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Supplementary Figure 1 AFM analyses showing adhesion and deformation of native FRT, pH-disassembled FRT and TKIs-loaded FRTs.
[bookmark: OLE_LINK84][bookmark: OLE_LINK85][bookmark: OLE_LINK86]Abbreviations: AFM, atomic force microscopy; FRT, ferritin; TKIs, tyrosine kinase inhibitors. 
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Supplementary Figure 2 Representative photographs of hemolysis examination assayed on human RBCs. PBS (pH 7.4) and Triton X-100 are shown as negative and positive controls, respectively.
Abbreviations: RBCs, red blood cells; PBS, phosphate-buffered saline. 
 

Flow cytometry of FR, TfR1 and SCARA5
Quantitation of expression of FA and TfR1 and SCARA5 (ferritin-targeted receptors) was carried out using flow cytometry. For this purpose, the cells were detached from culture flask by Accutase® and counted using automated cell counter Countess II FL (Thermo Fisher Scientific, Waltham, MA, USA). Suspension of 400,000 cells was centrifuged (2×, 10 min, 200× rcf) and washed by cold phosphate-buffered saline (PBS). After that, the resulting pellet was resuspended in 50 μL of 10% fetal bovine serum (FBS) in PBS, and 50 μL of primary antibody [anti-FR dilution 1:100 (ab3361, Abcam, Cambridge, UK) anti-SCARA5 dilution 1:12 (ab118894, Abcam) and anti-TfR1 dilution 1:1000 (ab38171, Abcam)] in 10% FBS in PBS. Then, the suspension was incubated for 60 min at 8°C. After incubation, the unbound antibodies were washed with PBS by centrifugation (2×, 5 min at 400× rcf). The resulting pellet was resuspended in 100 μL of 3% FBS in PBS followed by addition of fluorophore-labelled secondary antibody (anti-mouse CFL-647 for FR and TfR1, c362287, Santa Cruz Biotechnology, Dallas, TX, USA and anti-rabbit Alexa Fluor-647 for SCARA5, Abcam, both diluted 1:500). Then, the cells were incubated (30 min, 8°C) and the unbound antibodies were washed with PBS by centrifugation (2×, 5 min at 400× rcf). After the last centrifugation, the pellets were resuspended in 300 μL of 3% FBS in PBS. Receptor expression was quantified using 640 nm laser and 675/25 standard filter on the flow cytometer BD Accuri C6 Plus (BD Biosciences, Franklin Lakes, NJ, USA). The flow rate was 35 μL/min and a minimum of 50,000 events was analysed per each group
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Supplementary Figure 3 Expression of FRT-targeted receptors (TfR1 and SCARA5) and FR serving as a targeted receptor after TKIs-loaded FRTs surface-functionalized with FA in three tested cell lines used in this study.
[bookmark: _GoBack]Abbreviations: FRT, ferritin; TKIs, TfR1, transferrin receptor 1; SCARA5, scavenger receptor class A member 5; FR, folate receptor; TKIs, tyrosine kinase inhibitors; FA, folic acid. 


5

image1.png
Deformation Deformation Deformation

Native FRT
Len@FRT/Act
Van@FRT/Act

Dissasembled FRT
Len@FRT-FA/Act
Van@FRT-FA/Act

Van@FRT/Pas

Len@FRT-FA/Pas
Van@FRT-FA/Pas





image2.png
(uM) | 250125 6.25 3.125 25.0 12.5 6.25 3.125

Len@FRT/Pas| Van@FRT/Pas|
Len@FRT-FA/Pas| Van@FRT-FA/Pas|

Van@FRT/Act]

Neg. ctrl
PBS

Pos. ctrl

Len@FRT/Act]

Len@FRT-FA/Act| Van@FRT-FA/Act|





image3.png
3500

5

[}

H

o

o

5

hi

o

s

8

3

@

2

.
s 2 3 3 3 8
8 8 8 8 8 R§
g 2 8 5 8

(%) 1192 00T-18H u1 uoissadxe
0} pazijewsou uoissaidxa anlle|ay

o

SCARAS

TfR1

FR

Receptor




