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Colorectal Cancer 

• Epidemiology 

• Locoregional Colorectal Cancer

• Advanced Stage

• Future Directions 
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Epidemiology 

• Third most common cancer 

• 1.9 million new CRC occurred worldwide

• 2020 US 104,610 colon and 43,340 rectal – 53K deaths

• Incidence per 100,000 people decreased from 60.5 to 38.7

• Recent data shows decrease of 3.3% annually in age group 

of > 65 from 2011 to 2016
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Epidemiology 

• Conversely increase of 1% in age group 50-64

• 0.6% annual decline in mortality for individuals 50-64

• 2% increased incidence in age group <50 years 

• 1.3% increased death rate in age <50 years 

• Estimated that the incidence rate for colon and rectal cancer 

will increase 90 to 124% in patients 20-34 by 2030

Version 3.2022 NCCN Guidelines Colon Cancer 
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Louisiana 

https://statecancerprofiles.cancer.gov/quick-

profiles/index.php?statename=louisiana
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Epidemiology 

• 20% are associated with familial clustering 

• 50-60% are diagnosed with metastases 

• 20-34% have synchronous liver metastasis  

• 10-15% are diagnosed as having locally advanced colon 

cancer – defined as T4, direct invasion of surrounding 

organs or extensive LN

• LACC is classified as stage IIB/C and stage IIIB/C
Cells 2022, 11(23), 3744; https://doi.org/10.3390/cells11233744

Version 3.2022 NCCN Guidelines Colon Cancer 
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LACC

• 5-year observed survival Stage IIb (T4aN0M0) and 

Stage IIc(T4bN0MO) of 60.6% and 45.7% 

• Adjuvant chemo-therapy has been the mainstay of therapy  

• A meta-analysis published in 2020 including 29k patients 

suggested that neoadjuvant chemotherapy significantly 

improved overall survival and DFS without increasing 

morbidity compared to upfront surgery in bulky disease or 

cT4 status  

Cells 2022, 11(23), 3744;https://doi.org/10.3390/cells11233744
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LACC

• Around 5% have advanced locally unresectable 

tumors caused by critical organ involvement or 

direct invasion

• Small studies support similar concepts of rectal  

chemoradiation that show success with 

downstaging
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LACC
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MMR –Mismatch Repair

• Mismatch report deficient cells produce truncated, nonfunction protein or 

exhibit loss of proteins ~ 15% of sporadic CRC cases

• Study evaluating PD1 in advanced dMMR in 12 different tumors showed 

benefit in dMMR-MSI-H CRC

• 35 patients with early-stage CRC receiving Ipi with nivo – had a 

pathological response of 100%

• In 2022 Chalabi et al. reported promising downstaging effect of 

neoadjuvant immunotherapy in dMMR LACC. Among 112 patients with 

cT3 or N+ colon cancer- 95% exhibited a major pathological response

Nat Med. 2020 Apr;26(4):566-576.13



dMMR/MSI Stage II Colon Cancer

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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ATOMIC TRIAL
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Circulating Tumor DNA: Prime Time or Jumping Too Soon?

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



Post-op ctDNA is Highly Prognostic

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



ctDNA Clearance After Treatment Predicts Outcome

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



What to do with Post-Chemo ctDNA-Positiv e Patients?<br />Selected “2nd Line/Extended” Adj uv ant Therapy Trial

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



Conclusion/Takeaway

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



Prognostic/Predictive Marker

Signal Transduction and Targeted Therapy(2020)5:22 22



Other Biomarkers

• ERCC1 – expression of excision repair-cross 

complementing 1 investigated as negative predictive marker 

for FOLFOX neoadjuvant chemotherapy  

• LINE-1 Methylation of long interspersed nucleotide 

elements as degree of methylation serves as an 

independent factor for oncology outcomes

• PIK3CA mutated colorectal cancer patients had lower 

recurrence rates treated with Aspirin 

Signal Transduction and Targeted Therapy(2020)5:22 23



Signal Transduction and Targeted Therapy(2020)5:22 
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Metastatic Colon Cancer
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Metastatic Colorectal Cancer

Int. J. Mol. Sci. 2023, 24(2), 1702; https://doi.org/10.3390/ijms24021702
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FIG 1. Evolution of guidelines for molecular testing in metastatic colorectal cancer (mCRC). FU, fluorouracil; IHC, immunohistochemistry; MMR, mismatch repair; MSI, microsatellite 

instability; MSI-H, microsatellite instability high; NCCN, National Comprehensive Cancer Network; NGS, next-generation sequencing; pts, patients; wt, wild type.
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Metastatic Colon Cancer
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Metastatic Colorectal Cancer
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Metastatic Colon Cancer
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HER2 Positive 
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MOUNTAINEER
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MOUNTAINEER
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HER2 Targeted Therapy 
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THIRD LINE THERAPY
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SUNLIGHT Study
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SUNLIGHT Study 
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SUNLIGHT Study 
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SUNLIGHT Study 
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SUNLIGHT Study 
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FRUQUINTINIB
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FRUQUINTINIB
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FRUQUINTINIB
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SUMMARY

• Mutational workup is more important and evolving 

• Consider Neoadjuvant Therapy in T4b

• Circulating tumor DNA is evolving  

• Consider VEGF+Trifluridine/Tipiracil according to 

SUNLIGHT Study in third line – especially in patient with on 

prior VEGF 

• FRESCO 2 study FRUQUINTINIB VGEF Inhibition
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