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How to test MSI-status ?

• IHC of MLH1, MSH2, MSH6, PMS2 

expression

• Molecular testing

• Both 









How to test MSI-status ?

• IHC of MLH1, MSH2, MSH6, PMS2 

expression

• Molecular testing of microsatellites mutation

• Both 



MSI-H in hereditary tumours only ??

• Yes (Hereditary non-polyposis colorectal 

cancer) 

• No 



Boland, Goel 2010





MSI-H in hereditary tumours only ??

• Yes 

• No, mostly sporadic cases





Who should be tested for MSI

• All GI patients

• Selected patients

• At time of diagnosis

• After failure of 1-2 lines









Who should be tested for MSI

• All GI patients

• Selected patients: RT, mucinous, BRAF mut

• At time of diagnosis

• After failure of 1-2 lines



Chemotherapy in MSI-H 

patients







Pembrolizumab in MSI-H CRC













Nivolumab in CRC



Nivolumab ± Ipilimumab in Treatment of Patients With Metastatic Colorectal Cancer With and Without High Microsatellite Instability: <br />CheckMate 142 Interim Results

Presented By Michael Overman at 2016 ASCO Annual Meeting



Best Reduction in Target Lesion Size <br />in Patients With MSI-H

Presented By Michael Overman at 2016 ASCO Annual Meeting





Investigator-Assessed PFS in Patients With MSI-H<br />Nivolumab ± Ipilimumab in Metastatic CRC

Presented By Michael Overman at 2016 ASCO Annual Meeting



OS in Patients With MSI-H<br />Nivolumab ± Ipilimumab in Metastatic CRC

Presented By Michael Overman at 2016 ASCO Annual Meeting



Can we use immunetherapy in MSS?

• Yes 

• No

• Yes for combination IO.



Ineffective in MSS tumors













Can we use immunetherapy in MSS?

• Yes 

• No

• Yes for combination IO.



Other potential targets









Conclusion

• Testing for MSI: timing and patient selection 
should be based on available resources and 
facilities

• MSI-H CRC: Pembro/nivo in previously 
treated patients

• MSI-H tumours: Pembro in previously treated 
patients



Conclusion

• One size does not fit all

• If you pick the target, use the right tool

• Immunotherapy in MSI-H tumours is an 

example



Thank you


