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Background: Trastuzumab has revolutionized treatment of HER2+ breast cancer. Globally accessible 

alternatives are a critical need. We evaluated Myl-1401O, a proposed trastuzumab biosimilar, as 

treatment for HER2+ metastatic breast cancer (MBC), based on physicochemical analyses, nonclinical, 

pharmacokinetic and pharmacodynamic studies*. Methods: Heritage is a double-blind, randomized 

clinical trial designed to evaluate comparative efficacy and safety of Myl-1401O vs Herceptin. Eligible 

patients (pts) had centrally confirmed, measurable HER2+ MBC without prior chemotherapy or 

trastuzumab for metastatic disease. Pts were randomized to receive either Myl-1401O or Herceptin with 

docetaxel or paclitaxel for a minimum of 8 cycles. Trastuzumab was continued until progression. The 

primary endpoint was overall response (ORR) at Week 24 by blinded central evaluation using RECIST 1.1. 

Secondary endpoints include progression free survival (PFS), overall survival, and safety. A sample size of 

456 pts was calculated to demonstrate equivalence in ORR at Week 24 for MYL-1401O vs Herceptin, 

defined as a 90% confidence interval (CI) for the ratio of best ORR within the equivalence margin (0.81, 

1.24). Results: 500 pts were randomized, 458 were evaluable for efficacy. 44% had hormone receptor 

positive MBC, 84% received docetaxel. Week 24 ORR was 69.6% for Myl-14010 compared to 64% for 

Herceptin. The ratio of ORR was 1.09; both 90% CI (0.974-1.211) and 95% CI (0.954-1.237) were within 

the pre-defined equivalence margin. Median PFS is not yet reached (41 events for MYL-1401O vs 48 

events for Herceptin). Safety was comparable; serious adverse events (primarily neutropenia related) 

occurred in 38% (MYL-1401O) vs 36% (Herceptin), with 4 fatal events in each arm. There was no 

significant change in cardiac function from baseline to Week 24 in either arm. Conclusions: MYL-1401O 

was equivalent to Herceptin, given in combination with a taxane as first-line therapy for MBC, as 

measured by 24 week ORR. Safety was comparable. The proposed trastuzumab biosimilar MYL-1401O 

could be a new treatment option for HER2+ MBC. * Presented at: British Pharmacological Society, 

Pharmacology Meeting; 2015 Dec 15-17; London, UK. Clinical trial information: 2011-001965-42. 
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