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2888 DB-1418 (AVZ0-14182), a bispecific antibody-drug conjugate targeting EGFR and HER3, demonstrates superior and broad

antitumor efficacy and favorable safety in preclinical models

Yunhua Zhou, Jun Yao, Yang Qiu, John Zhu, Haiging Hua

Duality Biologics Ltd., Unit 1106, 868 Yinghua Road, Shanghai, P. R. China
a. Avenzo Therapeutics holds global rights to DB-1418 (AVZ0-1418) outside of Greater China.

Dual

IR B &£

JYBIO

ABSTRACT RESULTS

DB-1418 exhibits synergistic cytotoxicity against EGFR/HER3
co-expressing tumor cells while sparing non-cancerous cells

Background:

DB-1418 is a bispecific ADC targeting EGFR and HER3 with
outstanding plasma stability

DB-1418 showed better efficacy than parental bivalent ADC in
NSCLC, RCC models

EGFR, an overexpressed oncogene in tumor cells, is a clinically-validated target for
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affinity. The antibody is connected via a knock-into-hole (KIH) Fc domain and

conjugated with our clinically validated linker-payload P1021 at a drug-to-antibody

ratio (DAR) of 6. We also produced a BL-BO1D1 analog as a benchmark.
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who have developed resistance to EGFR tyrosine kinase inhibitors (TKls) and

addresses other unmet medical needs.

DB-1418 demonstrated additive binding capacity on
EGFR/HER3 co-expressing cells
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Figure 3. DB-1418 internalization on HCC-827/ERBB3. A. HCC827/ERBB3 cells were
incubated with DB-1418 and parental ADCs. The full-time course of internalization was
visualized and automatically quantified every 2 hours over 48 hours using Incucyte real-time
live-cell analysis. Each data point represented the total red fluorescence object area under
curve (AUC) (N = 1). B. EC50 values for internalization of DB-1418 and parental ADCs.

Figure 4. In vitro cytotoxic effect of DB-1418 on cell lines with different EGFR/HER3
expression levels. A-D. HCC-827 (lung adenocarcinoma), MDA-MB-453 (breast cancer),
HCC-827/ERBB3 (overexpression of HER3 in HCC-827), and MCF-10A cells (normal mammary
gland epithelial cell) were cultured with DB-1418, parental mAb, parental bivalent anti-
EGFR/HER3 ADC, and isotype control ADC for 7 days, and then cell viability was examined by
CTG luminescence. Each value represents the mean and SEM (N = 2).

colon cancer cells B, SW-48 colon cancer cells C, harboring C797S NCI-H1975 non-small cell
lung cancer cells D, LD1-0025-215621 non-small cell lung adenocarcinoma patient-derived
tumor xenograft E or LD1-0012-370723 colon cancer patient-derived tumor xenograft F
following with DB-1418 and other control ADCs single dose or every 3 weeks intravenous
injection. The doses were based either on equal ADC molar or mass concentration, or equal
payload molar concentration. Each value represents the mean and SEM (N=5 or 6).

DB-1418 demonstrated tolerable safety in cynomolgus monkey

Toxicology

Study design

Key findings

Dose range finding

20/45, 30 mglkg Q2Wx3,

No mortality
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