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➢Discuss establ ished molecular targets in mCRC

➢Review relevant novel/emerging targets

➢Highlight future treatment strategies

Learning Objectives
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Alese OB, et al. Am Soc Clin Oncol Educ Book. 2023 May;43:e389574.

Molecular targets in CRC

Strickler JH, et al. JAMA Oncol. 2022 May 1;8(5):760-769

Ciracì, P. et al. Nat Rev Clin Oncol 22, 28–45 (2025)

➢ cMET

➢ PIK3CA mutations — Adjuvant ASA. Other aberrations in the PI3K–AKT–

mTOR pathway?

➢ Wnt/β-catenin

➢ DNA Damage Repair

➢ CEACAM5 (CEA) 
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ORR, PFS

Strickler JH, et al. JAMA Oncol. 2022 May 1;8(5):760-769
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. 

BRAF V600E

Elez E, et al. N Engl J Med. 2025 Jun 26;392(24):2425-2437.
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7

BRAF V600E

Ann Oncol . 2026 May 31:S0923-7534(26)00179-1.
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BRAF V600E

Ann Oncol . 2026 May 31:S0923-7534(26)00179-1.
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KRAS G12C
KRYSTAL-1 Phase 1b/2 CRC cohort Study

CODEBREAK 101 SUBPROTOCOL H STUDY

Yaeger R, et al. N Engl J Med. 2023 Jan 5;388(1):44-54; Kuboki, Y, et al. Nat Med 30, 265–270 (2024)
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Slide 22
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Hong DS, et al. Journal of Clinical Oncology 2023 41:16_suppl, 3513-3513 

CodeBreaK 101 

Siena S, et al. Annals of Oncology, 35, S429-S430
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• KRAS mutations are common in CRC and 
predict resistance to EGFR therapy. 

npj Precis. Onc. 9, 380 (2025).

• Direct targeting is currently limited to 
KRAS G12C, where combination with 
EGFR inhibition is required

• Next-generation KRAS G12D/V 
inhibitors and immune-based 
approaches are rapidly evolving.

BEYOND G12C
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Strickler JH, et al. Lancet Oncol. 2023 May;24(5):496-508

. 

CHECKMATE 8HW – MMRd

Andre T, et al. N Engl J Med. 2024 Nov 28;391(21):2014-2026
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With ~69% of expected events observed (168 of ~243 expected deaths), OS data remain immature

. 

CHECKMATE 8HW – MMRd

Andre T, et al. N Engl J Med. 2024 Nov 28;391(21):2014-2026

André T, et al. Lancet. 2025 Feb 1;405(10476):383-395.
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Strickler JH, et al. Lancet Oncol. 2023 May;24(5):496-508

. 

MOUNTAINEER

Strickler JH, et al. Lancet Oncol. 2023 May;24(5):496-508



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

• Dual HER2 blockade  

Tucatinib/trastuzumab 

had clinically 

meaningful anti-tumor 

activity and favorable 

tolerability

• First FDA-approved 

anti-HER2 regimen for 

metastatic colorectal 

cancer

Strickler JH, et al. Lancet Oncol. 2023 May;24(5):496-508

MOUNTAINEER
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MOUNTAINEER-03: <br />Global, Randomised, Open-Label, Phase 3 Trial

• participants may have received a maximum of 2 doses of mFOLFOX6 in the locally advanced unresectable or 

metastatic setting prior to randomization.

• participants may have received prior chemotherapy for CRC in the adjuvant setting provided that it was completed >6 

months prior to enrollment.
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Courtesy – Christina Wu, MD

HER2 Inhibition In Advanced CRC

Strickler JH, et al. Future Oncol. 2025 Feb;21(3):303-311
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HER2 Inhibition In Advanced CRC

Benli Y, et al. Clin Transl Oncol (2025)



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

STELLAR-303

Hecht J, et al. Lancet, 2025; 406, 2360-2370
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STELLAR-303

Hecht J, et al. Lancet, 2025; 406, 2360-2370
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▪ Targeted therapies continue to improve the treatment 
landscape for mCRC

▪ Precision oncology is no longer reserved for treatment 
refractory disease; expanding frontline targeted treatment 
options

Conclusion


