Supporting Information
Inflammation-targeted nanomedicine prevent tumor metastasis following photodynamic therapy by reversing epithelial-mesenchymal transition and ROS-mediated immunosuppression
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Figure S1. Representative tumor image of tumor-bearing BABL/C mice after various duration PDT, acquired on day 8.
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Figure S2. Quantitative analysis of lunminol chemiluminescence signals after various duration PDT (n=3). [Legend: (*) P < 0.05]
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Figure S3. Representative H&E images of tumor thrombus in tumor tissue. Scale bar: 10×: 100 μm; 40×: 25 μm.
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Figure S4. The flow cytometry analysis of ratio of CD11b+ Gr-1+ cells in HL-60 cells before and after induction.
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Figure S5. Characterization of the nanozyme FeGA. (A) HRTEM of nanozyme FeGA. (B) Size distribution of nanozyme FeGA.
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Figure S6. The encapsulation efficiency of FeGA and LAS loaded into NLs (n=3).
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Figure S7. The photothermal effect of CuS@BSA nanoparticles in 2.5w/cm2.
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Figure S8. The EMT reversing analysis in vitro. Representative fluorescence images of 4T1-Luc cells with different treatments. Staining of (A) E-cadherin and (B) Vimentin (both green). DAPI (blue) for staining nucleus. (+): co-incubated with platelets. Scale bar=50 μm.
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Figure S9 (A) Representative transwell microscopy images of the migrated and transendothelial migrated tumor cells treated with various agents. Scale bar=100 μm. (+) means co-incubated with platelets during various treatments. (B) CLSM images of platelets adhered to 4T1-Luc cells after various treatments. Nuclei: DAPI-stained (blue); Platelet: Dil-stained (red); (+) means co-incubated with platelets during various treatments. Scale bar=10 μm. 
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Figure S10. The ROS scavenging assays analysis in vitro. (A) Hydroxyl (B) DPPH radical UV absorption after incubation with NLASF at various concentration gradient (scavenging ratio quantitative analysis at 660 nm/517 nm of NLASF and FeGA, n=3).
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Figure S11. Quantitative analysis of lunminol chemiluminescence signals of variou treatments after PDT (n=3). [Legend: (*) P < 0.05, (**) P < 0.01]
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Figure S12. The flow cytometry analysis quantitative analysis of immunosuppressive cells in tumor tissues. The percent of (A) Tumor-associated macrophages (CD11b+F4/80+) cells, (B) MDSC (CD11b+ Gr-1+) cells and (C) Treg (CD4+FOXP3+) cells. (Group: from left to right, PBS (G1), (2) LAS/FeGA (G2), (3) LAS@NLs (G3), (4) FeGA@NLs (G4), (5) LAS@FeGA@LIPs (G5), (6) NLASF (G6))
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Figure S13. The flow ctometry analysis and quantitative analysis of lung tissues. The percent of (A) NK1.1+ in CD3- cells and (B) CD3+CD8+ cells. (Group: from left to right, PBS (G1), (2) LAS/FeGA (G2), (3) LAS@NLs (G3), (4) FeGA@NLs (G4), (5) LAS@FeGA@LIPs (G5), (6) NLASF (G6))
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Figure S14. The hematological analysis of tumor-bearing mice following prolonged PDT with various treatments (n=3). (A) Tail bleeding time measured at 1 h following the last treatment. (B) Platelet count (PLT) of complete blood. [Legend: (*) P < 0.05 and (****) p < 0.0001] 
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Figure S15. The serum biochemistry analysis of tumor-bearing mice following prolonged PDT with various treatments (n=3). (A) The aspartate aminotransferase (ALT) level. (B) The alanine aminotransferase (AST) level. (Reference liver function level of mice: ALT: 10.06~96.47 U/L, AST: 36.31~235.48 U/L)
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Figure S16. The H&E staining of major organs acquired from tumor-bearing mice following prolonged PDT with various treatments. Scale bar=50 μm.


image7.tiff
-
.
-
N
.

I I I I I I I
s s s e e . e

.




image8.tiff




image9.tiff




image10.tiff
Opl/m I NLASF
e 10pl/ml N FeGA

25pl/ml

S50pl/ml





image11.tiff




image12.tiff
65.1%

APC-F4/80 ———>

PE-CD11b

37.7%

Pacific Blue-Gr-1 —

B L e B L B
PE-CD11b

AF647-FOXP3—>

>
{ 5%
>

PerCPCy5.5-CD4

F4/80*CD11b*
cells(%)

Gr-1*CD11b*

o)
e 29

N
Q

» O
Q

*k Kk

e

*k Kk

*%

Ik

He

G1 G2 G3 G4 G5 G6

ns

*Te

G1 G2 G3 G4 G5 G6





image13.tiff
] j . 1.59% 11.5% 19.2% 16.0% 22.5% 26.2%
X 1
<
w3 E 3
O S e e . N
FITC-NK1.1 >
11.2% 22.9%

PerCPCy5.5-CD8 —

FITC-CD3

NK1.1+in CD3-
of lung tissue(%)
N
o

CD3+CD8* T cells of

w
Q

N
o

w
o

N
o

lung tissue(%)
N
o

KKk

G1 G2 G3 G4 G5 G6

*%

ns

G1 G2 G3 G4 G5 G6





image14.tiff
-

N

o
1

Bleeding time (s)
O
<
PLT (109/L)

100

60
N ' ' I |





image15.tiff
300+

- = 5004
é 5/200
= 40+ —
< 2
100+
20-
0 0

»\x% Co“ ca





image16.tiff




image1.tiff
[R LD





image2.tiff
B

B

1

B

1

. N i I o
.

.
e
.





image3.tiff




image4.tiff
.

-
.
.
.
.
.
.
.

o





image5.tiff
I I B
. e s

I





image6.tiff




