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CRC 
classifications
◦ Guinney J. et al : The consensus molecular 
subtypes of  colorectal cancer



Sidedness in Colon 
Cancer
◦ Dekker et al, Lancet 2019
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Clinical outcomes of patients with stage III CRC according 
to tumor localization

European Journal of Cancer 2017 84, 69-80 doi: (10.1016/j.ejca.2017.07.016)

http://www.elsevier.com/termsandconditions


Clinical Colorectal Cancer 2018 17, e69-e76DOI: (10.1016/j.clcc.2017.10.006
Dienstman et al. Precision Therapy in RAS Mutant Colorectal Cancer.  
Gastroenterology 2020 Mar;158(4):806-811
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Survival Based on RAS-RAF Mutations in advanced stage CRC 



Anti-EGFR Therapy in wild 
type Colorectal cancer

• 6

Tejpar. JAMA Oncol. 2017;3(2):194-201. doi:10.1001/jamaoncol.2016.3797



Panitumumab plus mfolfox6 versus Bevacizumab  plus mfolfox6 as first-line treatment in patients with RAS wild-type metastatic colorectal cancer: <br />results from the phase 3 
PARADIGM trial

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



PARADIGM Trial Design
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Baseline Patient Characteristics
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Primary Endpoint-1; Overall Survival in Left-sided Population
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Primary Endpoint-2; Overall Survival in Overall Population
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Other Efficacy Outcomes
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Summary of Adverse Events
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Subsequent Systemic Treatment
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OS and Subgroup Analysis in Right-sided Population
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<br />
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Anti-EGFR Review



Anti-EGFR Strategies
◦ Benefit in the first line setting only for RAS/RAF WT, HER2 non-amplified left sided CRC

◦ Risk/benefit discussion with patient due to skin toxicity

◦ Intermittent anti-EGFR strategy spares skin toxicity

◦ Would NOT use anti-EGFR in 1L if  goal is resection
◦ NEW EPOC (peri-operative anti-EGFR): mOS 81.0m vs 55.4m



BRAF V600E 
mutant mCRC

Fanelli et al: https://cancerci.biomedcentral.com/articles/10.1186/s12935-020-1117-2



FOLFOXIRI + Bev was superior in TRIBE study

26



Targeting BRAF V600E mutated mCRC

27. Gong. J. J Gastrointest Oncol. 2016 
Oct;7(5):687-704

https://www.ncbi.nlm.nih.gov/pubmed/?term=RAS+and+BRAF+in+metastatic+colorectal+cancer+management+++jun+gong


• Emerging Treatment Options for BRAF-mutant Colorectal Cancer.
https://www.oncologynurseadvisor.com/home/cancer-types/colorectal-
cancer/emerging-treatment-options-for-braf-mutant-colorectal-cancer/4/
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https://www.oncologynurseadvisor.com/home/cancer-types/colorectal-cancer/emerging-treatment-options-for-braf-mutant-colorectal-cancer/4/
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• J Clin Oncol 2021;39(4):273-84.



BEACON: Overall Survival Results



Targeting BRAF V600E in First Line setting



Confirmed ORR (n = 92): 47.8%

ORR = objective response rate.

• Overall survival  (OS) = 18.2 mo (with a median follow-up of 14.4 mo)
• PFS = 5.8 mo (median)

Van Cutsem E et al. ESMO World Congress on Gastrointestinal Cancer 2021;Abstract O-10.



BREAKWATER Study Design

FOLFOX, full dose IV Q2W

Van Cutsem E et al. ESMO World Congress on Gastrointestinal Cancer 2021 (Abstract O-10)



KRAS G12C TARGETING IN CRC
Dienstman et al. Precision Therapy in RAS Mutant Colorectal Cancer.  Gastroenterology 2020 Mar;158(4):806-811
Zhu et al.  Targeting KRAS mutant cancer: from druggable to drug resistance.
 Addeo et al. Kras g12c mutations in nsclc: From target to resistance. Cancers 13(11):2541

https://www.researchgate.net/journal/Cancers-2072-6694


• ESMO Abstract LBA24



Adagrasib showed single agent 
activity in CRC in Phase1/2 
study

Klemper SJ et al. ESMO 2022;Abstract LBA24.



Improved objective response in 
combination with Anti-EGFR 
inhibitor
Klemper SJ et al. ESMO 2022;Abstract LBA24.



Lancet Oncol 2022;23(1):115-24.



CODE 
BREAK 

100 
RESULTS 

Fakih MG et al. Lancet Oncol 2022;23(1):115-24.



Abstract LBA27



Mounteer 
Results

BICR = blinded independent central review; 

R = objective response rate; DCR = disease control rate; 
BICR = blinded independent central review
Srickler JH et al. ESMO 2022;Abstract LBA27
 



ASCO Gastrointestinal Cancers Symposium 
2022;Abstract 119.



Immunotherapy in Colorectal Cancer

43
Mojarad. Gastroenterol Hepatol Bed Bench. 2013 Winter; 6(1): 6–13. https://www.intechopen.com/books/colorectal-cancer-from-pathogenesis-to-treatment/braf-mutation-in-

colorectal-cancer



◦ Single cell analysis of CRC finds differences between microsatellite stable 
and Microsatellite unstable tumors.

◦ MMRd tumors were CXCL13+ T cells (marker of human tumor-reactive 
CD8+ T cells and response to immunotherapy) and PDCD1+ gd-like T cells.

◦ IL17+ T cells were enriched in MMRp tumors.

◦ Monocytes and macrophages upregulated tumor-specific NMF-derived 
transcriptional programs stimulate growth (growth factors VEGFA and 
EREG in pM14), and resolve inflammation (APOE in pM06). Myeloid cells 
from MMRd tumors showed higher activities of programs with genes in 
glycolysis (pM03), immuneactivating alarmins such as S100A8/9/12 (pM16), 
and chemokines that attract monocytes and neutrophils (pM20).

◦ CXCL13+ T cells throughout MMRd tumors, outside of tertiary lymphoid 
structures , which are usually found at the invasive border.
◦ Pelka et.al., (2021), Cell.

◦



◦Proportion of 
dMMR/MSI-H in 
different tumor stages



Randomized Trial of  
Standard Chemotherapy 
Alone or Combined With 
Atezolizumab as Adjuvant 
Therapy for Patients With 
Stage III Colon Cancer 
and Deficient DNA 
Mismatch Repair

STAGE III
colon cancer 

dMMR

12x FOLFOX

12x FOLFOX
atezolizumab IV over 30-60 minutes 
starting on day 1 of course 1 or 2. q14 
days up to 25 courses in the absence 
of disease progression or unacceptable 
toxicity.
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<br />Neoadjuvant nivolumab, ipilimumab, and celecoxib in MMR-proficient and MMR-deficient colon cancers: Final clinical analysis of the NICHE study.
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NICHE study design 
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Baseline characteristics

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



Slide 5

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



Adjuvant chemotherapy and disease recurrences
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MSI-H Colorectal tumors respond to PD1 Blockade Treatment.

Le DT et al. N Engl J Med 2015;372:2509-2520



Le DT et al. N Engl J Med 2015;372:2509-2520.

MSI-H Colorectal Tumors Respond to PD1 Blockade Treatment.



KRAS mutant colorectal cancer and T-cell Transfer 
therapy

Tran. et.al. T-Cell Transfer Therapy Targeting Mutant KRAS in Cancer 
N Engl J Med 2016; 375:2255-2262



KRAS mutant colorectal cancer and T-cell Transfer 
therapy

Tran. et.al. T-Cell Transfer Therapy Targeting Mutant KRAS in Cancer 
N Engl J Med 2016; 375:2255-2262



KRAS mutant colorectal cancer and T-cell Transfer 
therapy

HLA-C*802 is on chromosome 6

Tran. et.al. T-Cell Transfer Therapy Targeting Mutant KRAS in Cancer 
N Engl J Med 2016; 375:2255-2262



Thank you!
◦ Any questions? Email me: asmasood@iu.edu


