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1: Characterization of NPRs
UV/visible absorption measurements were carried out with a Varian Cary 5 UV/vis/NIR spectrophotometer at room temperature. The sample grids for SEM measurements were prepared by dropping an aqueous suspension of NPRs onto a silicon wafer. Grids were imaged using a field emission FEI Inspect F instrument operated at 30 kV scanning electron microscope (SEM). ζ-potential measurements were performed using a nanosizer (Malvern). Fluorescence measurements were performed with a LS 55 Fluorescence Spectrometer, 120V.
NPRs were synthesized and stabilized with PEG (NPR-P) then fully characterized, as previously described [1]. For the interested reader about intracellular location of NPRs in cell cultures, we refer to recent work, [2] which showed that NPRs are stored in endocytic vesicles (endosomes/lysosomes).
Figure S1 shows in panel a) a scanning electron micrograph of the final NPRs and the corresponding histogram (b). Since many of them are laying on their edges it is possible to measure the length (L) and the width of the NPRs. In the UV/Vis spectrum c) the maximum at ca. 1050 nm corresponds to the localized surface plasmon resonance absorbance of the NPRs in the NIR region, located in the biological window. The spectrum also indicates that the sample composition was mostly triangular nanoprisms, which is in agreement with the image obtained by SEM. 
[image: ]
Figure S1. a) SEM micrograph of the initial NPR-P. b) Length (L) distribution of the NPRs, average length is 146.2 ± 32.4 nm. c) UV/Vis spectra of a NPR-P solution. 
UV/Vis spectra showed no significant change compared with the initial ones (data not shown).1 Modified samples were run into an agarose gel 0.7 % using 100 V for 1 h (Figure S2 a). The increased stability that the PEG provide them allow to the NPRs to run into the gel matrix. After their surface modification final NPRs showed a different electrophoretical mobility. This difference is due the change of their surface charge which was corroborated by ζ-potential measurements in water finding less negative values for the modified NPRs as expected (Figure S2 b). 
[image: ]
Figure S2. a) Agarose gel (0.7 %, 100 V, 1 h) of the pegylated NPRs (NPR-P) and the modified ones (NPR-PT, NPR-PTG and NPR-PG). b) ζ-potential measurements of the final NPRs measured in water and using a concentration of 0.04 mg/mL.
The fluorescence spectrum of the NPRs was determined using as excitation wavelength 545 nm. Maximum in both cases (Figure S3, NPR-PT and NPR-PTG) was found at 576 nm, which is in agreement with the wavelengths provided for the 5-tamra-cadaverine dye. 
[image: F:\PAPERS NUESTROS\in preparation\NIRKI\Toxicidad\Drafts\Figuras\S3.tif]
 Figure S3. Fluorescence spectra of NPRs solutions labeled with TAMRA. In black, there is the normalized spectrum for NPR-PT, and in red the normalized spectra for NPR-PTG.
The stability of the NPRs in cell media was evaluated using UV/Vis spectroscopy. In Figure S4, the UV-vis spectra of NPRs before (red) and after (black) their incubation in complete cell media (Dulbecco’s modified Eagle’s medium (DMEM) supplemented with 10% foetal bovine serum (FBS), 1% L-Glutamine, and 1% penicillin/streptomycin) during 24 h are shown. Samples were washed three times with water by centrifugation (20 min, 8000 rpm).  No significant differences were found between spectra, which demonstrate that NPRs are stable in the medium (at least for 24 h), i.e., they remain colloidally stable with no sign of aggregation.
[image: Macintosh HD:Users:beapelaz:Documents:PAPERS:submmited:Nanomedicine:SI_cell media.eps]
Figure S4. UV/Vis spectra of NPRs before (red) and after (black) their incubation in complete cell media during 24h.


2: Morphology assessment.
The uptake of NPRs by different cell lines (as well as their relative NPR’s uptake) was confirmed by a concentration-dependent increase in the mean intensity of the side scatter channel (SSC) in FACS analysis, cf. Figure S5.
[image: C:\Users\Usuario\Dropbox\NIRKI\Toxicidad\Drafts\Figuras\Fig S1.tif]
Figure S5. (A) Analysis of cell morphology changes by flow cytometry. MiaPaca, HeLa, A549, MEF, B16, MC57G line cells were incubated with four types of nanoparticles (NPR-P, NPR-PG, NPR-PT, NPR-PTG) at four concentrations (25, 50, 100 and 200 µg/mL) for 48 hours as indicated in experimental section. After incubation time, cells were analyzed by flow cytometry. A representative experiment is shown at the concentration of 200 µg/mL Note:  Ctrl = negative control.
3: Glucogen deposit.
The presence of glucogen deposits in the vacuoles observed in the livers of mice treated with NPRs was discarded employing a glucogen specific dye, periodic acid-Schiff (PAS) in combination with diastase (PAS/D), an enzyme that breaks down glycogen Fig S6.
[image: ]
Figure S6: Periodic acid-Schiff (PAS) and periodic acid-Schiff diastasa (PAS/D) stain of the liver of mice treated with NPRs. Mice were injected (i.v) with 6 µg/g NPR-PTG and sacrificed after 4 months, the organs were fixed and processed for PAS staining, as indicated in experimental section. Representative images are shown. 
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