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GERCOR: FOLFIRI à FOLFOX vs. FOLFOX à FOLFIRI
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FOLFOXai Algorithm – Oxaliplatin Benefit Prediction
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Study design

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. Shitara et al. ASCO GI 2023.





Co-occurring gene alterations in left- and right-sided tumors
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Number of genetic alterations ctDNA
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Survival outcomes in the overall population analyzed for ctDNA
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Subgroup analysis of overall survival by gene alteration in the overall population analyzed for ctDNA
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Survival outcomes in the left-sided population analyzed for ctDNA
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Survival outcomes in the right-sided population analyzed for ctDNA
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Right vs. Left Colon vs. Rectum
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Right vs. Left Colon vs. Rectum
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BRAF-Targeted Therapy



BRAF (V600E) Mutations Carry a Poor Prognosis

Cremolini et al. Lancet Oncol 2015.



BEACON CRC
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N mOS (HR) ORR

224 9.0 (0.52) 26%

220 8.4 (0.60) 20%

221 5.4 2%
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BEACON CRC



BRAF Beyond BEACON:
BREAKWATER
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Encorafenib + Cetuximab

Encorafenib + Cetuximab + 
FOLFOX

FOLFOX/CAPOX/FOLFOXIRI 
+/- Bevacizumab

SWOG 2107

Van Morris et al. ASCO GI 2022.



Third-line Options



Regorafenib

• Oral poly-TKI

• Active metabolites M-2 and M-5 target 
KIT, RET, RAF1, BRAF, VEGFR1-3, 
TIE2, DDR2, Trk2A, Eph2A, PDGFR, 
FGFR, CSF1R

• CORRECT trial (2:1 160 mg days 1-21 
vs. placebo)
– mOS 6.4 vs. 5.0 months (HR 0.77)
– mPFS 1.9 vs. 1.7 months (HR 0.49)
– ORR 1% vs. 0.4%

Grothey et al. Lancet 2013.



Regorafenib - ReDOS

Bekaii-Saab et al. Lancet Oncol 2019.



Trifluridine/Tipiracil

• Oral chemotherapeutic agent

• RECOURSE trial (2:1 35 mg/m2 
BID days 1-5 and 8-12 every 28 
days vs. placebo)
– mOS 7.1 vs. 5.3 months (HR 0.68)
– mPFS 2.0 vs. 1.7 months (HR 0.48)
– ORR 1.6% vs. 0.4%

Mayer et al. N Engl J Med 2015.
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Regorafenib vs. Trifluridine/Tipiracil
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Regorafenib vs. Trifluridine/Tipiracil
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SUNLIGHT study design
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Key baseline characteristics
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OS in full analysis set (primary endpoint)
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ORR and DCR in patients evaluable for tumor response
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TEAEs in ≥20% of patients
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HER2
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Trastuzumab + Lapatinib (HERACLES)
Trastuzumab Deruxtecan

(DESTINY-CRC01)



Immunotherapy



Response to Pembrolizumab Limited to MSI-H Tumors

Le et al. N Engl J Med 2015.



Microsatellite Instability (MSI-H) in mCRC

Diaz Jr. et al. Lancet Oncol 2022.
Overman et al. ASCO Annual Meeting 2022. 

KEYNOTE-177: 
Pembrolizumab vs. 
FOLFOX/FOLFIRI

CheckMate 142: 
Nivolumab 3 + Ipilimumab 1
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Negative Phase III Trial



Regorafenib + Nivolumab?

Fukuoka et al. ASCO Annual Meeting 2019.



C-800 Study Design: MSS CRC Cohort
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Patient Characteristics

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Deep Objective Responses
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Durable Objective Responses
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Overall Survival
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Safety Profile
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The Current Treatment Paradigm (mCRC)
FOLFOX/CAPOX

FOLFIRI/CAPIRI

FOLFIRINOX

Bevacizumab

Cetuximab/panitumumab (if RAS/BRAF WT, left-sided)

OR pembrolizumab or nivolumab ± ipilimumab (if MSI-H)

FOLFOX/CAPOX

FOLFIRI/IRI/CAPIRI

Bevacizumab/ramucirumab/ziv-aflibercept

Cetuximab/panitumumab
(if RAS/BRAF WT)

OR encorafenib + cetuximab/panitumumab (if BRAF V600E mutated)

Regorafenib Larotrectinib/entrectinib (if NTRK fusion)
Trifluridine/tipiracil ± bevacizumab        

If HER2+ and RAS/BRAF WT:
Trastuzumab/pertuzumab
Trastuzumab/lapatinib 

Trastuzumab deruxtecan

1st line

2nd line

3rd line


