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Development of an anticancer therapy against liver cancer using i
2-deoxy-D-glucose encapsulated in polymer poly (lactic-co-glycolic acid)
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The 2DG-PLGA-NPs induced cytotoxic effects and antitumor immunity through
enhanced T cell trafficking. Additionally, 2DG-PLGA-NPs induced decreased lactate production and
increased IFNy -positive T cells in liver tumors. Human CD8+ T cells cocultured with
2DG-PLGA-NP-treated Huh7 cells revealed their increased IFNy production and glucose uptake compared
to the CD8+ T cells cocultured with PLGA-NP-treated Huh7 cells. Chemotaxis of CD8+ T cells was
suppressed by lactate and enhanced by glucose. IFNy enhanced CD8+ T cell chemotaxis in both an
autocrine and paracrine manner. Notably, the 2DG-PLGA-NPs augmented chemokine (CXCL9-11) production
in liver tumors via IFNy /STAT pathway and AMPK-mediated suppression of histone H3 lysine 27

trimethylation. These 2DG-PLGA-NPs not only amplified antitumor effects induced by anti-PD1 antibody
but also suppressed anti-PD1-resistant tumors.
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S AR D A IR TIAE M S T2 R L3 <L E7EAIPEHRIR O U o NE BRI
BRI DT KA D X O A @ i TALE WL AE SR LS AURERRIC RS L °9  (Enhanced
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enhanced permeability and retention (EPR) Zh3% 40 L CAAMRRERIRICEZSND &5
DILTWD, £ 2 THEMAERE 1%, EPR 2h3R 2 M6 U 7 SR IRSEREMECIR iR I L 7
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3. fFEfiin & D3LEEFR Y CD8 Bt T Ma DG ML~ RIFTEEOKE (ex vivo)

Transwell AW T, EMR (Huh7) £2DG-PLGA-NP (2% L, &% ADRMILH KD
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(3) 2DG-PLGA-NP iz X 5@V Fu /' J I v 7 OREREHISEYT
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Control (1) anti-PD1 (2) 2DG (3) 2DG-PLGA (4)
** P<0.01vs PLGA and anti-PD1,
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FEEH ; control) BED 2 BEIZ /31 €T IFIEEMRICK L CTA X AR u I 7 A2 L D HEFENIHENT %
1To7
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