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Overview

- Review of molecular testing
- Targetable mutations: current therapies & clinical trials

- Anti-EGFR
- MSI-H/dMMR
- BRAF V600E
- KRAS mutations: G12C, G12D, and beyond
- Others

- Navigating the world of clinical trials
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Targeted Therapies in CRC
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• Ohishi et al, Int J Mol Sci, 2023.
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Targeted Therapies in CRC- Timeline
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2004

Bevacizumab
Cetuximab

2006

Panitumumab

2012

Aflibercept

2013

Regorafenib

2017

Pembrolizumab
Nivolumab

Ramicirumab

2018

Nivolumab + 
Ipililumab

Larotrectinib

2020

Encorafenib + 
Cetuximab

Pembrolizumab (1L)

2023

Tucanitinib + 
Trastuzumab

Fruquitinib

2024

Adagrasib + 
cetuximab

2025 

Sotorasib + 
panitumumab
Enco/Cetux + 
FOLFOX (1L)

- Anti-VEGF
- Anti-EGFR
- Immune Checkpoint Inhibitor
- TRK Inhibitor
- Anti-BRAF
- Anti-Her2
- KRAS G12C Inhibitor
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Molecular Testing in CRC

• ALL patients:
• dMMR/MSI-H

• ALL unresectable/metastatic patients:
• KRAS/NRAS (expanded panel)
• BRAF (V600E)
• dMMR/MSI-H
• Her2 amplification
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Example of Molecular Testing
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Anti-EGFR Monoclonal Antibodies
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Saletti, et al. GI Cancers: Targets and Therapy. 2015. 
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Anti-EGFR- Future Directions
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• Satore-Bianchi et al. Nature. 2023.
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Immunotherapy- MSI-H/dMMR
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Keynote 177- Pembrolizumab
Checkmate 142- Nivolumab +/- 
Ipililumab

Andre, et al. NEJM, 2020.

Overman, et al, Lancet Oncology, 2017
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Immunotherapy- Localized MSI-H/dMMR
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Cercek, et al. NEJM. 2025.
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Immunotherapy- High TMB & POLE Mutations
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Duvivier, et al. Immunotherapy. 2023. 
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Immunotherapy- Future Directions

12 Bullock, et al. Nature Medicine. 2024. 
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BRAF V600E
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Kopetz, et al NEJM. 2019.
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BRAF V600E
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KRAS- G12C
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Adagrasib
SotorasibSotorasib

• Yaeger, et al, NEJM, 2023.
• Fakih et al, Lancet Oncology, 2022.



MD ANDERSON CANCER CENTER

KRAS- G12D and beyond
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Zhu, et al. Molecular Cancer. 2021. 
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Navigating Clinical Trials 

• How do I find clinical trials?

• When is the right time for a clinical trial?

• What do clinical trials offer me?
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Questions?
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