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Department of Colorectal 
Medicine and Genetics
The Royal Melbourne 
Hospital

Prof Finlay Macrae
Secretary to InSiGHT
Department of Medicine, 
University of Melbourne
Department of Colorectal 
Medicine and Genetics
The Royal Melbourne 
Hospital

The InSiGHT database hosted by LOVD records all

MMR variants in a curated database which receives

Over 2,000 hits per month



An online reference database which will 
provide free access to all variants which have 
been assessed and their functional 
significance validated

www.thehumanvariomeproject.org

LOVD

Nat Genet, 2007. 39(4): p. 433-6

2012



HVP needs input
Curators can be a little possessive



BRCA1 Val1736Ala

Breast Cancer 42
5207T>C ,V1736A

Breast Cancer 44
Peritoneal Cancer
5207T>C ,V1736A

Br Ca 29
No BRCA 
mut

5207T>C ,V1736A



BRCA1: Valine is conserved at equivalent 
position 1736 in all 18 species examined

Human M - D L S A L R V E E V Q N V I N A M Q K I L E C P I C L E L

Chimp M - D L S A L R V E E V Q N V I N A M Q K I L E C P I C L E L

Gorilla M - D L S A L R V E E V Q N V I N A M Q K I L E C P I C L E L

Orangutan M - D L S A V R V E E V Q N V I N A M Q K I L E C P I C L E L

Rhesus M - D L S A V R V E E V Q N V I N A M Q K I L E C P I C L E L

Mouse M - D L S A V Q I Q E V Q N V L H A M Q K I L E C P I C L E L

Dog M - D L S A D R V E E V Q N V L N A M Q K I L E C P I C L E L

Cow M - D L S A D H V E E V Q N V L N A M Q K I L E C P I C L E L

Opossum M - D L P T V T I E E V K N V L I G M Q K I L E C P I C L E L

Chicken M - D L S V I A I G D V Q N V L S A M Q K N L E C P V C L D V

Frog M - T C S R M D I E G I C S V I S V M Q K N L E C P I C L E L

Pufferfish M - E - - A P T A T D V K K R I S L L W E T L Q C P I C L D L

Sea urchin M A E - - V R L K K I T D S I G L M Q K N L E C S I C L D L

Tunicate M - D - - - - - - N S V L H C L Q Q L Q K V V E C S I C L E T

C elegans M A D - - - V A L R - I T E T V A R L Q K E L K C G I C C S T

Arabidopsis M A D - - - - - - - - - T S H L E R M G R E L K C P I C L S L

Courtesy of Sean Tavtigian



You can start 50:50 then tilt the 

balance on the basis of additional information

Co-occurrence
10,000 to 1 against

V1736A  segregation
300 to 1 in favour of
pathogenicity
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24000 deduplicated variants
www.brcaexchange.org



Variant Lookup via BRCA Exchange App

Variant 
update

+

Push 
notification



BRCA Challenge Data Collection in England - 6th April 2017 - London - Health Data 

Insight CiC

• Public Health England

– Fiona McRonald - Programme Manager -
Molecular Data

– SallyVernon,John Broggio - Senior
Analysts

– Brian Shand - Senior Software Developer

– OllieTulloch - Data mapping lead

• Health Data Insight CiC

– Kelvin Hunter - Lead developer

– Brian Shand

– OllieTulloch

• Leeds Genetics Laboratory

– Rachel Robinson

The BRCA Challenge is supported by a generous grant from Astra Zeneca to the University of Newcastle and 
Health Data Insight CiC.

Dr Jem Rashbass:Public Health England

pseudonym = sha256(NHS number + salt)

E.g. sha256('1234567881' + 'hello') = 

'51c6116c83fc5437745c1d35276db589f0c9057e7336a325f85630dc525e1bd'

OpenPseudonymiser -



Summary

• Genomics is central to understanding health and disease

• Sequencing technologies are making it a data business

• Phenotypes and functional assays can help decipher meaning

• Knowledge sharing is critical but poorly resourced

• UK can lead:genomic pioneer and trusted comprehensive healthcare


