L
“000‘0 ¥ <Ol.”’0.
D Sl 8 T
: ”v,o,foo,o « o L
o s p- O | 7]
- s e e e o !

Pt v Pu balbm o N2y |

Supplemental Figure 1. TEM micrograph of RhNPs on aqueous suspension. Image was

obtained using a JEOL JEM 1400 PLUS microscope.
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Supplemental Figure 2. Representative chromatograms obtained in TIC mode for

metabolite extracts from control (A) and treated (B) samples.
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Supplemental Figure 3. Representative chromatograms from control (A) and treated
(B) samples obtained by LC-QqQ-MS operating in MRM mode for NAD", NADH,
ATP and ADP, respectively.



Supplemental table S1. Transitions and collision energies used for the quantification of ATP,

ADP, NADH and NAD" by LC-QqQ-MS working in MRM mode.

Precursor ion

Collision energy

Metabolite [M-H]* (m/z) Product ion (m/z) V)
ATP 506.00 426.00 30
ADP 426.00 158.75 26

NADH 664.10 78.95 54
NAD" 662.10 540.00 16




Supplemental table S3. Common metabolites identified in control and treated samples by

GC-TOF-MS with a minimum NIST Rmatch value of 700.

Number Metabolite Retention time (min) | NIST Rmatch
1 Acetate 12.293 709
2 L-valine 12.371 902
3 Serine 13.446 769
4 L-isoleucine 14.144 907
5 Pyruvate 14.484 778
6 Propanedionate 14.743 813
7 Propionate 14.872 835
8 Butanoate 15.047 739
9 Nonanoate 15.425 778
10 L-threonine 15.978 833
11 Pentanedionate 16.319 801
12 Cyclohexanamine 16.587 921
13 B-alanine 16.795 811
14 Decanoate 17.451 805
15 Malate 18.056 865
16 L-proline 18.468 888
17 L-aspartate 18.665 890
18 Creatinine 19.198 735
19 Cytein 19.394 750

20 Dodecanoate 21.197 852
21 D-xylofuranose 21.684 851
22 Pyrimidine 21.766 733
23 Phosphate 23.296 905
24 Azelate 23.807 826
25 Propanetricarboxylate 24.278 823
26 Tetradecanoate 24.696 865
27 Fructose 25.022 837
28 Galactose 25.430 857
29 Glucose 25.575 709
30 Hexadecanenitrile 25.580 900
31 D-mannitol 25.864 713
32 N-pentadecanoate 26.324 823
33 Gluconate 26.562 778
34 Hexadecanoate 27.885 826
35 Oleanitrile 28.417 930
36 Myo-inositol 28.438 814
37 Octadecanenitrile 28.830 880




38 Heptadecanoate 28.975 863
39 11-trans-octadecenoate 30.546 864
40 Oleate 30.671 791
41 Dehydroabietate 32.711 748
42 Mystirate 32.938 889
42 Eicosanoate 33.553 845
44 Monopalmitoglycerol 35.026 826
45 2- monostearin 37.367 831
46 Octadecanoate 37.574 879
47 Decanedionate 38.081 844
48 Cholesterol 41.615 895




Supplemental Table S4. Pearson’s correlation matrix data for the 48 identified metabolites.
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Supplemental Table S5. PCA score values for controls and treated samples on the PC3.

Samples PC3 (11%)
Control 1 (C1) -0.415
Control 2 (C2) -1.820
Control 3 (C3) -1.175
Control 4 (C4) -2.041
Control 5 (C5) -4.537
Control 6 (C6) -2.156
Control 7 (C7) -0.643
Treated 1 (R1) 1.915
Treated 2 (R2) 2.129
Treated 3 (R3) 1.576
Treated 4 (R4) 0.803
Treated 5 (RS) 0.429
Treated 6 (R6) 5.753
Treated 7 (R7) 0.182




