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Siderophore-Antibiotic Conjugates efficiently deliver antibiotics into the bacterial periplasm and
cytoplasm in a "Trojan horse" strategy
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The SAC (3) DOP-MUP conjugate demonstrated enhanced antibacterial activity against E. coli
(ATCC 25922), P. aeruginosa (ATCC 9027), A. baumannii (ATCC 15308), and K. pneumoniae
(ATCC 15380), with MIC values of 78.11 uM, 401.28 uM, 657.67 uM, and 86.51 uM, corresponding
to 1.3-, 2.5-, 1.5-, and 2.2-fold improvements over the parent antibiotic.

The SAC (5) DFO-MUP conjugate displayed remarkable potency against K. pneumoniae (ATCC
15380), achieving a MIC of 9.93 uM, representing a 20-fold increase in activity compared to the
parent antibiotic.

In vitro cytotoxicity assessments using BRL 3A and HEK?293 cell lines confirmed that the SACs were
non-toxic at concentrations exceeding 100 uM.

Zebrafish embryo studies further validated the in vivo biocompatibility of SACs, with no observable
developmental toxicity up to 300 uM during the 96 hours post-fertilization (hpf) period.

Collectively, these findings establish SACs as promising candidates for antimicrobial resistance
(AMR)-targeted therapy, offering enhanced antibacterial efficacy with minimal off-target effects
and a favorable safety profile.
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