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S.T.

• 31 Yrs male.

• 9 Yrs – T-ALL (chemo+radiotherapy).
• 27 Yrs- CRC (hemicolectomy).
• Brain meningioma.



Family history

ALL-9y
CRC-27y

CRC-63y

Ashkenazi Jewish descent

CA Location – Sigma
Pathology – mucin

producing. 

Additional 1  small 
(0.5cm) colon polyp



Genetic testing



Genetic testing

P53

Sequencing  MLPA

1Li-Fraumeni
Syndrome



Genetic testing

Immunohistochemistry
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Lack of protein expression

MSH2 MSH6&



Genetic testing

3 Founder mutation 
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MSH2 MSH6

1906G>C ; A636P c.3984_3987 dup GTCA 
c.3959_3962 del CAAG

 



Genetic testing

Full Gene Sanger Sequencing
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MSH2 MSH6





Genetic testing

MLPA 
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MSH2 
(+EPCAM)

MSH6

 



Genetic testing



P53 MLPA
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~ 70% cases 
with classic LFS 
+ P53 mutation

< 1% cases with 
classic LFS
P53 deletion 



Other genes ?
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MLH3 MSH3 EXO1 PMS1



New
sequencing 

technologies
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Current approaches for molecular genetic testing
are often stepwise, taking the best candidate gene 
approach with testing of additional genes if initial 
results are negative.

Should  we change our serial testing strategy? 



Recently, there has been much discussion regarding how 
“massively parallel” or “next generation” DNA  sequencing 
will impact clinical care?
At present , it appears NGS may provide multigene panel sequencing





MULTIPLE GENE 
SCANS

3

Mutations types:
• Single nucleotide
• Indel
• Deletion/Duplication

MLH1
MSH2
MSH6
PMS2
EPCAM
APC
MUTYH.

TUMOR CELL LINES

NEXT GENERATION 
SEQUENCING



100%
pathogenic 
mutation 
detection 

rate

99.4%
SNP

detection 
rate



http://web.labmed.washington.edu/tests/genetics/COLOSEQ

Turnaround 
Time

12 weeks 

Cost: 2650$

12 Genes



Turnaround 
Time

3-4 weeks 

Cost:  $ 2500

$1500,  2-3w
5 Genes: 
APC, MUTYH, MLH1, 
MSH2,MSH6

11 Genes
3300 known 
mutations



Turnaround 
Time: 

16 weeks
Cost: $2500

Cancer Genes - Diagnosis of hereditary cancers

NGS
PCR BASED
RainStorm Technology

94% 
COVERAGE

ONLY EXONS

14
2

http://www.prontodiagnostics.com/�


NGS for CRC patients ?

ALL-9y
CRC-27y

CRC-63y

Ashkenazi Jewish descent

WHEN ? 



Inbal Kedar
Zohar Levi

Thank you
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