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Figure S1. Chromatogram of peptide P1 obtained by an analytical HPLC (Jasco LC-Netll/ADC)
equipped with a Phenomenex Jupiter 4u Proteo column, 90 A, 150 mm x 4.6 mm [linear gradient 10-
90% MeCN (0.1% TFA) in H20 (0.1% TFA) over 20 min, flow rate of 1 mL/min, and monitored
by UV detection at 220 nm.
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Figure S2. Chromatogram of peptide P2 obtained by an analytical HPLC (Jasco LC-Netll/ADC)
equipped with a Phenomenex Jupiter 4u (C12) Proteo column, 90 A, 150 mm x 4.6 mm [linear
gradient 10-90% MeCN (0.1% TFA) in H>O (0.1% TFA) over 20 min, flow rate of 1 mL/min,
and monitored by UV detection at 220 nm.
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Figure S3. Chromatogram of peptide P3 obtained by an analytical HPLC (Jasco LC-Netll/ADC)
equipped with a Phenomenex Jupiter 4u Proteo column, 90 A, 150 mm x 4.6 mm [linear gradient 10-
90% MeCN (0.1% TFA) in H20 (0.1% TFA) over 20 min, flow rate of 1 mL/min, and monitored
by UV detection at 220 nm.
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Figure S4. Chromatogram of peptide P2-t obtained by an analytical HPLC (Jasco LC-Netll/ADC)

equipped with a Phenomenex Jupiter 4u Proteo column, 90 A, 150 mm x 4.6 mm [linear gradient 10-



90% MeCN (0.1% TFA) in H20 (0.1% TFA) over 20 min, flow rate of 1 mL/min, and monitored

by UV detection
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Figure SS5. Chromatogram of peptide P2-d obtained by an analytical HPLC (Jasco LC-Netll/ADC)

equipped with a Phenomenex Jupiter 4u Proteo column, 90 A, 150 mm x 4.6 mm [linear gradient 10-
90% MeCN (0.1% TFA) in H20 (0.1% TFA) over 20 min, flow rate of 1 mL/min, and monitored
by UV detection at 220 nm.
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Figure S6. Chromatogram of peptide P2-f obtained by an analytical HPLC (Jasco LC-Netll/ADC)

equipped with a Phenomenex Jupiter 4u Proteo column, 90 A, 150 mm x 4.6 mm [linear gradient 10-



90% MeCN (0.1% TFA) in H>O (0.1% TFA) over 20 min, flow rate of 1 mL/min, and monitored
by UV detection at 220 nm.
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Figure S7. ESI-MS of peptide P1. Calculated mass: [M-2H]"/2= 612.3. Found mass: [M-2H]"/2= 612.1.
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Figure S8. ESI-MS of peptide P2. Calculated mass: [M+2H]"/2= 641.3. Found mass: [M+2H]"/2=
641.4.
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T: ITMS + ¢ ESI Full ms [250.00-2000.00]
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Figure S9. ESI-MS of peptide P3. Calculated mass: [M+3H]"/3=1188.1; [M+4H]*"/4=891.3. Found
mass: [M+3H]**/3=1188.2; [M+4H]*"/4=891.5.
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Figure S10. ESI-MS of peptide P2-t. Calculated mass: [M+2H]"/2= 1066.3; [M+3H]"/3= 711.2.
Found mass: [M+2H]"/2= 1066.1; [M+3H]*/3=711.4.
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T: ITMS + ¢ ESI Full ms [200.00-2000.00]
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Figure S11. ESI-MS of peptide P2-d. Calculated mass: [M+2H]"/2= 1175.5; [M+3H]"/3= 783.9.
Found mass: [M+2H]/2= 1175.7; [M+3H]"/3= 784.6.
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Figure S12. ESI-MS of peptide P2-f. Calculated mass: [M+2H]"/2= 892.5; [M+3H]"/3= 595.3.
Found mass: [M+2H]"/2= 892.8; [M+3H]"/3= 596.9.
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Figure S13. 2Anax values recorded for NF composed of P1+P2+P3 (0.5:0.45:0.05, molar ratio).

Cell fiber uptake evaluation. The cell uptake and cell morphology after treatments, were evaluated
through fluorescence microscopy. We first determined the appropriate percentage of targeting peptide
on the surface of the NF to obtain the acquisition of images of sufficient quality. We compared 1, 3
and 6% of targeting peptide on the surface of the NF and we decided to use 3% for GBM cell uptake
experiments (Figure S14, panel a and b). The 1% sample is not easily observable and does not allow
the acquisition of images of sufficient quality (Figure S14, panel b). The 3% sample is well observable
and determines, under these conditions, a good quality of images, to evaluate the amount of fiber
although treating GBM cells at 6% gives higher intensity results. We decided to use 3% percentage
for further experiments to avoid possible fluorophore overloading of the fiber.

The standardized fluorescence measurement was obtained by spotting a 1/25 dilution of FITC 9uM

and acquiring under the same conditions as the images of the treated cells.
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Figure S14. Panels a and b show that fluorescence in U118 increases proportionally with increasing

percentage of the peptide P2-t.
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Figure S15. TEM image of NF-TMZ with different magnification scales. In panel a) and b), the

scale bar represents 500 nm length, while in panel c¢) and d), the scale bar represents 200 nm.



