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Figure S1. Fluorescence spectra of SOSG incubated with LP NPs (A) or LPM NPs (B) with

ultrasound (US) irradiation for different time points (0-5 min).
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Figure S2. Stability of LPM NPs in PBS and serum. (A) Size changes of LPM NPs in PBS (pH 7.4)
for 7 days. (B) Size changes of LPM NPs in serum for 7 days. The values are presented as the
mean + SD, n = 3.
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Figure S3. The MTT assay of NIH-3T3 cells after treated with (A) LPM at different concentrations
for 24 h. The values are presented as the mean + SD, n = 5. (B) Hemolysis rate after treated with

different concentrations LPM.
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Figure S4. The MTT assay of 4T1 cells after treated with (A) LPM and (B) DAC at different
concentrations for 24 h. (C) The MTT assay of 4T1 cells upon US irradiation with different US

intensity for 5 min. The values are presented as the mean + SD, n = 5.
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Figure S5. Living/Dead cell staining in 4T1 cells with different treatments. Cells incubated with
calcein-AM (green fluorescence) and Pl (red fluorescence) were immediately determined using

an inverted fluorescence microscope. Scale bar: 50 um.
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Figure S6. The release of IL-18 from 4T1 cells after different treatments. The differently treated
groups are as follows: (G1) PBS, (G2) DAC, (G3) DAC + LPM, (G4) LPM under US irradiation,
(G5) DAC + LPM under US irradiation. Data are presented as the mean + SD, n=5. Statistical

significance was calculated via unpaired t-test. (ns, nonsignificant; ***P < 0.001).
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Figure S7. Relative distribution of DiR-LPL and DiR-LPM in the main organs and tumors of 4T1
tumor-bearing mice after intravenous injection for 24 h. The values are presented as the mean +

SD, n=5.



A G1 G2 G3 G4 G5 G6 G7

GSDME-FL R I Nt 55 kD

GSDME-N

Cleaved
Caspase-3

B-actin

v o

oAl oalc;

Figure S8. Western blot analysis (A) of GSDME-FL, GSDME-N and cleaved caspase-3
expression in the tumor tissue after different treatments. The release of IL-13 (B) and IL-18 (C) in
the tumor homogenates after different treatments. The groups are as follows: (G1) PBS, (G2)
DAC, (G3) PM, (G4) LPM, (G5) PM + US, (G6) DAC + PM + US and (G7) DAC + LPM + US. The
values are presented as the mean + SD, n = 5. Data are presented as the mean £ SD. Statistical
significance was calculated via unpaired t-test. (ns, nonsignificant; **P < 0.01; ***P < 0.001).
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Figure S9. Representative flow cytometric analysis of CD80 and CD86 cells gating on CD11c*
cells in TDLNs after different treatment groups as follows: (G1) PBS, (G2) DAC, (G3) PM, (G4)
LPM, (G5) PM + US, (G6) DAC + PM + US and (G7) DAC + LPM + US.
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Figure S10. Representative flow cytometric analysis of CD8 and CD4 T cells gating on CD3* T
cells in tumors after different treatment groups as follows: (G1) PBS, (G2) DAC, (G3) PM, (G4)
LPM, (G5) PM + US, (G6) DAC + PM + US and (G7) DAC + LPM + US.
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Figure S11. Changes of body weight (A) and body temperature (B) in mice treated with different
groups. The groups are as follows: (G1) PBS, (G2) DAC, (G3) PM, (G4) LPM, (G5) PM + US, (G6)
DAC + PM + US and (G7) DAC + LPM + US. The values are presented as the mean + SD, n = 5.
(C) Blood biochemical tests of BALB/c mice treated with G1 and G7. The values are presented as

the mean = SD, n = 3.
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Figure S12. H&E staining of heart, liver, spleen, lung, and kidney in the mice from various groups.
The groups are as follows: (G1) PBS, (G2) DAC, (G3) PM, (G4) LPM, (G5) PM + US, (G6) DAC +
PM + US and (G7) DAC + LPM + US. Scale bar: 50 ym.
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