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Background Hydrophilicity of StarLinker-Payloads as Confirmed in HPLC High-DAR StarLinker ADCs with Favorable Serum Stability and PK Properties
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Features of StarLinker-Payloads
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» Dual payloads with the ratio precisely controlled by structure design i I | it

R T ST S N S ---- " Durbin et al. ACS Omega, 2017, 4207.

* The higher MMAE levels in mouse plasma than in human plasma were expected due to the presence of carboxylesterase 1C in mouse plasma.

» Excellent and adjustable hydrophilicity

A number of ADCs were prepared from Trastuzumab and StarLinker Payloads. The excellent hydrophilicity of StarLinkers were confirmed by the retention This resulted with the shorter half life of the intact ADC in mouse PK. The intact ADC is expected to have longer half life in non-rodent PK.
times of the corresponding ADCs as shown in the Hydrophobic Interaction Chromatography (HIC). Aggregation level is very low across all StarLinker
» StarLinker ADCs have favorable drug-likeness properties ADCs even with a high DAR of 20.7. Conclusions

StarLinker ADCs with 1-4 Identical or Different Payloads In Vitro Test Results with StarLinker ADCs » StarLinker chemistry has been validated.

= Ability to link 1-4 payloads; Payloads could be the same or different
= Conjugation chemistry is validated

______ Compound | DAR___________ | OVCAR3ICS0(M) ____ = High DAR (8-21) and dual drugs payload achieved, potentially up to a DAR of 32

Starlinker ADCs with same payloads:

\N\Y /< W\~ W\ ~ SN38 i 63
J \Smh*ﬁ J - J ., SL-SN38-1 - 453
SL-SN38-3 - 108 » StarLinker ADCs have favorable drug-likeness properties.
U3 : NA = Excellent and adjustable hydrophilicity
TmAb-CL2A-SN38 4.9 52 o
Starlinker ADCs with dual payloads: e c 1 14 = Stable in vitro (PBS, plasma)
TmAb-SL-SN38-3 13.1 20 = Potent in different cell lines and with payloads released as expected
= Favorable DMPK properties
\\ r, ; \\ r’ \\J , \\j , In Vitro experiment results indicate that SN38 in ADC is taken into cells by antibody and the payloads were released as expected. Prop
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