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Drug-tolerant persister cells (DTPs) are a major contributor to drug resistance in cancer

In the clinic’

therapy / surgery
relapse

o
()
2 drug-resistant
a cells
| -
2| _______|. . limitofclinicaldetection ¢/
> DTP cells
= X

minimal residual disease

Disease course

untreated 5 uM 5-FU

Confluence

In the lab?

drug drug-free
media

drug removed

DTP cells
regrowth

_0Oh

_washoutdrug __ _

35d

Time in culture

drug-free media (from day 30)
58 d

1) Pu et al. 2023 Nat Rev Clin Oncol. 20:799-813

2) Sharma et al. 2010 Cell. 141(1):69-80



— e HYPOTHESIS UCIrvine # Chao Family
Comprehensive Cancer Center
SH-BC-893's multifaceted mechanism of action may eliminate DTPs

Experimental design
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does 893 eliminate DTPs?
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Low-dose SH-BC-893 eliminates DTPs that would have formed with 5-FU
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Low-dose SH-BC-893 eliminates pre-existing DTPs
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