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Historical OS for mCRC

*KRAS WT tumors.
NOTE: Informal comparison as these are not head-to-head clinical trials.
5-FU, 5-fluorouracil; FOLFIRI, 5-FU + LV + irinotecan; FOLFOX, 5-FU + LV + oxaliplatin; IFL, irinotecan/bolus 5-FU/LV; LV, 
leucovorin; XELOX, capecitabine + oxaliplatin.
1. Saltz. 2000; 2. Douillard. 2000; 3. Goldberg. 2004; 4. Hurwitz. 2004; 5. Saltz. 2008; 6. Falcone. 2007; 7. Bokemeyer. 2011; 8. 
Van Cutsem. 2011; 9. Douillard. 2011; 10. Passardi. 2013; 11. Heinemann. 2013; 12. Venook. 2014; 13. Falcone. 2013. 3

Incremental Improvement in OS: 2000 – 2014
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FOLFIRI + bevacizumab                                                                                              TRIBE 25.8

5-FU/LV bolus 12.6

FOLFOX 19.5

XELOX/FOLFOX + bevacizumab                               NO16966 21.3

FOLFOX + cetuximab                                                              OPUS 22.8*

IFL 14.8

5-FU/LV infusion 14.1

IFL + bevacizumab                                              AVF2107g 20.3

FOLFOXIRI                                                            Italian GONO Trial 22.6

FOLFIRI 17.4

FOLFOX + panitumumab                                                              PRIME 23.9* 

FOLFIRI + cetuximab                                                                   CRYSTAL 23.5*

Chemo + cetuximab                                                                                                            CALGB

FOLFIRI + bevacizumab                                                                                        FIRE-3 25.0*

FOLFIRI + cetuximab                                                                                             FIRE -3 28.7*

FOLFOX or FOLFIRI                                                        ITACA 20.6

FOLFOX or FOLFIRI + bevacizumab                            ITACA 20.6

FOLFOXIRI  + bevacizumab                        TRIBE                                                            31.0

Chemo + bevacizumab                                                                        CALG B29.0*

29.9*
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Paradigm shift in chemotherapy choice
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MSI, microsatellite instability; mCRC, metastatic colorectal cancer.
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Updates on 1st Line Chemotherapy for Metastatic CRC
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Triplet vs Doublet chemotherapy

Updated data
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Cremolini, C et al (2020). Upfront FOLFOXIRI plus bevacizumab and reintroduction after progression versus mFOLFOX6 plus bevacizumab 

followed by FOLFIRI plus bevacizumab in the treatment of patients with metastatic colorectal cancer (TRIBE2). Lancet Oncology, 21(4), 497–507. 
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Cremolini, C et al (2020). Upfront FOLFOXIRI plus bevacizumab and reintroduction after progression versus mFOLFOX6 plus bevacizumab 

followed by FOLFIRI plus bevacizumab in the treatment of patients with metastatic colorectal cancer (TRIBE2). Lancet Oncology, 21(4), 497–507. 
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Cremolini, C et al (2020). Upfront FOLFOXIRI plus bevacizumab and reintroduction after progression versus mFOLFOX6 plus bevacizumab 

followed by FOLFIRI plus bevacizumab in the treatment of patients with metastatic colorectal cancer (TRIBE2). Lancet Oncology, 21(4), 497–507. 
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Updates on Left-sided Tumors

RAS WT 
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PARADIGM for Left-Sided RAS WT

Yoshino, T., et al . (2022). Panitumumab (PAN) plus mFOLFOX6 versus bevacizumab (BEV) plus mFOLFOX6 as first-line 

treatment in patients with RAS wild-type (WT) metastatic colorectal cancer (mCRC): Results from the phase 3 

PARADIGM trial.. Journal of Clinical Oncology, 40(17_suppl), LBA1–LBA1. 

https://doi.org/10.1200/jco.2022.40.17_suppl.lba1
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Yoshino, T., et al . (2022). Panitumumab (PAN) plus mFOLFOX6 versus bevacizumab (BEV) plus mFOLFOX6 as first-line 

treatment in patients with RAS wild-type (WT) metastatic colorectal cancer (mCRC): Results from the phase 3 

PARADIGM trial.. Journal of Clinical Oncology, 40(17_suppl), LBA1–LBA1. 

https://doi.org/10.1200/jco.2022.40.17_suppl.lba1
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Yoshino, T., et al . (2022). Panitumumab (PAN) plus mFOLFOX6 versus bevacizumab (BEV) plus mFOLFOX6 as first-line 

treatment in patients with RAS wild-type (WT) metastatic colorectal cancer (mCRC): Results from the phase 3 

PARADIGM trial.. Journal of Clinical Oncology, 40(17_suppl), LBA1–LBA1. 

https://doi.org/10.1200/jco.2022.40.17_suppl.lba1
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Pre-BREAKWATER Era
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FIRE 4.5 for BRAF V600E mut (Pre-BREAKWATER Era)
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Maintenance Therapy for Metastatic CRC
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ERMES study
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ERMES study
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Thank you for your attention
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