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Dose Level 3 was selected as the Recommended Phase 2 Dose (RP2D)

Patient-derived xenograft (PDX) models of HER2 mutated advanced breast cancer
demonstrate synergy of trastuzumab deruxtecan (T-DXd) and neratiniDb.

T-DXd
5.4 mg/Kg, IV, Q3W

Cycle Length
21 days

Neratinib
120 mg PO, QD

Dose Level
Level -1
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*At the end of the part 1 dose escalation and based on supportive preliminary PD data from the initially chosen RP2D cohort

In part 2, the protocol may be amended to study an additional cohort(s) of patients with biopsy/PD marker analysis at a
lower dose (or doses) of neratinib to assess whether lower doses may give comparable PD response(s) with less toxicity

The combination of T-DXd and neratinib had a manageable safety profile with DL3 selected
as the RP2D. Promising signals of activity were observed, and Phase Il studies are planned.

« Part 2 of the study opened to enrollment in March 2025
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In March 2019, AstraZeneca entered into a global development and commercialization collaboration agreement with Daiichi Sankyo for trastuzumab deruxtecan (T-DXd; DS-8201).
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