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Figure 2.

Summary of key biologic differences between right- and left-sided CRCs.Abbreviations: AREG, amphiregulin; CIMP, CpG island methylator phenotype; CMS, consensus molecular subtype; CRCs, 
colorectal cancers; EREG, epiregulin; MSI, microsatellite instability.
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Epidemiology 

● 3rd leading cause of cancer death for both women and men

● 2021 52980 persons in US died of colorectal cancer

● Commonly diagnosed in persons 65-74 years 

● 10.5% of all new colorectal cancer occur in < 50 years

● Incidence in adults 40-49 has increased by almost 15% in 
last two decades

● 25.6% of eligible adults in US have never been screened



Epidemiology 

● Largest increase in CRC in subjects 20-39 years

● Annual increase in colon cancer 6.4-9.3% and rectal 1.6-
3.5%

● Weight gain is associated with increased risk of CRC

● Excess nutrients among other factors may initiate a chronic 
low-grade inflammatory response in metabolic cells 

● Microbiome changes 



Annual percent change (APC) in age-specific colorectal cancer (CRC), colon cancer and rectal 
cancer incidence rates in Europe, 1990–2016. *Indicates that APC is statistically significant 

different from zero.

Fanny ER Vuik et al. Gut 2019;68:1820-1826

Copyright © BMJ Publishing Group Ltd & British Society of Gastroenterology. All rights reserved.



USPSTF Recommendations



Different Modalities 

Jama May 18,2021 Volume 325, Number 19 USPSFT 

JAMA May 18, 2021 Volume 325, Number 19 USPSF Recommendation: Screening for Colorectal Cancer 



Timing of Follow-up Colonoscopy 
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Colon Cancer Therapy 



Historic Overview
● 1957 5FU discovered 

● 1962 5FU FDA approved for CRC

● 2000 Irinotecan approved for CRC

● 2002 Oxaliplatin approved for CRC

● 2004 MOSAIC trial adding Oxaliplatin to 5 FU OS and DFS benefit

● 2006 Bevacizumab approved for CRC

● 2012 Regorafinib approved

● 2015 Trifluridine-tipiracil approved + EGFR Inhibitor 

● 2018 Published IDEA (International Duration Evaluation of Adjuvant Therapy collaboration) 

● 2020 BRAF Inhibitor and Immunotherapy 



Early Stage Colon Cancer





Original Article

Duration of Adjuvant Chemotherapy for Stage III 
Colon Cancer

Axel Grothey, M.D., Alberto F. Sobrero, M.D., Anthony F. Shields, M.D., Ph.D., 
Takayuki Yoshino, M.D., Ph.D., James Paul, Ph.D., Julien Taieb, M.D., John 

Souglakos, M.D., Qian Shi, Ph.D., Rachel Kerr, Ph.D., Roberto Labianca, M.D., 
Jeffrey A. Meyerhardt, M.D., M.P.H., Dewi Vernerey, Ph.D., Takeharu 

Yamanaka, Ph.D., Ioannis Boukovinas, M.D., Jeffrey P. Meyers, B.S., Lindsay A. 
Renfro, Ph.D., Donna Niedzwiecki, Ph.D., Toshiaki Watanabe, Ph.D., Valter 

Torri, M.D., Mark Saunders, M.B., B.S., Ph.D., Daniel J. Sargent, Ph.D., Thierry 
Andre, M.D., and Timothy Iveson, M.D.

N Engl J Med
Volume 378(13):1177-1188

March 29, 2018



Conclusions

• Among patients with stage III colon cancer receiving adjuvant therapy 
with FOLFOX or CAPOX, noninferiority of 3 months of therapy, as 
compared with 6 months, was not confirmed in the overall population.

• However, in patients treated with CAPOX, 3 months of therapy was as 
effective as 6 months, particularly in the lower-risk subgroup.



Prognostic impact of early discontinuation of treatment and oxaliplatin in patients treated with 6 months of oxaliplatin-based chemotherapy for stage III colon cancer: an ACCENT/IDEA 
pooled analysis of 11 adjuvant trials<br />
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Emerging Roles of ctDNA on the Horizon of Gastrointestinal Cancers<br />
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Definition of Minimal Residual Disease
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ctDNA Enables Rapid Path to Registration for Novel Therapies
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Other Proof of Principle MRD Pilot studies
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Rectal Cancer Early Stage



Short course radiotherapy <br />vs<br />Long course chemoradiation
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TNT is the clear SOC due to DFS benefit 
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Benefits of SCRT over LC-CRT?
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SCRT vs LC-CRT Trials: Toxicity & Complications
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RAPIDO
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SCRT is more convenient and less costly
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When is LC-CRT preferable in TNT? 
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Is SCRT W&W ready for prime time? 
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Triplet versus Doublet Systemic Therapy 
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Treatment fails 2-3x as often outside the pelvis<br />
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Why would we escalate?
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Best evidence is for triplet chemotherapy<br />UNICANCER-PRODIGE 23
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UNICANCER-PRODIGE 23 <br />Key trial characteristics
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UNICANCER-PRODIGE 23 <br />Key Trial Results
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Reminder comparison: RAPIDO Trial Results
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Why would we escalate?
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Why would we escalate?
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Conclusions on Neoadjuvant FOLFIRINOX
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Colon & Rectal Cancer Late Stage
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Genomic markers in mCRC <br />with existing or potential matched therapies
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Keynote 177

● Superiority of Immunotherapy over chemotherapy 



Original Article

Pembrolizumab in Microsatellite-Instability–High 
Advanced Colorectal Cancer

Thierry André, M.D., Kai-Keen Shiu, F.R.C.P., Ph.D., Tae Won Kim, M.D., Ph.D., 
Benny Vittrup Jensen, M.D., Lars Henrik Jensen, M.D., Ph.D., Cornelis Punt, M.D., 

Ph.D., Denis Smith, M.D., Rocio Garcia-Carbonero, M.D., Ph.D., Manuel 
Benavides, M.D., Ph.D., Peter Gibbs, M.D., Christelle de la Fouchardiere, M.D., 

Fernando Rivera, M.D., Ph.D., Elena Elez, M.D., Johanna Bendell, M.D., Dung T. 
Le, M.D., Takayuki Yoshino, M.D., Ph.D., Eric Van Cutsem, M.D., Ph.D., Ping 

Yang, Ph.D., Mohammed Z.H. Farooqui, D.O., Patricia Marinello, Pharm.D., Luis A. 
Diaz, Jr., M.D., for the KEYNOTE-177 Investigators

N Engl J Med
Volume 383(23):2207-2218

December 3, 2020



Progression-free Survival in Patients with MSI-H–dMMR Metastatic Colorectal Cancer.

André T et al. N Engl J Med 2020;383:2207-2218







Anti-EGFR mAb vs. Bevacizumab <br />in First-line Therapy
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Prognostic and predictive value of primary tumor sidedness in patients with RAS wild-type mCRC
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Biological rationale for anti-EGFR mAb rechallenge therapy
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Rechallenge studies by ctDNA status<br />
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KRASG12C Mutant Landscape of 32,138 Patients.
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The Prognostic Impact of KRASG12C Mutant <br />in Patients with mCRC
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Sotorasib (AMG 510) is a novel KRASG12C inhibitor
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CodeBreak 100: Phase1/2 study of Sotorasib<br />Tumor Response in patients with advanced colorectal cancer
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KRASG12C inhibitor(Adagrasib) + anti-EGFR mAb
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BEACON CRC <br />Phase III study in 2L BRAFV600E-mutant mCRC
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BEACON CRC OS updated
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ANCHOR CRC : Efficacy 
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Frequency and prognosis of HER2-positive colorectal cancer
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DESTINY-CRC01 : Study Design
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Clinical response for cohort A patients treated with trastuzumab deruxtecan
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Survival in metastatic colorectal cancer patients carrying ALK, ROS1, and NTRK rearranged tumors
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SCRUM-Japan GI-SCREEN, GOZILA and MONSTAR-SCREEN
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GOZILA UMBRELLA/BASKET TRIALS
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Immunotherapy in Microsatellite Stable Colorectal Cancer
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Anti-PD-(L)1 + Targeted Therapies in MSS mCRC
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Abstracts GI ASCO 2022



Nivolumab + 5-fluorouracil/leucovorin/oxaliplatin (mFOLFOX6)/bevacizumab versus mFOLFOX6/bevacizumab for first-line treatment of metastatic colorectal cancer: phase 2 results from 
CheckMate 9X8
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Introduction
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CheckMate 9X8 study design
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Progression-free survival
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Response, disease control, and durability
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PFS by baseline tumor CD8 levels in MSS population
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Summary
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A randomized phase III trial of <br />mFOLFOX7 or CapeOX plus bevacizumab versus <br />5-FU/l-LV or capecitabine plus bevacizumab <br />as initial therapy in elderly patients <br 
/>with metastatic colorectal cancer: <br />JCOG1018 study (RESPECT)
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Background
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Study Schema
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QOL (EQ-5D)
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Progression-free survival (ITT)
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Summary
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Summary 

● Treatment of colorectal cancer is evolving to a more targeted 
approach

● CtDNA role to find its role in adjuvant and metastatic setting

● Immunotherapy in combination with chemotherapy in the 
first line setting to find its subpopulation

● Benefit of adjuvant oxaliplatin dependent on age and length 
of therapy 



Questions?



Thank you
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