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Preclinical development of TJ101, a potent bispecific ADC targeting
EGFR and B7-H3 for the treatment of solid cancers
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TJ101 and anti-EGFR/B7-H3 bsAb exhibit enhanced
Internalization over monoclonal antibodies

TJ101 exhibits improved in vitro cytotoxicity
compared to monoclonal ADCs

TJ101 induces durable tumor regression

Introduction in EGFR/B7-H3 expressing PDX models
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EGFR/B7-H3 expressing xenograft models -

against CLogP (calculated LogP), an index of hydrophobicity, and compared with those of DXd
and Exatecan.
 PY-4CAR2 exhibited greater potency than DXd and comparable activity to Exatecan, while

Following the 1st and 2nd doses, a decreasing trend in white blood cell, neutrophil, and lymphocyte
counts was observed in the 30 and 60 mg/kg groups, which recovered by Day 43. On Day 14 after
the 3rd dose, a decreasing trend in neutrophil counts was noted across all dose groups.
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NCI-N87 (trastuzumab-sensitive gastric cancer cell line) and JIMT-1 (trastuzumab-resistant breast
cancer cell line) were engrafted subcutaneously into female CB17-SCID mice (n=6 per group).
Trastuzumab conjugated with PY-4CAR2 via a dipeptide linker exhibited superior anti-tumor activity
in both NCI-N87 and JIMT-1 xenograft models, compared to trastuzumab-DXd (DS8201).

cells, cultured either alone or co-cultured with HCC827 cells. NCI-H23 express low levels of
EGFR and B7-H3, whereas HCC827 cells express both antigens at high levels. Cell viability was
assessed after 144 hours of culture.

TJ101 induced dose-dependent cytotoxicity in TJ101-resistant NCI-H23 cells when co-cultured
with HCCB827 cells.

H1650 NSCLC, and HT-29 colon cancer, established in female BALB/c nude or CB17-SCID
mice (n=8 per group). Tumor volumes are presented as mean + SEM.

TJ101 induced potent anti-tumor activity, including complete tumor regression in the FaDu and
NCI-H1650 models. It also demonstrated superior efficacy compared to anti-EGFR or anti-B7-H3
monoclonal ADCs, administered either alone or in combination.

In a non-GLP toxicity study in cynomolgus monkeys, TJ101 was well-tolerated, with the HNSTD
exceeding 30 mg/kg.

In summary, TJ101 is a promising bispecific ADC with potent anti-tumor efficacy across multiple
solid tumor types and a favorable safety profile. TJ101 is currently under IND application.
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