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Overview of molecular subtyping

Presented By Scott Kopetz at 2019 Gastrointestinal Cancer Symposium



Proposed taxonomy of CRC reflecting biological

difference in the gene expression-based molecular

subtypes

After permission from ASCO Meeting Library, 2019 Gastrointestinal Cancer Symposium



Proposed taxonomy of CRC reflecting biological

difference in the gene expression-based molecular

subtypes

Deptała A., Dudzisz-Śledź M. Rozdział w książce Rak jelita grubego II wyd.; red. A Deptała, MZ Wojtukiewicz, 
Termedia 2017; 253-273.
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CMS has consistent prognostic information in CRC



CMS has consistent prognostic information in mCRC
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CMS is a predictive factor in mCRC:

CMS1 may benefit from anti-PD-1 ±±±± anti-CTLA-4 

agents

Durable Clinical Benefit With Nivolumab Plus Ipilimumab in 

DNA Mismatch Repair–Deficient/Microsatellite Instability–High 

Metastatic Colorectal Cancer

Overman MJ, et al. J Clin Oncol 2018; 36: 773-779



CMS is predictive factor in mCRC:

CMS2 and CMS3 may benefit from addition of 

bevacizumab
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CMS has predictive information in mCRC: 

Limited benefit with oxaliplatin?

Presented By Scott Kopetz at 2019 Gastrointestinal Cancer Symposium
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The The The The discrepantdiscrepantdiscrepantdiscrepant data in data in data in data in overalloveralloveralloverall survivalsurvivalsurvivalsurvival (OS) (OS) (OS) (OS) maymaymaymay
be be be be interpretedinterpretedinterpretedinterpreted as a as a as a as a interplayinterplayinterplayinterplay betweenbetweenbetweenbetween::::

•BiologicalBiologicalBiologicalBiological agentsagentsagentsagents

CMS-dependent of explaining the ˮunexplainable” –

analysis

•BiologicalBiologicalBiologicalBiological agentsagentsagentsagents

•CCCChemotherapyhemotherapyhemotherapyhemotherapy regimenregimenregimenregimen

•MicroenvironmentMicroenvironmentMicroenvironmentMicroenvironment influenceinfluenceinfluenceinfluence
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For ~15 years we consider that FOLFOX and FOLFIRI have identical
clinical effects

1-szy rzut → 2-gi 
rzut

FOLFIRI → FOLFOX 
6 

1-szy rzut → 2-gi 
rzut

FOLFOX 6 →
FOLFIRI

p

GERCOR study

Tournigand C, et al. J Clin Oncol 2004; 22: 229-237

n=109 n=111 

OR (CR+PR) (%) 

I linia leczenia 56 54 NS

II linia leczenia 15 4 0,05

Mediana PFS 
(miesiące) 

I linia leczenia 8,5 8,0 0,26

II linia leczenia 4,2 2,5 0,003

Mediana OS 
(miesiące)

21,5 20,6 0,99
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Conclusions

• Molecular subtyping is a key mechanism to improve a 

patient outcome and opens new avenues for 

optimization of the presonalized treatment in the 

different mCRC subtypesdifferent mCRC subtypes

• Current molecular subtypes with proven clinical activity:

– RAS/BRAFV600Ewild type – cetuximab, panitumumab

– RAS mutation – bevacizumab, aflibercept

– BRAFV600E mutation – triple EGFR + BRAF + MEK inhibition

– HER-2 amplification – trastuzumab + lapatinib or pertuzumab

– MSI high – nivolumab/ipilimumab

• If the presented analysis will be further validated, future

personalized therapies must incorporate CMS-based
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