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Figure S1. CXCR4 cell internalization of EPIX4-(RK)-GFP-H6 and EPIX4-GFP-H6 nanoparticles. 3D reconstructions of
Figure 1G. HeLa cells exposed to 2 pM EPIX4-(RK)-GFP-H6 (A) and EPIX4-GFP-H6 (B) for 24 h. In blue: cell nuclei, in red:
cell membrane, in green: NPs. Scale bar, A: 5um, A in detail: 3 pm, B: 5um.
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Figure S2. Inmunohistochemistry of CXCR4 in cultured HeLa and SW1417 cell lines. Magnification is 400 x and the size
bars indicate 50 pm.
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Figure S3. T22-BFP-H6 and EPIX4-(RK)-GFP-H6 colocalization in biparatopic nanoparticles. 3D reconstructions of Figure
2G. HelLa cells exposed to 2 pM T22-BFP-H6 (left) and EPIX4-(RK)-GFP-H6 (right) for 24 h. In blue: cell nuclei and T22-

BFP-H6 NPs, in red: cell membrane, in green: EPIX4-(RK)-GFP-H6 NPs.
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Figure S4. Viability of CXCR4* SW1417 cells upon exposure to protein nanoparticles. Incubation time was 72 h, and cell
viability was determined by a conventional luminescent cell viability assay. No significant differences between proteins

and used concentrations were observed.
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Figure S5. Tumor cell death in vivo promoted by protein NPs. (A) Cell death bodies (indicated by arrows) observed in
tumoral tissues upon systemic administration of protein NPs. Quantitative data are shown in Figure 3C. Size bar at the
bottom left represents 50 um. (B) Caspase 3 activation in tumoral tissues determined at two different times upon admin-
istration of protein NPs. Significant differences between EPIX4-(RK)-GFP-H6 (p=0.001) or biparatopic (p = 0.003) NPs and
control NPs (T22-GFP-H6) are depicted by an asterisck (*).



