
* NCCN Guidelines state that if the tumor is already known to have a KRAS/NRAS or BRAF mutation, HER2 testing is not indicated.1,2

†As HER2-targeted therapies are still under investigation, NCCN Guidelines encourage that patients with RAS WT HER2+ mCRC enroll in a clinical trial.1,2 

 HER = human epidermal growth factor receptor; NCCN = National Comprehensive Cancer Network; WT = wild type.

LATEST TESTING RECOMMENDATION

NCCN Clinical Practice Guidelines in Oncology 
(NCCN Guidelines®) recommend testing for  
HER2 amplification in patients with unresectable  
or metastatic colorectal cancer1,2*

HER2 amplification testing can guide appropriate treatment decisions for  
patients with metastatic colorectal cancer (mCRC)1,2,4 

•  The NCCN Guidelines® currently recommend HER2-targeted therapies as subsequent  
treatment options for HER2+ RAS/BRAF WT mCRC, although none are FDA approved for this  
patient population1,2,5-8

•  Patients with HER2+ mCRC may be eligible to enroll in ongoing clinical trials investigating  
HER2-targeted agents for the treatment of mCRC4

Additional therapies are currently being investigated for adult patients 
with RAS WT HER2+ mCRC4†

Prevalence of HER2 amplification 
in colorectal cancer

 HER2 amplification is present in ~3% to 5% 
of all patients with colorectal cancer1-3

Prevalence is higher in patients with 
RAS/BRAF WT tumors (5% to 14%)1,2
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HER2 amplification testing can help identify patients who  
may benefit from a more targeted treatment approach4

HER2 amplification is associated with poorer response and survival outcomes  
in patients treated with anti-EGFR agents9,10

•  Currently, anti-EGFR agents are a common treatment approach for RAS/BRAF WT mCRC in later 
lines of therapy4,10

•  However, HER2 amplification may be associated with decreased activity of anti-EGFR therapies in 
patients with RAS/BRAF WT mCRC9,10

In a retrospective analysis of patients who were identified to have RAS/BRAF WT 
mCRC using NGS and received 2L or 3L anti-EGFR–based therapy10*: 

* This study compared PFS of HER2-amplified and non–HER2-amplified patients receiving anti-EGFR antibody treatment in 2 cohorts. HER2 amplification status 
was identified using ISH (cohort 1) and NGS (cohort 2). Results from cohort 2 are shown. In cohort 1, median PFS on anti-EGFR–based therapy was 2.8 months 
(95% CI: 1.8-3.8) in HER2-amplified patients compared with 8.1 months (95% CI: 5.8-10.3) in non–HER2-amplified patients. PFS on an anti-EGFR antibody–based 
regimen was significantly shorter among HER2-amplified patients compared with non–HER2-amplified patients (HR = 7.05 [95% CI: 3.4-14.9]; P <0.001).10

  2L = second line; CI = confidence interval; EGFR = epidermal growth factor receptor; HR = hazard ratio; ISH = in situ hybridization; NGS = next-generation 
sequencing; PFS = progression-free survival.

Including HER2 status assessment for all patients with mCRC may help 
inform treatment decisions

HR = 10.66 (95% CI: 4.5-25.1); P <0.001
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