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This house believes that 

ALL Cardiologists should be ordering ALL Genetic tests 

Motion is correct 

Implement as soon as feasibily possible 



Debate has a bad reputation….. 



Ground Rules 



Ground Rules 

Dr Graham Stuart  Dr Saru Mehta 

Rational  and plausible Unhinged maverick  

The safe choice…... Sees the future more clearly…..  
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Genetics and Cardiology 
- a personal history 

Master Graham Stuart   
Schoolboy 1976 
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Dr Graham Stuart MBChB   
1982 

Gregor Mendel  
1822- 1884 

 



Genetics and Cardiology 
- a personal history 

Dr Graham Stuart MBChB   
1982 

Drosophila Melanogaster 

4 pairs chromosomes 

DNA  
Watson & Crick 1953 



Genetics and Cardiology 
- a personal history 

Dr Graham Stuart MBChB MRCP   
1985 -1992 

Wilson et al Br Heart J 1991;66:308-312 

Coarctation of aorta 



Genetics and Cardiology 
- a personal history 

Dr Graham Stuart MBChB FRCP FRCPCH   

1993 

Sally Davies  

“Prof Harper  wants me to set up a Marfan clinic” 



MARFAN SYNDROME 
aetiology: abnormal fibrillin 

1986   Fibrillin discovered 
                      Sakai et al J Cell Biol 103:2499-2509 

 

 

 

 
jellyfish  

 



1986   Fibrillin discovered 

 

1990   Abnormal fibrillin noted in  

  Marfan  syndrome  
                        Hollister New Eng J Med 1990;323:148-153 

  

   MFS linked to chrom 15       

    Kainulainen New Eng J Med 1990;323:935-939 
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1986   Fibrillin discovered 

 

1990   Abnormal fibrillin noted  
  in  MFS 

  MFS linked to chrom 15    

     

 

1991  Fibrillin - 1 gene linked  
 to Chrom 15 

                         Lee et al Nature 1991;352:330-334                           
  Dietz  Nature1991; 352:337-339 

 

 

   

 
 

 

MARFAN SYNDROME 
aetiology: abnormal fibrillin 

> 600 mutations found …... 



MARFAN SYNDROME 
aetiology: ? dominant negative effect 

Chrom 15 deletion 

Abnormal fibrillin 

Abnormal myofibrils 

Abnormal elastin 

50% cells 

But…. 



• Some “Marfan” 

patents had tortuous 

vessels 

 

 

Loeys et al Nature Genetics 2005;37(3):275-281 
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Loeys et al Nature Genetics 2005;37(3):275-281 

 

• Some Marfan 

patients had 

negative testing 

 

 

All “mutations are not detected  

by all genetic tests del/dups/copy number 

variations 



Clinical  Genetic l  



Varients of unknown signficance 



• History of genetics and cardiology 

• Phenotype versus Genotype 
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phenocopies 

Varients of unknown  

significance 



How do we deal with 

phenocopies and varients of 

unknown significance ? 

Detailed and informed  

Cardiac assessment ! 

     



Language Problem 

 

Geneticists and 

cardiologists speak different 

languages ! 



Genetics and Cardiology 
- a personal history 

Dr Graham Stuart MBChB FRCP FRCPCH   

Move to Bristol 1998 

Marfan  clinic = aortopathy clinc 

Congenital clinic = ICC clinic  

        cardiomyopathy   

        sudden death clinic  

        inherited arrhythma clinic 



Genetics and Cardiology 
- a personal history 

Dr Graham Stuart MBChB MSc FRCP FRCPCH 

1998 -2008   

 

Marfan  clinic = aortopathy clinc 

Congenital clinic = ICC clinic  

        cardiomyopathy   

        sudden death clinic  

        inherited arrhythma clinic 

2012 ICC clinic weekly 

2013 ICC MDT monthly 

2016 West of England  

         Genomic Medical Centre 

 



Cardiology Journals and Genetics 



Can a cardiologist read a cardiology 

journal without understanding genetic 

testing?  

No !  

     



• History of genetics and cardiology 
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• The future….... 
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Mainstreaming and the Future 



Cardiologists need to order 

their own genetic tests… 

overloaded  

Clinical genetics  



The Cardiac Genetics Team 

Cardiologist 

Genetics nurse 

Clinical geneticist 
Lab scientists  

Bioinformatican 



Thank you 



Rebuttal 

 



Phenotype vs genotype 

“In the post-genomics era, 

phenotype is king.   We have 

excellent tools for mappings 

genomes but there is a 

bottleneck when it comes to 

phenotypes….the answer is 

understanding the interaction 

between enironment and traits” 

Dr Jose Jimenez- Berni 
National Science Agency, Australia 
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