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Table S1 The HPLC condition of Pano: gradient elution method. 

Time 

(min) 

Flow rate 

(mL/min) 

 Acetonitrile 0.1% Phosphoric 

acid 

Wavelength 

(nm) 

0 

1 

 5% 95% 

280 

2  5% 95% 

12  65% 35% 

14  5% 95% 

15  5% 95% 

 

 

Table S2 The HPLC condition of JQ1: isocratic elution method. 

Flow rate (mL/min) H2O Acetonitrile Wavelength (nm) 

1 40% 60% 254 

 

 

Table S3 The combination index of various ratios of Pano and JQ1 in CT26 tumor 

cells. 

Pano/JQ1 (molar ratio) Combination index 

4:1 0.64 

2:1 0.40 

1:1 0.38 

1:2 0.25 

1:4 0.31 
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Figure S1 Characterization of the materials. A) Schematic diagram of the synthesis of 

DSPE-PEG-LF. B) MALDI-TOF of lactoferrin (left), DSPE-PEG-NHS (middle), and 

DSPE-PEG-LF (right). C) Characteristic 
1
H-NMR spectra of lactoferrin (top), 

DSPE-PEG-NHS (middle), and DSPE-PEG-LF (bottom). D) Characteristic 
13

C-NMR 

spectra of lactoferrin (top), DSPE-PEG-NHS (middle), and DSPE-PEG-LF (bottom). 
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Figure S2 Glycolysis regulation in macrophages after treatment with Pano and JQ1. 

A) The reduced lactic acid production in M2Φ after treatment. B) Expression of 

PKM2 in M2Φ after treatment. Data are presented as mean±SD (n=3). 
**

P<0.01, 

****
P<0.0001. 
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Figure S3 Cellular uptake and in vitro cytotoxicity of the liposomes in BMDMs. A) 

Cellular uptake of Lipo and LF-Lipo in M2Φ cells. B) Statistical analysis of cellular 

uptake efficiency in M2Φ cells. C) Cytotoxicity test in BMDMs after treatment. Data 

are presented as mean±SD (n=3). 
****

P<0.0001. 
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Figure S4 Preliminary safety evaluation in CT26 subcutaneous tumor-bearing mouse 

model. A) The body weight changes during the treatment. B) The organ coefficients. 

C) Histological examination of the major organs (scale bar=100 μm). No obvious 

lesion was found in all groups. Data are presented as mean±SD (n=6). 
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Figure S5 Immune cell assay in the CT26 subcutaneous tumor. The percentage of 

CD45
+
 Gr-1

+
 (A), F4/80

+
 CD206

+
 (B), CD49b

+
 NK1.1

+
 (C), CD8

+
 granzyme B

+
 (D) 

cells in the tumor tissues.  
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Figure S6 In vivo imaging and biodistribution of the liposomes in CT26 peritoneal 

tumor model. A) Schematic diagram of the detection of the CT26 peritoneal tumor. B) 

Bioluminescence imaging of CT26 peritoneal tumor. C) In vivo imaging from 0.5 h to 

24 h. D) In vivo real-time radiant efficiency at the tumor sites. E) Ex vivo imaging of 

major organs and CT26 peritoneal tumors. F) Ex vivo radiant efficiency of the CT26 

peritoneal tumors. Data are presented as mean±SD (n=3). 
*
P<0.05. 
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Figure S7 Immunohistochemical staining (brown color) of BRD4, HDAC2, Gr-1, and 

CD206 in CT26 peritoneal tumors after treatment (scale bar=100 μm). 
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Figure S8 Immune cell assay in the CT26 peritoneal tumor model. The percentage of 

F4/80
+
 TGF-β

+
 (A), CD8

+
 granzyme B

+
 (B), and CD8

+
 IFN-γ

+
 (C) cells in the tumor 

tissues. 

 

 


