Supplementary material

Potent anticancer activity of CXCR4-targeted nanostructured toxins in
aggressive endometrial cancer models
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Figure S1. Schematic design of the CXCR4-targeted nanotoxins T22-PE24-H6 and T22-
DITOX-H6. Adapted from [12].

Swiss nude

Buff 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 X days
122 PE2HE (10 10) N O O O

S — T22-PE24-H6 (10 pg)

y)

AQ i.v. treatment, repeated doses
I\\
d =

Tumors reach 30-70mm?3

In vivo biocluminiscence registration

A
Tumor volume measure A A A A A A A A A A
AAA AAA AAA AAA AAa

Tumors reach 900mm?
Euthanasia

Organ collection

Treatment administration

Figure S2. Experimental design of the in vivo assay used to assess the antitumor activity
of CXCR4-targeted nanotoxins T22-PE24-H6 and T22-DITOX-H6 at repeated dosage (10
ng, q3w x15 doses) in the CXCR4* AN3CA subcutaneous EC model.
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Figure S3. Experimental design of the in vivo assay used to assess the antimetastatic
activity of CXCR4-targeted nanotoxin T22-DITOX-H6 at repeated dosage (5 ng, q3w x14
doses) in the CXCR4* AN3CA orthotopic EC model.

Table S1. Antimetastatic effect of repeated dosage of CXCR4-targeted nanoparticle
T22-DITOX-H6 on metastases development in the CXCR4* AN3CA advanced

endometrial cancer orthotopic model
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6,73 + 5,38 + 2,36+ 3424,54 + 8,34
Control ’ 1665,75 + 1117,36° ’ ’ ’ ’
ontro 1,542 1,27°¢ 061¢  2487,89°¢ 3,28
1,05+ 1,03 + 0,19 + 199,56 + 1,06 +
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0,48° ! ! 0,55¢ 0,07 ¢ 11,78 ¢ 1,09 f

Dissemination pattern to liver and lung observed in our xenograft orthotopic model of advanced
endometrial cancer generated in NSG mice treated with a dosage of 5ug, 3q x 14 doses.

Results are reported as mean + SEM of single cell number, number of cluster foci and their occupied
area per mouse, in ten random sections with medium power microscope fields (200x magnification,
10 fields) in liver or lung sections, stained with human vimentin by immunohistochemistry.
Comparison between groups was done using Mann-Whitney U statistical test. 2 p=0.002; ® p=0.023;
¢ p=0.005; ¢ p=0.000; ¢ p=0.001;  p=0.038



