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…….Fight against cancer is one brick at a time, 
perhaps to eventually see a crack of hope……
every brick out is hope to somebody………

Research

Innovation

Translation 





45 y.o. female
Admitted to GSH

Abdominal obstruction

consult:
Diagnosis: tumour mass in ascending

colon

Management: surgery/hemicolectomy
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Genealogical ascertainment: greater effort greater yield

Implications for clinical management
and familial risk

Condition is obviously hereditary



Field/community work – tracking families, raising awareness





Genetic Lineages extend to far flung areas of W and N Cape Provinces



Recognition of empiric risk, genetic counselling,
Surveillance colonoscopies



Simple well developed database
And family trees showing risk,
Testing status, counselling status, 
As well as details of clinical surveillance,
And pathologies



Recognition of empiric risk, genetic counselling,
Surveillance colonoscopies

Clinical surveillance team
Major burden screening all at 50% risk
Then also had to start with 25% risk since a 
child developed cancer before parents
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Technology

Codon introduced into this 
gene

Genes involved in postreplication repair 

Research led to the identification of
The disease-causing gene and 
specific mutation

Led to simple PCR-based genetic test



During cell replication –
3.5 X 109 base pairs have to be 
replicated with a high degree of fidelity

Post replication repair complex system





Discovery led to simple PCR-based test
For the mutation

Many such families are currently being clinically managed between 
Human Genetics (genetic counselling and genetic testing)
and Surgical Gastroenterology (clinical surveillance)

hMLH1 gene

C1528T mutation

PCR-based assay
of mutation

Truncated protein



Unaffected:  No mutation 
risk 0%

Unaffected with mutation
Risk 80-90%

Affected with mutation
Risk 100%

Discovery led to simple PCR-based test
For the mutation

Many such families are currently being clinically managed between 
Human Genetics (genetic counselling and genetic testing)
and Surgical Gastroenterology (clinical surveillance)



hMLH1
C1528T
mutation



Cumulative Proportion Surviving (Kaplan-Meier)
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Cumulative Proportion Surviving (Kaplan-Meier)
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Large scale screening of structural genes
hMLH1, hMSH2 and hMSH6

How do we get to all those in need?
Genetics + Family Medicine

Screening of MMR genes in all
<50 y of age



What is the potential of moving this 
To the rest of the country?





Thank you


