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STG-968 is a “click-chemistry compatible” conjugatable STING ligand featuring an azido group added to the N-terminus of
an analog of CL656, a well-known STING agonist. STG-9268 efficiently triggers IRF- and NF-kB-mediated cellular responses
(Figure 1). STG-968 can be used to generate immunostimulatory antibody-drug conjugates (ADCs) as conjugation to a Anti-HER2-
hlgG1 and subsequent activation of STING has been validated using cellular assays. The Anti-HER2/STG-968 ADC is more potent
at inducing a STING-mediated response than STG-968 only in cells expressing HER2 (Figure 2A). Of note, at high concentrations,
STG-968, Anti-HER2/STG-968 ADC and Anti-B-Gal/STG-9268 ADC, induce a STING-mediated cellular response, independently of
HER2 expression (Figure 2A and B). This observation could be explained by cellular uptake through endocytosis/pinocytosis.

Biological activity of STG-968

A THP1-Dual™ cells B. THP1-Dual™ cells

4007 Lucia Luciferase 407 SEAP Figure 1: IRF and NF-KB responses
/E)\f induced by STING conjugatable ligand

oS 300+ 304 STG-968.
S E THP1-Dual™ cells were stimulated with
G '% 2004 20 increasing concentrations of STG-968,
2 < CL-656, or 2'3-cGAMP. After overnight
-0 400- 101 incubation, the IRF and NF-kB responses
2 were determined by measuring Lucia
oA oA luciferase and SEAP activity in the
102 10-1 100 101 102 102 101 100 101 102 supernatant using QUANTI-Luc™ (A), or
Agonist Concentration (uM) Agonist Concentration (uM) QUANTI-Blue™ Solution (B), respectively.
Data are shown as a fold increase (mean +

- STG-968 - CL-656 - 2'3'cGAMP SEM) over non-induced cells.

Biological activity of STG-968 conjugated to Anti-HER2-hlgG1
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