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Chemotherapy is an effective treatment for pancreatic cancer
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» Microbiome profiling & target identification.
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» Correlation with adverse clinical prognosis.
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o{: Cytidine deaminase drives gemcitabine resistance in Enterobacter hormaechei
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 Identification of a unique long-isoform deaminase gene ¢ Establishment of causality via knockout mutant

* High catalytic efficiency of the purified protein * Full restoration of drug efficacy in vitro and in vivo



Antibiotic-mediated eradication restores gemcitabine efficacy and

implicates Enterobacter as a pan-cancer therapeutic target
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Summary

» This study demonstrates that intratumoral E. hormaechei, prevalent across a
spectrum of solid tumors, drives chemoresistance through highly efficient CDD; -

mediated 1nactivation of gemcitabine.

» Targeted bacteria eradication with antibiotics not only fully reverses this
resistance but also enables a 50% reduction in the effective chemotherapy dose,
offering a highly clinically translatable paradigm to overcome microbe-driven

treatment failure.
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