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1. A375 cells handling for optical and atomic force microscopy analyses

Human melanoma cells (A375) were grown in DMEM with glucose (4,500 mg/L), supplemented with 10% FBS and
100 IU/mL penicillin and 100 ug/mL streptomycin (Invitrogen; complete medium). Cells were preserved at 37 °C under
a 5% CO2 atmosphere and cultures were checked and maintained every 2-3 days, until achieving a confluence of about
80%. Succinctly, cells were seeded in 96-well plates (200 puL) and 24-well plates (1 mL) for optical microscopy and AFM
analyses, respectively, at 5 x 10* cells/mL and allowed to adhere, overnight, in the culture conditions specified in the
main document. Thereafter, the complete medium was removed, and the cells were incubated at 37°C under a 5% CO2
atmosphere for 4 h with GNPs. After the incubation period, medium was discarded, and fresh medium was added.

Cells were analyzed by both techniques.
2. Atomic force microscopy analysis

The methodology followed are described in the material and methods section of the main document, with the

difference that these samples with cells were acquired in small glass slides instead of a freshly cleaved mica.
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Figure S1. AFM height images of A375 cells alone (control) and after 4 h of incubation with different GNP formulations. Additional
height and peak force error images showed with more detail cells incubated with HAOA-coated GNPs leading to hypothesize the

presence of GNPs aggregates in the surface (arrow) as well as inside of the cell (circle).

3. Optical microscopy analysis

Brightfield optical microscopy images were acquired with Invitrogen EVOS™ FL Auto2 imaging system (Invitro-

gen, Thermo Fisher Scientific).
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Figure S2. Representative images of A375 cells alone (control) and after 4 h of incubation with different GNP formulations at 40x

magnification. The GNPs appear highly aggregated as darker structures, which seem to be in the surface (arrow) as well as inside of

the cell (circle). Scale bar, 75 um.



