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 Review novel treatment strategies for advanced/metastatic colorectal cancer (CRC)

 Targeted therapies

 Chemotherapy

Winship clinical trials

LEARNING OBJECTIVES
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MOLECULAR TARGETS IN COLORECTAL CANCER

MOLECULAR TARGETS IN CRC

Alese OB, et al. Am Soc Clin Oncol Educ Book. 2023 May;43:e389574.
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SLIDE 5

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

MOUNTAINEER

. 
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MOUNTAINEER

Strickler JH, et al. Lancet Oncol. 2023 May;24(5):496-508
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• Dual HER2 blockade 
with Tucatinib plus 
trastuzumab had 
clinically meaningful 
anti-tumor activity and 
favorable tolerability

• First FDA-approved 
anti-HER2 regimen for 
metastatic colorectal 
cancer

MOUNTAINEER

Strickler JH, et al. Lancet Oncol. 2023 May;24(5):496-508
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MOUNTAINEER-03: <BR />GLOBAL, RANDOMISED, OPEN-LABEL, PHASE 3 TRIAL
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RECENT DATA OF HER2-TARGETED THERAPIES IN PATIENTS WITH ADVANCED OR METASTATIC COLORECTAL CANCER 

HER2 INHIBITION IN ADVANCED CRC

Courtesy – Christina Wu, MD
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HER2 INHIBITION IN ADVANCED CRC
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KRAS G12C MUTATIONS IN CRC : BACKGROUND

KRAS G12C
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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; 
Hong DS, et al. Journal of Clinical Oncology 2023 41:16_suppl, 3513-3513 



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

KRYSTAL-1
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SLIDE 22
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SLIDE 3

CODEBREAK 101 

Hong DS, et al. Journal of Clinical Oncology 2023 41:16_suppl, 3513-3513 
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SLIDE 2

Hong DS, et al. Journal of Clinical Oncology 2023 41:16_suppl, 3513-3513 
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FRESCO-2
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Objectives
Primary: Overall 
Survival
Key Secondary: PFS
Other Secondary: ORR, 
DCR, Safety
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Well tolerated with a safety profile consistent with 
the previously established monotherapy profile

19

• Met key secondary endpoint of PFS; 
improvement of 1.9 months (3.7 m vs 1.8 m; 
HR=0.32;p< 0.001)

• PFS improvement was consistent across all 
pre-specified subgroups

FRESCO-2



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

PARADIGM

20

• Advanced RAS WT CRC; no prior chemotherapy 
• Adjuvant or neoadjuvant Oxaliplatin was excluded
• Age 20 to 79 years

Watanabe J, et al. JAMA. 2023 Apr 18;329(15):1271-1282.
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PARADIGM

Watanabe J, et al. JAMA. 2023 Apr 18;329(15):1271-1282.



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY 22

PARADIGM
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PARADIGM
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Primary objective - RP2D of the combination therapy 

 Stage IV or locally advanced unresectable GI 
adenocarcinomas (Gastric, Esophageal [EA], 
Pancreatic [PDAC], biliary tract cancer [BTC], 
CRC)

 Progression of disease after at least 1 prior line 
of therapy (including Irinotecan).

 Exclusion criteria included patients homozygous 
for the UGT1A1*28 allele (UGT1A1 7/7 
genotype) or heterozygotes for UGT1A1*28 
(UGT1A11 7/6 genotype) 

 Trial design - standard 3+3

Phase I/II Study of Trifluridine/Tipiracil (TAS102) + Nanoliposomal Irinotecan (NAL-IRI) in Advanced GI Cancers

Alese OB, et. al…Annals of Oncology 32, S200

WINSHIP 4146: ONILON



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY 25

Variable Level N (%) = 22

Gender F 11 (50)

M 11 (50)

Race Asian 1 (4.8)

African American 8 (38.1)

White 12 (57.1)

Unknown 1 

Age Median 58.5 (IQR – 18)

Median lines of prior therapy 1 (Range 1-4)

Concurrent Bevacizumab 10 (47.6)

Prior Irinotecan 3 (13.6)

Overall response rate (ORR) 15% (3 PR)

Disease Control Rate (DCR) 75%

Median PFS  9.7 months (95% CI:5.6, 14.2)

Median OS 10.1 months (95% CI: 7.3, 
15.9)

6-month OS Rate 83.6% (95% CI: 57.3%, 94.4%)

12-month OS Rate 39.5% (95% CI: 15.2%, 63.3%)

Duration of progression free 

(for patients with SD)

7.6 months (95% CI: 5.5, NA)

Table 1: Descriptive Statistics

•Combination of TAS-102 and nal-IRI had an acceptable safety 
profile, and showed antitumor activity in patients with advanced 
CRC. 

•Additional biomarker analyses such as survival correlation with 
UGT1A1 phenotype and RAS mutational status are ongoing. 

•A dose expansion phase II study of this combination is currently 
enrolling patients with PDAC

WINSHIP 4146: ONILON

Alese OB, , Gbolahan O, Diab M, et al. Journal of Clinical Oncology 41 (16_suppl), 3580-3580
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• Primary endpoint – CBR = CR +PR + SD 

Abstract ID #3579: Phase II Study of Niraparib + Panitumumab in Patients with Advanced Colorectal Cancer

Secondary end points:
– Toxicity profile of the combination of Panitumumab and Niraparib.
– Efficacy endpoints: ORR, DoR, OS and PFS

 Advanced, metastatic RAS WT CRC after at 
least one line of systemic therapy. 

 No prior therapy with PARP inhibitors or with 
EGFR inhibitors approved for the treatment of 
colorectal cancer (Cetuximab or Panitumumab)

 Measurable disease based on RECIST 1.1  
 ECOG 0 or 1
 Adequate organ function

WINSHIP 4517: NIPAVECT

Alese OB, Diab M, Gbolahan O, et al. Journal of Clinical Oncology 41 (16_suppl), 3579-3579
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•Panitumumab + Niraparib had an acceptable safety profile, with 
considerable antitumor activity compared to historical rates. 

•“Chemotherapy free” treatment option and a therapy platform 
for further drug development.

•Additional biomarker analyses such as survival correlation with 
Homologous recombination repair (HRR), immune cell infiltration 
in paired skin biopsies and HER2/BRAF mutational status are 
ongoing. 

WINSHIP 4517: NIPAVECT

Alese OB, Diab M, Gbolahan O, et al. Journal of Clinical Oncology 41 (16_suppl), 3579-3579
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CONCLUSION

 Advanced/Metastatic CRC represents an area of immense need for 
more effective treatment options

 Current efforts at targeted treatments are promising, and could 
improve the current treatment landscape

28
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THANK YOU
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