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Topo | inhibitor in breast tumor cells. These data warrant further investigation of
the lead LIV-1 targeting ADCs (ADC-1 and ADC-2) as potential next-generation
therapeutic agent in LIV-1 positive breast cancer and other solid tumors.

Figure 4. The internalization B - Conclusions
c LIV-1 ADCs inhibit tumor growth

images of LIV-1 antibody or (tumor size change from baseline, 3mg/kg, n=10, Day30)
ADCs by MDA-MB-468-LIV- SGN-LIVIAanalog  ADC-1 ADC.2 ADC.3 ® 48D6 is a novel humanized anti-LIV1 antibody binding to a unique epitope.

1 cells. Adherent tumor — SRR . ® ADC-1and ADC-2 are novel LIV-1 ADCs with 48D6 site-specifically conjugated with
cells were incubated with Topo | inhibitor payloads. With higher affinity and specificity, they can be internalized
10 pg/ml antibody or ADC by the tumor cells and kill the tumor more efficiently.

for 0, 4, 24 hours at 37°C. ® Although the cytotoxicity activity of ADC-1 and ADC-2 were similar to that of SGN-
Then Ab or.ADC were LIV1A analog in vitro, they exhibited much more potent tumor inhibition than SGN-
detected with goat anti- I LIV1A analog in vivo and both ADCs regressed the tumors completely.

human IgG Alexa Fluor488 SR R S S A At S A R, ® Both ADC-1 and ADC-2 have strong bystander effect to overcome tumor
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- & Antifade with DAPI LIV-1 tumor model in BALB/c nude mice depleted, which may reduce Fc mediated non-specific binding and cytotoxicity.
(Magnification: 400X) Mice were inoculated with 51076 MDA-MB-468-LIV1 tumor cell per mouse and mixed with ® As potential next-generation therapeutic agent for LIV-1 expressing solid tumors,

50% Matrigel, when tumor size around 150-200 mm3, ADCs were i.v injected. A, Tumor growth ADC-1 and ADC-2 are being further developed for clinical testing.
curve. B, Body weight change of mice. C, Tumor size change of 3mg/kg groups.
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The conjugation structure of ADC-1, ADC-2 and ADC-3
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Figure 1. ADC-1, ADC-2 and ADC-3 were generated by using site-specific conjugation technology with
3 different payloads, while SGN-LIV1A analog was using cysteine based random conjugation[1].
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