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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
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45 y.o. female
Admitted to GSH
Abdominal obstruction

S consult:
A7 {1 Diagnosis: tumour mass in ascending
colon

Management: surgery/hemicolectomy



Genealogical ascertainment: greater effort greater yield
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Condition is obviously hereditary

Implications for clinical management

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




Recognition of empiric risk, genetic counselling,
Surveillance colonoscopies



LCT Database Main Menu - Yes this is the new version [Data on H: drive)
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Simple well developed database

And family trees showing risk,

Testing status, counselling status,

As well as details of clinical surveillance,

Browse Full




Recognition of empiric risk, genetic counselling,
Surveillance colonoscopies
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Technology

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

Chromosomes
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23 pairs of chromosomes
in every human cell.

Genes involved in postreplication repair

Led to simple PCR-based genetic test
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During cell replication —
3.5 X 10° base pairs have to be
replicated with a high degree of fidelity

Post replication repair complex system
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, . . hMLH1 gene -
Discovery led to simple PCR-based test - ~

For the mutation c1528:l:utauon

Truncated Erotein
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PCR-based assay
of mutation
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Many such families are currently being clinically managed between
Human Genetics (genetic counselling and genetic testing)
and Surgical Gastroenterology (clinical surveillance)



Discovery led to simple PCR-based test

Affected with mutation
For the mutation

Risk 100%

Unaffected with mutation
Risk 80-90%

Unaffected: No mutation
risk 0%

" Sy
K
O ;ﬁ: o o Mo o0 o R

HRZ 1170 ES

Yoo dmdr’dd b o oo dd ©

310

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
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Surveillance colonoscopy improves survival in a cohort ot

subjects with a single mismatch repair gene mutation
{‘TFI L - [
D. A. Stupart®, P. A. Goldberg®, U. Algar* and R. Ramesar}

®Colorectal Unit, Department of Surgery, University of Cape Town and Groote Schuur Hospital, Cape Town, South Africa and $MRC/UCT Human
Genetics Research Unit, Division of Human Genetics, Institute for Infectious Diseases and Malecular Medicine, University of Cape Town and Groote Schuur
Hospital, Cape Town, South Africa
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Original article 126 @ 2009 The Authors. Journal Corrpilation @ 2009 The Association of Coloproctology of Great Britain and Ireland. Caloractal Disease, 11, 126-130
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Screening of MMR genes in all

Large scale screening of structural genes <50 y of age

hMLH1, hMSH2 and hMSH6
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What is the potential of moving this
.+ . To the rest of the country?




RESEARCH CAPACITY

Enabling

the genomic

revolution
in Africa
H3Africa is developing

capacity for health-related
genomics research in Africa

By The H3Africa Consortium*t

National Institutes of Health sciencemagorg SCIENCE
Wellcome Trust H3Africa Research Network

Cote d'lvoire

Burkina Faso —

eNIH primary award institution
*WT primary award institution
#Collaborating institution

Other collaborating institutions are in
Belgium, Canada, France, the United
Kingdom, and the United States

Boundaries as depicted at
un.org/Depts/Cartographic/map/
profile/africa

Namibia Mauritius
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