Rationale for the development of a differentiated Trop2 ADC
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Comparison of TGl efficacies of IMMU-132 vs various anti-Trop2 PH1 ADCs

Introduction

Thailanstatins are naturally occurring anti-proliferative compounds that

Peak Bio Trop2 PH1 ADCs exhibits low off-target activity
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At equivalent dose level of Img/kg QWx3 dose-
TGl of hRS7 PH1 DAR 4 > hRS7 SN38 (IMMU-132) DAR 8 (p<0.05)
TGl of M2.1 PH1 DARs 2 and 4 > IMMU-132 DAR 8 (p<0.05)

vitro and in vivo as Her2 and Trop2 ADCs.
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Optimized Trop2 PH1 ADC has potent in vitro in multiple indications
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Transient overexpression of Trop2 cDNAs in Chinese Hamster Ovary (CHO) cells

The PH-1 family of L-Ts were conjugated to the Trop2-specific monoclonal
antibody (hRS7) and the resulting ADCs were tested for therapeutic efficacy
against pre-implanted Trop2- expressing NCI-N87 gastric carcinoma tumors

Differentiated NHP safety profile for Trop2 PH1 ADCs

M2.8 PH1 ADC has potent in vivo activity
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Histopathology performed unilaterally for all tissues

No evidence of typical Trop2 ADC toxicities such as neutropenia, peripheral neuropathy,
stomatitis or ILD above MTD

* Tolerated at 6 mg/kg Q3W times 3 repeat doses with mild-minimal or transient
observations. Recovery necropsy after 3 weeks confirms reversibility

The target validation studies suggest that Trop2 PH1 ADCs were sufficiently
differentiated in areas of preclinical efficacy and well tolerated in a
toxicologically relevant host.
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