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Figure S1. Cell viability of PC-3 cells after 12 h incubation at 37 °C with different C3-C12
modified dual drug-loaded conjugates differing in 5-Fu content (equivalent to 30 pg/mL of
DOX). After incubation with the formulations, the medium was replaced with fresh medium and

cells were incubated for another 24 h and finally analyzed by MTT assay.
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Figure S2. Release of 5-Fu from P-Fu, P-DOX-Fu and P-(G3-C12)-DOX-Fu was evaluated by
incubating the conjugates at 37 °C in phosphate buffer (0.1 M, pH 7.4) and in Mcllvaine’s buffer

( pH 6.0) containing papain (2.0 uM).
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Figure S3. Inhibition of tumor spheroid growth after treatment with 5-Fu, P-Fu or P-DOX for 7

days (equivalent DOX concentration of 10 pg/mL and 5-Fu concentration of 6.2 pg/mL).
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Figure S4. Histological examination of heart, liver, spleen, lung and kidney using hematoxylin
and eosin (H&E) staining. The organs were harvested from mice bearing PC-3 tumors on day 21
after being administered with saline (control), 5-Fu, DOX, P-Fu, P-DOX, P-DOX-Fu or

P-(G3-C12)-DOX-Fu (equivalent to 5 pg/mL of DOX and 3.1 pg/mL of 5-Fu).
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