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Efficacy of HER2-Directed Therapy in HER2-
Amplified Tumors



Fig 2. Waterfall plots of treatment response in patients with human epidermal growth factor receptor-2 (HER2)-amplified/overexpressing (A) colorectal, (B) bladder, and (C) biliary cancers, 

and (D) patients with murine sarcoma viral (v-raf) oncogene homolog B1 (BRAF) V600E-mutated non–small-cell lung cancer. Three patients with HER2-amplified/overexpressing colorectal 

cancer, one with HER2-amplified/overexpressing bladder cancer, and three with BRAF V600E-mutated non–small-cell lung cancer were not evaluated for response and are not included. 

CR, complete response; PD, progressive disease; PR, partial response; SD, stable disease. + indicates treatment is ongoing.
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Variable Efficacy of HER2-directed Therapy 
Across HER2-amplified Tumors



Challenges

• Patient identification

• Small sample size for many tumor types

• Not all tumor types respond or respond equally well; wide CI around response 
rates

• Duration of response variable across tumor types

• Not all tumor types represented in any data set yet approval requested for all

• Are RCTs possible? What is appropriate control group?

• Biomarker prevalence/predictive value may vary across tumor types

• Molecular diagnostic tests not uniform, e.g., multiple platforms to assess MSI 
status (PCR, IHC, NGS, etc.)

• How much evidence is sufficient for a histology-agnostic approval?


