glasgow, worked 

in paediatrics in Stirling, and then undertook training in 

Clinical Genetics at Yorkhill Hospital, Glasgow (1996 - 1999). 

Inspired by Professor John Stephenson and Dr John Tolmie 

he became interested in neurogenetics, and subsequently 

moved to Leeds where he undertook a PhD on the genetics 

of Aicardi-Goutières syndrome with Dr Geoff Woods and Sir 

Alex Markham. Between 2001 and 2006 he was a full-time 

NHS consultant in the Yorkshire Regional Genetics Service, 

and then took up a post as Senior Lecturer in the Leeds 

Institute of Molecular Medicine working closely with 

Professor David Bonthron. In 2008 he became Professor of Medical Genetics at the University of 

Manchester. More recently, 2014, Yanick took up a post at the Institut Imagine at the Institut Imagine 

in Paris, whilst retaining his laboratory in Manchester.  

 

Abstract 

New drug developments for rare genetic disease – the model of Type 1 Interferonopathies 

Dissection of the genetic basis of Aicardi-Goutières syndrome has highlighted a fundamental link 

between nucleic acid metabolism and type I interferon induction, leading to the concept of the human 

interferonopathies, a broader set of Mendelian disorders where disease pathology relates to a primary 

upregulation of type I interferon activity. Here we discuss the clinical phenotypes associated with 

these novel inborn errors of immunity, their pathological basis, and strategies for their treatment. 

  



Professor Diana Eccles, Southampton, UK 
 

Diana M Eccles is Professor of Cancer Genetics at the 

University of Southampton and an Honorary Consultant at the 

Wessex Regional Genetics Service. She is a member of the 

Faculty of Medicine leadership team as head of the Cancer 

Sciences Academic Unit. She trained in general medicine, 

oncology and genetics in Manchester, Edinburgh and 

Southampton and took up her first consultant post in 

Southampton in 1995. She was elected Fellow of the Royal 

College of Physicians in 1996. Her main clinical and research 

interest is in the impact of inherited genetic factors on 

diagnosis, treatment and prevention of cancer. She is a 

member of the Breast Information Core Steering Group, the ENIGMA consortium and the BRCA 

Challenge initiative all working on clarifying variant classification and clinical application of breast 

cancer susceptibility gene testing. She has published over 240 papers in peer reviewed journals and 

written 14 book chapters. She sits on a number of national and international research council grant 

review boards as well as national training fellowship selection panels (MRC, CRUK). She is an associate 

editor of J Med Genet and implemented and coordinates the monthly MCQ modules written for 

professional CPD training within the BMJ learning framework. She leads the Cancer Genomics module 

for the Southampton MSc in Genomic Medicine. 

 

Abstract 

Contextualising the interpretation of genetic variants in common cancers 

Cancer is a common disease with an ageing population more than 1 in every 3 people will develop 

cancer in their lifetime. Only a small proportion are due to loss of function in a single highly penetrant 

susceptibility gene. Identifying individuals who are more likely to develop malignancy than not, 

typically at a much younger age than in the general population, provides opportunities for preventing 

the psychological, medical and socio-economic burden that a young cancer diagnosis brings. With risk-

reducing surgery comes the risk of a different set of psychological, medical and socio-economic 

burdens. Risks need to be carefully weighed and explained and high risk individuals provided with a 

clearly structured care pathway with decisions underpinned by multidisciplinary teams. The 

potentially life-altering decisions that may hang on a genetic diagnosis make it all the more important 

that care is taken in correctly interpreting variants in high-risk susceptibility genes like BRCA1 and 2. 

An iterative dialogue between laboratories and clinicians is essential with a view to better 

classification of variants and where there is uncertainty about pathogenicity, this needs to be clearly 

communicated and data contributed to international expert groups to facilitate classifications that will 

benefit everyone accessing genetic testing for the purposes of risk assessment and risk management. 

 

 

  



Dr Ian M Frayling, Cardiff, UK 
 

Ian qualified in Clinical Medicine at Cambridge and after initial 

training in pathology he studied DNA repair for his PhD.  In 1993, 

he was appointed Clinical Research Fellow in the Family Cancer 

Clinic at St Mark’s Hospital.  There he helped to establish APC 

testing in familial polyposis, microsatellite instability and gene 

testing in Lynch syndrome and PTEN testing for Cowden’s.  He also 

helped identify the CRAC1 locus [now known to be SCG5/GREM1] 

responsible for Hereditary Mixed Polyposis Syndrome, and 

establish that the position within APC of an inherited mutation is 

itself a major modifier of polyposis severity.  His work now 

concentrates on mutation interpretation and systematic testing of 

incident cancers to identify hereditary cases, and he is also an 

assessor for mismatch repair proteins for the UK National External Quality Assessment Scheme in 

Immunohistochemistry.  He is a founder member of the International Society for Gastrointestinal 

Hereditary Tumours (InSiGHT) and in 2015 was elected to InSiGHT Council.  He is also a member of 

InSiGHT’s Variant Interpretation Committee, the European Hereditary Tumour Group, and is Honorary 

Medical Adviser to Lynch Syndrome UK. 

 

Abstract 

How to deal with cancer gene panels 

As technology such as Next Generation Sequencing progresses, so it is becoming increasingly possible 

for laboratory scientists to offer tests to clinicians which cover multiple rather than single genes. These 

tests which bundle multiple genes into ‘panels’ are a form of subexome testing.  But, indeed, some 

laboratories are now offering the option of testing all genes identified as associated with a clinical 

phenotype -  the so-called ‘clinical exome’, or even the whole exome.  We are therefore moving 

towards an era when test selection is less dependent on phenotype, and assumptions made about 

genotype-phenotype relationships, and so is theoretically an improvement.  However, such testing 

brings with it confusion.  These include: which genes to select for inclusion on a panel and then the 

interpretation of mutations found in those genes – to what degree are they relevant, pathogenic, 

penetrant, and clinically actionable?  Plus there is the issue of ‘coverage’.  And what does it mean 

when a patient is found with mutations in more than one gene?  Using experiences from testing for 

hereditary predisposition to colorectal and related tumours, I will endeavour to illustrate these issues 

and provide some guidance. 

 

 

 
 
 
 
 
 
 
 
 
  



Dr Andrew Fry, Cardiff, UK 

 

Andrew Fry is a Clinical Research Fellow and Locum Consultant 

in Clinical Genetics at the Institute of Medical Genetics, 

University of Hospital Wales, Cardiff. Andrew studied medicine 

at the University of Glasgow. During medical school he 

completed an intercalated BSc in Molecular Biology. After 

graduating with distinction in 2000, Andrew trained in 

Paediatrics in London and Maidstone. He then became a 

Welcome Trust Clinical Research Training Fellow in Oxford. 

During his DPhil research he used large-scale population- and 

family-based association analysis to investigate how common 

genetic variants contribute to severe malaria susceptibility. 

Andrew then trained in Clinical Genetics in Wales, working as an 

Academic Clinical Fellow (2007-2010) and then as Clinical Lecturer (2010-2014). His recent research 

has focused on the genetic basis of brain disorders such as malformations of cortical development and 

severe early-onset epilepsies. 

 
 
Abstract 

Polymicrogyria- Clinical and Molecular Considerations 

Polymicrogyria (PMG) is a heterogeneous malformation of cortical brain development. Symptoms of 

PMG depend on the distribution and extent of the affected cortex but often include developmental 

delay, intellectual disability, spasticity, muscle weakness and seizures. Diagnosis is typically made by 

magnetic resonance imaging (MRI) that reveals either irregularity to the cortical surface suggestive of 

multiple small folds or blurring of the gray matter-white matter junction. The aetiology of PMG is 

complex and includes both environmental (vascular events, congenital infection) and genetic factors. 

We recruited a cohort of 121 PMG patients. The cohort comprised 99 single probands (with no other 

affected family members) and 22 PMG patients from 10 families. We reviewed the clinical features, 

examination findings, MRI images and previous investigations for each patient. All participants were 

tested by SNP array if an NHS array had not previously been performed. We found the frequency of 

pathogenic or possibly-contributory CNVs was relatively low among PMG patients (1 family, 5 single 

probands). We then exome sequenced members of all 10 families, 57 proband-parent trios and 4 

individual probands. Genes hit more than once by pathogenic de novo point mutations included 

TUBA1A, PIK3R2, GRIN1 and CHD8. We identified single de novo hits in other known PMG genes and 

several genes with biologically-relevant functions. Overall, using a combination of array, candidate 

gene testing, gene panels and exome sequencing we achieved a genetic diagnostic rate of ~17% 

(17/99). In contrast, the diagnostic rate among the PMG families was much higher at ~60% (6/10). 

Overall, our results highlight the clinical and genetic heterogeneity of PMG. There are likely to be 

further patients in our cohort with high-penetrance mutations. However, non-genetic factors and low-

penetrance variants may play a role in many cases. 

 

 

 

 

 



Dr Matthew Hurles, Cambridge, UK 

 
Dr Hurles studied Biochemistry at Oxford University, before gaining 

a PhD in Genetics from the University of Leicester and establishing 

the Genomic Mutation and Genetic Disease group at the Wellcome 

Trust Sanger Institute in 2003. From 2003-2011, Matt led major 

initiatives to characterise structural variation in the human genome, 

and integrate this knowledge into disease and population genetic 

studies. His current research interests are in the genetic causes of 

severe developmental disorders, pre- and post-natally, many of 

which are caused by new germline mutations, and the causes of 

variation in germline mutation rates. Dr Hurles has had leadership 

roles in the 1000 genomes project and the UK10K project, and is the 

principal investigator of the Deciphering Developmental Disorders 

(www.ddduk.org) and Prenatal Assessment of Genomes and 

Exomes (PAGE) projects. Dr Hurles gave the Genetics Society Balfour Lecture in 2009 and the Royal 

Society Crick Lecture in 2013. 

 

Abstract 

Genome-wide sequencing in developmental disorders: future prospects and challenges 

Children with severe, undiagnosed developmental disorders (DDs) are enriched for damaging de novo 

mutations in developmentally important genes. We exome sequenced 4,295 families with children 

with DDs, and meta-analysed these data with published data on children with similar 

disorders. We identified over 90 genes in which damaging de novo mutations show genome-

wide significant (p < 1e-6) evidence for causing developmental disorders, including 15 novel genes 

reaching this level for the first time. We estimated that we have statistical power to detect ~50% of 

all haploinsufficient genes, and that most haploinsufficient genes causing DDs have already been 

discovered. Our large number of genome-wide significant findings allow us to compare 

empirically the power to detect novel DD-associated genes using exome or genome sequencing. 

We find that, at current cost differentials, exome sequencing has much greater power for novel gene 

discovery for genetically heterogeneous disorders. Finally, we estimate that ~45% of our cohort likely 

carry pathogenic de novo mutations in coding sequences, with approximately half operating by a loss-

of-function mechanism, and the remainder being gain-of-function or dominant negative in action. By 

extrapolating from the DDD cohort to the general population, we estimate that de novo dominant 

developmental disorders have an average birth prevalence of 1 in 200-400, depending on paternal 

age. 

(On behalf of the Deciphering Developmental Disorders Study) 

 
 
 
  



Dr Marjolijn Jongmans, Leiden, The Netherlands 
  

Marjolijn Jongmans is consultant in clinical genetics at the 
departments of genetics in Nijmegen and Utrecht. Her topic of 
expertise is diagnostics and counseling of childhood cancer 
predisposition. In 2013 she defended her PhD thesis entitled 
‘Improving the clinical and molecular recognition of pediatric cancer 
predisposition’. She developed a tool to support pediatric 
oncologists in selecting childhood cancer patients that may benefit 
from referral to a clinical geneticist. Currently, she applies exome 
sequencing in children with cancer and features suggestive of 
genetic predisposition to identify novel pediatric cancer 
predisposing genes. In 2015 she started working in Utrecht to 
contribute to the clinical genetic care for patients in the Princess 
Máxima Centre for pediatric oncology. This is a national center 

where care for children with cancer and research will be concentrated.  

 

Abstract 

Update on cancer predisposition in childhood 

Each year approximately 550 children (age 0-18) in the Netherlands and 1600 (age 0-14) in the UK 
develop cancer. Genetic predisposition plays a much larger role in childhood cancer compared to adult 
cancer, although the exact frequency of predisposition among children with cancer is unknown.  

Identifying susceptibility for childhood cancer is of great benefit for patients, because this may lead to 
strategies for optimal therapy and surveillance measures for early detection of a second primary 
tumor. Also for family members a tumor surveillance program might be warranted. Furthermore, 
detection of a predisposing genetic mutation gives opportunities for reproductive counseling and 
prenatal diagnosis. Finally, identifying a genetic cause simply answers the question so many parents 
presumably ask themselves: “Why did my child got cancer?” 

In my presentation I will give an overview of recently identified childhood cancer predisposing 
conditions, such as PAX5 and ETV6 related acute lymphoblastic leukemia and hereditary small cell 
carcinoma of the ovary due to mutations in SMARCA4, and I will discuss several challenges that we 
are facing: 

- In daily practice, genetic predisposition for childhood cancer is regularly missed. The most well-
known characteristic of cancer susceptibility, a positive family history for cancer, is often lacking in  
children because of de novo mutations, recessive conditions and reduced penetrance. Therefore, 
other strategies need to be applied to increase the recognition of childhood cancer predisposition. In 
this light it is helpful that increasingly associations are made between specific types of childhood 
cancer and predisposing genes, for instance pineoblastoma has been linked to mutations in DICER1 
and low hypodiploid ALL is often caused by germline mutations in TP53.  

- The application of genome wide sequencing to describe the mutation profile of pediatric 
malignancies is shifting from a research setting to diagnostic care. In this search for somatic mutations 
that can influence treatment choices, the germline of the child is sequenced as well. This gives 
opportunities for standardized screening of known and detection of novel cancer predisposing genes 
in children and asks for guidelines concerning counseling and informed consent.   

- The implementation of novel sequencing techniques has indeed resulted in the identification of 
several novel (childhood) cancer predisposing conditions. Surveillance guidelines need to be 
developed for these syndromes. This can be challenging for conditions with low cancer penetrance 
and a wide spectrum of malignancies involved and asks for expert opinions.    



Dr Setareh Moghadasi, Leiden, The Netherlands 
 

Setareh Moghadasi is a PhD-candidate and clinical 
geneticist in training in the Leiden University Medical 
Centre, the Netherlands.  

Setareh has studied Medicine and Biomedical sciences in 
Leiden and has also obtained a master degree in Genetic 
epidemiology from the Erasmus University Rotterdam, the 
Netherlands.  Her PhD project aims to improve classification 
of the Variants of Uncertain Significance in the BRCA1 and 
BRCA2 genes and to optimize guidelines for communication 
by means of integrated and translational approaches. She is 
following her PhD programme under supervision of Christi 
van Asperen, Maaike Vreeswijk and Peter Devilee.  

 
 
 
 

 
 
Abstract 

How to deal with moderate risk (breast cancer) genes 

The introduction of sequence-based technologies in DNA diagnostic laboratories is resulting in the 
detection of an increasing number of variants in both the known high penetrance cancer predisposing 
genes as well as in moderate risk genes.  

 Currently guidelines for clinical management of women with a family history of breast cancer exist. 
These guidelines are based on stratification of patients according to levels of risk and provide guidance 
on extra screenings, chemoprevention, and risk-reducing surgery. 

Moderate breast cancer risk is defined as two to fourfold increased risk compared to the general 
population. Uniform guidelines for the clinical management of carriers with moderate risk alleles are 
not established yet. Reliable estimates of the risk associated with these alleles as well as information 
about the biological function of the gene, cancer type and tumour characteristics are essential to 
establish guidelines for the clinical management of carriers.  

 
 
 

 

 

 

  



Dr Eric A Sistermans, Amsterdam, The Netherlands 

 
Erik Sistermans is head of genome diagnostics at the 

department of clinical genetics of the VU University Medical 

Center Amsterdam. He studied chemistry in Leiden and Paris, 

and obtained his PhD Nijmegen. Since 1994 he works as a clinical 

laboratory geneticist, first in Nijmegen and since 2007 in 

Amsterdam. He specialised in the genetics of intellectual 

disability and of neurological disorders, and developed a focus 

on implementing new techniques in the diagnostic laboratory. 

He is (co)author of more than 90 papers in peer reviewed 

journals, of international Best Practice Guidelines (including the 

European guidelines on diagnostic NGS analysis) and book 

chapters and he is reviewer for several international journals. 

He is active for UK-NEQAS, CEQAS and EMQN. Erik Sistermans is 

chair of the Clinical Genetics steering group of the Hartwig 

Medical Foundation, and project leader of the TRIDENT study which has successfully introduced NIPT 

in the Netherlands.  

 

Abstract 

Hartwig Whole Genome Sequencing initiative 

Hartwig Medical Foundation (HMF) was founded in 2015. It originates from the Center for 

Personalized Cancer Treatment (CPCT), which focusses on implementing personal cancer treatment 

based on individual tumour markers, including somatic DNA variants. HMF is an independently 

financed non-profit organization and has as main goal to facilitate the DNA analysis for CPCT and 

others. It is located at the Amsterdam Science Park, and has an Illumina HiSeq X Ten installed. Five 

academic clinical genetics laboratories in the Netherlands (VUmc Amsterdam, AMC Amsterdam, NKI 

Amsterdam, Utrecht and Groningen) accepted the invitation to use HMF facilities for the introduction 

of Whole Genome Sequencing (WGS) in diagnostics. Summer 2015 a clinical genetics steering 

committee was formed, as were two working groups (logistics and bio-informatics). Several goals were 

set for 2015/2016, aiming at low scale introduction of WGS in 2016 followed by increasing numbers 

of diagnostic WGS analyses in 2017 and 2018. After six months we have completed the validation of 

the diagnostic pipeline for SNP-analysis (CNVs and other rearrangements will follow), as well as the 

clinical validation of the first sequencers. An internal audit is planned to allow testing at HMF, which 

is aiming at obtaining ISO17025 accreditation by the end of this year. We are working on logistics and 

further quality control, to warrant safety and reliability of patient data. Finally a database needs to be 

installed to allow for datasharing, which is very important for interpretation of data. The collaboration 

of five centers with HMF gives a unique opportunity to share knowledge and cut expenses, thereby 

enabling the introduction of reliable diagnostic WGS in the Netherlands at relatively low costs. First 

diagnostic tests are expected before summer 2016. 

 

 

  

http://www.cpct.nl/


Dr Marry van den Heuvel-Eibrink, Utrecht, The Netherlands 

 

Dr van den Heuvel-Eibrink has been an Associate Professor in 
Pediatric Oncology since 2008. 

She was a Senior Consultant in pediatric oncology and 

hematology Erasmus MC-Sophia Children's Hospital from 1997-

2014. She is Working Group leader of the Working group leader 

of the ‘Erasmus MC Postgraduate Molecular Medicine School’ 

which is recognized by the Dutch Royal Academy of Science and 

Arts, since 2009.  

Dr van den Heuval-Eibrink is Chair of the international EWOG-

MDS foundation, member of the international IBFM AML study 

Group. She is co-chair of the international renal tumor disease 

committee (SIOP-RTSG) and chair of the international Working 

Group for MDS and JMML(EWOG-MDS). She is chair of the 

national DCOG renal tumor committee and steering committee 

member of the DCOG late effects consortium. She has published over 260 international peer reviewed 

manuscripts and supervised 15 finalized and 13 ongoing PhD projects. She is currently working in the 

Princess Maxima Center for Pediatric Oncology, where she is responsible for the now established 

centralized care and translational research program for all children with renal tumors in the 

Netherlands. 

Dr van den Heuval-Eibrink decidated to translational research in pediatric oncology, with a special 

focus on myeloid malignancies, renal tumors and the (genetic) variation of early and late toxicity of 

childhood cancer 

 

Abstract 

Dysmorphic syndromes with Wilms Tumor – a clinical and molecular overview 

Wilms tumor, or nephroblastoma is the one of the most prevalent tumors in children. The current 

presentation will give and overview of the history, epidemiology, and the clinical presentation. 

Worldwide there are differences in treatment strategies, grossly determined by the strategies of the 

SIOP (Societe International Oncologique Pediatrique) and the COG (USA, Childrens Oncology Group) 

Treatment variation, as well as other determinants of outcome will be discussed. With that respect 

the role of multidisciplinary decision making in individual patients is of utmost importance. The 

relevance of collaboration with clinical geneticists within such teams, will be highlighted, with respect 

to patient care, counseling and future research opportunities. This is obviously most apparent for 

children with dysmorphic features and/or known Wilms tumor predisposition syndromes. 

 

 

 

 


