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Supplementary Figure 1. Effect of mevastatin on mitochondrial ROS production and viability in endothelial 
cells. In the primary screens mevastatin proved to be the least toxic statin in bEND.3 cells.  bEND.3 
endothelial cells were exposed to hyperglycemia for 10 days with 3 -day-long mevastatin treatment at the 
indicated concentrations. Mitochondrial ROS production and viability was measured with MitoSOX Red and 
Hoechst 33342, and are expressed as percent values compared to normoglycemic control cells (low). 
Mevastatin decreased the mitochondrial ROS generation with simultaneous viability reduction. (#p<0.05 
compared to normoglycemic control, *p<0.05 compared to hyperglycemic cells).  
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Supplementary Figure 2. Mitochondrial energy production-related gene expression changes induced by 
paroxetine. Gene expression changes were analyzed with mitochondrial energy array in bEND.3 cells exposed 
to hyperglycemia for 7 days and treated with paroxetine (10 M) or vehicle for 3 days. The gene symbols and 
relative expression (fold change) in paroxetine treated cells compared to vehicle-treated cells are shown. 
Background color represents the relative expression level on a color scale (shown on the right). The list of full 
gene names, Genbank accession number and statistical analysis results can be found in Supplementary Tables 
1 and 2. 
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Supplementary Figure 3. Effect of paroxetine on mitochondrial function in isolated hepatic mitochondria. 
Rat liver mitochondria were isolated as described in the methods section. Mitochondria were resuspended in 
mitochondrial assay solution (MAS, 1X) that comprises 70 mM sucrose, 220 mM mannitol, 10 mM KH2PO4, 
5 mM MgCl2, 2 mM HEPES, 1 mM EGTA and 0.2% (w/v) fatty acid-free BSA, pH 7.2 at 37 °C. 
Mitochondria (10 g protein/well) were placed on Seahorse assay plates, centrifuged to let them attach to the 
bottom and substrate (succinate) was added. A: Paroxetine (PRX, 3 or 10 M) or vehicle was injected and 
basal respiration was measured. Phosphorylating respiration was measured following the addition of ADP (4 
mM). ATP synthesis-linked oxygen consumption was blocked with oligomycin (2.5 g/ml) and maximal 
uncoupler-stimulated respiration was measured following the injection of FCCP (4 M). B: The ATP 
synthesis-linked oxygen consumption rates were measured in the presence of ADP and substrate. No 
significant differences were found. Paroxetine does not inhibit mitochondrial ATP generation in the tested 
concentrations. 
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Supplementary Figure 4. Effect of partial and complete degradation of paroxetine by UV light on its ability 
to attenuate ROS production in hyperglycemic endothelial cells. 1mM aqueous solution of paroxetine was 
exposed to UV light (254nm). Paroxetine degradation was monitored with spectrophotometric analysis of the 
solution. The mitochondrial ROS production inhibitory potential of intact paroxetine (A), partially (~50% 
degraded, B) and completely decomposed paroxetine (C) was tested in bEND.3 cells. Endothelial cells were 
exposed to hyperglycemia for 10 days with 3 -day-long compound treatment at the indicated concentration. 
Mitochondrial ROS production and viability was measured with MitoSOX Red and Hoechst 33342, and are 
expressed as percent values compared to normoglycemic control cells (low). (#p<0.05 compared to 
normoglycemic control, *p<0.05 compared to hyperglycemic cells). 
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Supplementary Table 1. List of genes analyzed by the mouse mitochondrial energy metabolism PCR array. 
The genes associated with mitochondrial energy production are listed with their gene symbol, full gene name 
Unigene identifier and NCBI accession number and respective position on the plate.  

 

Position UniGene RefSeq 
Gene 
Symbol 

Description 

A01   Mm.276721  NM_029609  Lhpp  Phospholysine phosphohistidine inorganic pyrophosphate phosphatase 
A02   Mm.273271  NM_138652  Atp12a  ATPase, H+/K+ transporting, nongastric, alpha polypeptide 
A03   Mm.12821  NM_018731  Atp4a  ATPase, H+/K+ exchanging, gastric, alpha polypeptide 
A04   Mm.154039  NM_009724  Atp4b  ATPase, H+/K+ exchanging, beta polypeptide 

A05   Mm.276137  NM_007505  Atp5a1 
 ATP synthase, H+ transporting, mitochondrial F1 complex, alpha 
subunit 1 

A06   Mm.238973  NM_016774  Atp5b  ATP synthase, H+ transporting mitochondrial F1 complex, beta subunit 

A07   Mm.12677  NM_020615  Atp5c1 
 ATP synthase, H+ transporting, mitochondrial F1 complex, gamma 
polypeptide 1 

A08   Mm.278560  NM_025313  Atp5d 
 ATP synthase, H+ transporting, mitochondrial F1 complex, delta 
subunit 

A09   Mm.251152  NM_009725  Atp5f1  ATP synthase, H+ transporting, mitochondrial F0 complex, subunit B1 

A10   Mm.371547  NM_007506  Atp5g1 
 ATP synthase, H+ transporting, mitochondrial F0 complex, subunit c1 
(subunit 9) 

A11   Mm.10314  NM_026468  Atp5g2 
 ATP synthase, H+ transporting, mitochondrial F0 complex, subunit C2 
(subunit 9) 

A12   Mm.2966  NM_175015  Atp5g3 
 ATP synthase, H+ transporting, mitochondrial F0 complex, subunit C3 
(subunit 9) 

B01   Mm.371641  NM_027862  Atp5h  ATP synthase, H+ transporting, mitochondrial F0 complex, subunit d 
B02   Mm.353  NM_016755  Atp5j  ATP synthase, H+ transporting, mitochondrial F0 complex, subunit F 
B03   Mm.133551  NM_020582  Atp5j2  ATP synthase, H+ transporting, mitochondrial F0 complex, subunit F2 
B04   Mm.41  NM_138597  Atp5o  ATP synthase, H+ transporting, mitochondrial F1 complex, O subunit 
B05   Mm.1158  NM_011596  Atp6v0a2  ATPase, H+ transporting, lysosomal V0 subunit A2 
B06   Mm.19298  NM_175406  Atp6v0d2  ATPase, H+ transporting, lysosomal V0 subunit D2 
B07   Mm.178798  NM_133699  Atp6v1c2  ATPase, H+ transporting, lysosomal V1 subunit C2 
B08   Mm.159369  NM_029121  Atp6v1e2  ATPase, H+ transporting, lysosomal V1 subunit E2 
B09   Mm.114424  NM_177397  Atp6v1g3  ATPase, H+ transporting, lysosomal V1 subunit G3 
B10   Mm.358700  NM_025784  Bcs1l  BCS1-like (yeast) 
B11   Mm.151940  NM_199008  Cox11  COX11 homolog, cytochrome c oxidase assembly protein (yeast) 
B12   Mm.386758  NM_009941  Cox4i1  Cytochrome c oxidase subunit IV isoform 1 
C01   Mm.196668  NM_053091  Cox4i2  Cytochrome c oxidase subunit IV isoform 2 
C02   Mm.273403  NM_007747  Cox5a  Cytochrome c oxidase, subunit Va 
C03   Mm.180182  NM_009942  Cox5b  Cytochrome c oxidase, subunit Vb 
C04   Mm.43415  NM_007748  Cox6a1  Cytochrome c oxidase, subunit VI a, polypeptide 1 
C05   Mm.43824  NM_009943  Cox6a2  Cytochrome c oxidase, subunit VI a, polypeptide 2 
C06   Mm.400  NM_025628  Cox6b1  Cytochrome c oxidase, subunit VIb polypeptide 1 
C07   Mm.29625  NM_183405  Cox6b2  Cytochrome c oxidase subunit VIb polypeptide 2 
C08   Mm.548  NM_053071  Cox6c  Cytochrome c oxidase, subunit VIc 
C09   Mm.152627  NM_009945  Cox7a2  Cytochrome c oxidase, subunit VIIa 2 
C10   Mm.30072  NM_009187  Cox7a2l  Cytochrome c oxidase subunit VIIa polypeptide 2-like 
C11   Mm.197728  NM_025379  Cox7b  Cytochrome c oxidase subunit VIIb 
C12   Mm.14022  NM_007750  Cox8a  Cytochrome c oxidase, subunit VIIIa 
D01   Mm.660  NM_001039049  Cox8c  Cytochrome c oxidase, subunit VIIIc 
D02   Mm.29196  NM_025567  Cyc1  Cytochrome c-1 
D03   Mm.34869  NM_019443  Ndufa1  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 1 
D04   Mm.248778  NM_024197  Ndufa10  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex 10 
D05   Mm.279823  NM_027244  Ndufa11  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex 11 
D06   Mm.29867  NM_010885  Ndufa2  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 2 
D07   Mm.17851  NM_025348  Ndufa3  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 3 
D08   Mm.415865  NM_010886  Ndufa4  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 4 
D09   Mm.275780  NM_026614  Ndufa5  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 5 
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Position UniGene RefSeq 
Gene 
Symbol 

Description 

D10   Mm.27570  NM_025987  Ndufa6  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 6 (B14) 
D11   Mm.29513  NM_023202  Ndufa7  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 7 (B14.5a) 
D12   Mm.19834  NM_026703  Ndufa8  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 8 
E01   Mm.347976  NM_028177  Ndufab1  NADH dehydrogenase (ubiquinone) 1, alpha/beta subcomplex, 1 
E02   Mm.1129  NM_026684  Ndufb10  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 10 
E03   Mm.29415  NM_026612  Ndufb2  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 2 
E04   Mm.2033  NM_025597  Ndufb3  NADH dehydrogenase (ubiquinone) 1 beta subcomplex 3 
E05   Mm.379154  NM_026610  Ndufb4  NADH dehydrogenase (ubiquinone) 1 beta subcomplex 4 
E06   Mm.28058  NM_025316  Ndufb5  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 5 
E07   Mm.1103  NM_001033305  Ndufb6  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 6 
E08   Mm.29683  NM_025843  Ndufb7  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 7 
E09   Mm.2060  NM_026061  Ndufb8  NADH dehydrogenase (ubiquinone) 1 beta subcomplex 8 
E10   Mm.322294  NM_023172  Ndufb9  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 9 
E11   Mm.331007  NM_025523  Ndufc1  NADH dehydrogenase (ubiquinone) 1, subcomplex unknown, 1 
E12   Mm.334031  NM_024220  Ndufc2  NADH dehydrogenase (ubiquinone) 1, subcomplex unknown, 2 
F01   Mm.290791  NM_145518  Ndufs1  NADH dehydrogenase (ubiquinone) Fe-S protein 1 
F02   Mm.21669  NM_153064  Ndufs2  NADH dehydrogenase (ubiquinone) Fe-S protein 2 
F03   Mm.30113  NM_026688  Ndufs3  NADH dehydrogenase (ubiquinone) Fe-S protein 3 
F04   Mm.253142  NM_010887  Ndufs4  NADH dehydrogenase (ubiquinone) Fe-S protein 4 
F05   Mm.42805  NM_001030274  Ndufs5  NADH dehydrogenase (ubiquinone) Fe-S protein 5 
F06   Mm.29897  NM_010888  Ndufs6  NADH dehydrogenase (ubiquinone) Fe-S protein 6 
F07   Mm.28712  NM_029272  Ndufs7  NADH dehydrogenase (ubiquinone) Fe-S protein 7 
F08   Mm.44227  NM_144870  Ndufs8  NADH dehydrogenase (ubiquinone) Fe-S protein 8 
F09   Mm.29842  NM_133666  Ndufv1  NADH dehydrogenase (ubiquinone) flavoprotein 1 
F10   Mm.2206  NM_028388  Ndufv2  NADH dehydrogenase (ubiquinone) flavoprotein 2 
F11   Mm.28349  NM_030087  Ndufv3  NADH dehydrogenase (ubiquinone) flavoprotein 3 
F12   Mm.182340  NM_026936  Oxa1l  Oxidase assembly 1-like 
G01   Mm.28897  NM_026438  Ppa1  Pyrophosphatase (inorganic) 1 
G02   Mm.210305  NM_146141  Ppa2  Pyrophosphatase (inorganic) 2 
G03   Mm.158231  NM_023281  Sdha  Succinate dehydrogenase complex, subunit A, flavoprotein (Fp) 
G04   Mm.246965  NM_023374  Sdhb  Succinate dehydrogenase complex, subunit B, iron sulfur (Ip) 

G05   Mm.198138  NM_025321  Sdhc 
 Succinate dehydrogenase complex, subunit C, integral membrane 
protein 

G06   Mm.10406  NM_025848  Sdhd 
 Succinate dehydrogenase complex, subunit D, integral membrane 
protein 

G07   Mm.379119  NM_025650  Uqcr11  Ubiquinol-cytochrome c reductase, complex III subunit XI 
G08   Mm.335460  NM_025407  Uqcrc1  Ubiquinol-cytochrome c reductase core protein 1 
G09   Mm.334206  NM_025899  Uqcrc2  Ubiquinol cytochrome c reductase core protein 2 
G10   Mm.181933  NM_025710  Uqcrfs1  Ubiquinol-cytochrome c reductase, Rieske iron-sulfur polypeptide 1 
G11   Mm.181721  NM_025641  Uqcrh  Ubiquinol-cytochrome c reductase hinge protein 
G12   Mm.251621  NM_025352  Uqcrq  Ubiquinol-cytochrome c reductase, complex III subunit VII 
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Supplementary Table 2. Comparison of gene expression profiles of b.END3 endothelial cells exposed to 
hyperglycemia and normoglycemic cells analyzed by the mouse mitochondrial energy metabolism gene 
expression array. Total RNA was isolated from b.End3 cells exposed to hyperglycemia or normoglycemia for 7 
days using TRIzol® reagent. 2 µg RNA was treated with DNase (Epicentre, Madison, WI) and reverse 
transcription was carried out using High Capacity cDNA Archive kit (Applied Biosystems, Foster City, CA). 1 
g RNA was used for gene expression measurements using the mouse mitochondrial energy real-time PCR 
array (SABiosciences Frederick, MD) on CFX96 thermo cycler (Biorad, Hercules, CA). Threshold cycle 
(CT)values determined by CFX Manager were used to calculate expression changes with the RT² Profiler™ 
PCR Array Data Analysis tool supplied with the array.  (Significant differences are shown in red.) 

 

 
Gene 

Symbol 

 
Gene name 

fold 
change 

T-TEST 
fold up- or 
down-
regulation 

high glc 
/low glc 

p value 
high glc/ 
low glc 

 Lhpp  Phospholysine phosphohistidine inorganic pyrophosphate phosphatase 0.55 0.104956 -1.83 

 Atp12a  ATPase, H+/K+ transporting, nongastric, alpha polypeptide 1.16 0.495906 1.16 

 Atp4a  ATPase, H+/K+ exchanging, gastric, alpha polypeptide 1.08 0.404976 1.08 

 Atp4b  ATPase, H+/K+ exchanging, beta polypeptide 0.51 0.011622 -1.97 

 Atp5a1 
 ATP synthase, H+ transporting, mitochondrial F1 complex, alpha 
subunit 1 

0.91 0.081448 -1.10 

 Atp5b 
 ATP synthase, H+ transporting mitochondrial F1 complex, beta 
subunit 

1.09 0.272205 1.09 

 Atp5c1 
 ATP synthase, H+ transporting, mitochondrial F1 complex, gamma 
polypeptide 1 

0.92 0.058275 -1.08 

 Atp5d 
 ATP synthase, H+ transporting, mitochondrial F1 complex, delta 
subunit 

1.03 0.633547 1.03 

 Atp5f1  ATP synthase, H+ transporting, mitochondrial F0 complex, subunit B1 1.01 0.757150 1.01 

 Atp5g1 
 ATP synthase, H+ transporting, mitochondrial F0 complex, subunit c1 
(subunit 9) 

1.18 0.266908 1.18 

 Atp5g2 
 ATP synthase, H+ transporting, mitochondrial F0 complex, subunit C2 
(subunit 9) 

1.00 0.872486 -1.00 

 Atp5g3 
 ATP synthase, H+ transporting, mitochondrial F0 complex, subunit C3 
(subunit 9) 

1.00 0.931517 1.00 

 Atp5h  ATP synthase, H+ transporting, mitochondrial F0 complex, subunit d 0.87 0.003010 -1.14 

 Atp5j  ATP synthase, H+ transporting, mitochondrial F0 complex, subunit F 0.86 0.016573 -1.16 

 Atp5j2  ATP synthase, H+ transporting, mitochondrial F0 complex, subunit F2 0.89 0.036442 -1.12 

 Atp5o  ATP synthase, H+ transporting, mitochondrial F1 complex, O subunit 1.03 0.607019 1.03 

Atp6v0a2  ATPase, H+ transporting, lysosomal V0 subunit A2 0.93 0.191990 -1.08 

Atp6v0d2  ATPase, H+ transporting, lysosomal V0 subunit D2 1.40 0.402090 1.40 
Atp6v1c2  ATPase, H+ transporting, lysosomal V1 subunit C2 1.35 0.195736 1.35 
Atp6v1e2  ATPase, H+ transporting, lysosomal V1 subunit E2 1.30 0.191061 1.30 
Atp6v1g3  ATPase, H+ transporting, lysosomal V1 subunit G3 1.16 0.495906 1.16 
 Bcs1l  BCS1-like (yeast) 1.02 0.745362 1.02 

 Cox11  COX11 homolog, cytochrome c oxidase assembly protein (yeast) 0.99 0.846831 -1.01 

 Cox4i1  Cytochrome c oxidase subunit IV isoform 1 1.02 0.740261 1.02 

 Cox4i2  Cytochrome c oxidase subunit IV isoform 2 1.29 0.014383 1.29 

 Cox5a  Cytochrome c oxidase, subunit Va 0.92 0.399742 -1.09 

 Cox5b  Cytochrome c oxidase, subunit Vb 0.94 0.155015 -1.06 

 Cox6a1  Cytochrome c oxidase, subunit VI a, polypeptide 1 1.12 0.170281 1.12 

 Cox6a2  Cytochrome c oxidase, subunit VI a, polypeptide 2 0.72 0.341071 -1.40 

 Cox6b1  Cytochrome c oxidase, subunit VIb polypeptide 1 0.94 0.072654 -1.07 

 Cox6b2  Cytochrome c oxidase subunit VIb polypeptide 2 0.83 0.058137 -1.20 

 Cox6c  Cytochrome c oxidase, subunit VIc 0.90 0.107180 -1.11 

 Cox7a2  Cytochrome c oxidase, subunit VIIa 2 0.91 0.062870 -1.10 
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Gene 

Symbol 

 
Gene name 

fold 
change 

T-TEST 
fold up- or 
down-
regulation 

high glc 
/low glc 

p value 
high glc/ 
low glc 

 Cox7a2l  Cytochrome c oxidase subunit VIIa polypeptide 2-like 0.92 0.233821 -1.08 

 Cox7b  Cytochrome c oxidase subunit VIIb 0.90 0.013969 -1.12 

 Cox8a  Cytochrome c oxidase, subunit VIIIa 0.99 0.667824 -1.02 

 Cox8c  Cytochrome c oxidase, subunit VIIIc 1.16 0.495906 1.16 

 Cyc1  Cytochrome c-1 1.09 0.110352 1.09 

 Ndufa1  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 1 0.88 0.128230 -1.13 

 Ndufa10  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex 10 1.01 0.792812 1.01 

 Ndufa11  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex 11 1.14 0.589318 1.14 

 Ndufa2  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 2 0.89 0.020925 -1.12 

 Ndufa3  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 3 1.02 0.734265 1.02 

 Ndufa4  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 4 0.98 0.660552 -1.02 

 Ndufa5  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 5 0.91 0.060937 -1.10 

 Ndufa6  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 6 (B14) 0.91 0.072746 -1.10 

 Ndufa7  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 7 (B14.5a) 1.02 0.204352 1.02 

 Ndufa8  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 8 0.82 0.032735 -1.22 

 Ndufab1  NADH dehydrogenase (ubiquinone) 1, alpha/beta subcomplex, 1 0.61 0.221531 -1.63 

 Ndufb10  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 10 1.46 0.242469 1.46 

 Ndufb2  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 2 0.94 0.150036 -1.07 

 Ndufb3  NADH dehydrogenase (ubiquinone) 1 beta subcomplex 3 0.97 0.209182 -1.03 

 Ndufb4  NADH dehydrogenase (ubiquinone) 1 beta subcomplex 4 1.02 0.396472 1.02 

 Ndufb5  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 5 0.64 0.113494 -1.55 

 Ndufb6  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 6 1.12 0.006489 1.12 

 Ndufb7  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 7 0.83 0.077174 -1.20 

 Ndufb8  NADH dehydrogenase (ubiquinone) 1 beta subcomplex 8 0.98 0.491799 -1.02 

 Ndufb9  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 9 1.01 0.717582 1.01 

 Ndufc1  NADH dehydrogenase (ubiquinone) 1, subcomplex unknown, 1 0.95 0.144298 -1.05 

 Ndufc2  NADH dehydrogenase (ubiquinone) 1, subcomplex unknown, 2 0.90 0.294585 -1.11 

 Ndufs1  NADH dehydrogenase (ubiquinone) Fe-S protein 1 1.01 0.760374 1.01 

 Ndufs2  NADH dehydrogenase (ubiquinone) Fe-S protein 2 1.03 0.380073 1.03 

 Ndufs3  NADH dehydrogenase (ubiquinone) Fe-S protein 3 1.20 0.001463 1.20 

 Ndufs4  NADH dehydrogenase (ubiquinone) Fe-S protein 4 1.01 0.804763 1.01 

 Ndufs5  NADH dehydrogenase (ubiquinone) Fe-S protein 5 0.80 0.231159 -1.26 

 Ndufs6  NADH dehydrogenase (ubiquinone) Fe-S protein 6 0.94 0.359973 -1.07 

 Ndufs7  NADH dehydrogenase (ubiquinone) Fe-S protein 7 1.12 0.177052 1.12 

 Ndufs8  NADH dehydrogenase (ubiquinone) Fe-S protein 8 0.99 0.969348 -1.01 

 Ndufv1  NADH dehydrogenase (ubiquinone) flavoprotein 1 1.00 0.995208 -1.00 

 Ndufv2  NADH dehydrogenase (ubiquinone) flavoprotein 2 0.83 0.058661 -1.21 

 Ndufv3  NADH dehydrogenase (ubiquinone) flavoprotein 3 0.86 0.174471 -1.17 

 Oxa1l  Oxidase assembly 1-like 1.07 0.074985 1.07 

 Ppa1  Pyrophosphatase (inorganic) 1 1.41 0.005336 1.41 

 Ppa2  Pyrophosphatase (inorganic) 2 0.86 0.008473 -1.16 

 Sdha  Succinate dehydrogenase complex, subunit A, flavoprotein (Fp) 1.00 0.975468 1.00 

 Sdhb  Succinate dehydrogenase complex, subunit B, iron sulfur (Ip) 1.14 0.047328 1.14 

 Sdhc  Succinate dehydrogenase complex, subunit C, membrane protein 1.16 0.020830 1.16 

 Sdhd  Succinate dehydrogenase complex, subunit D, membrane protein 0.91 0.010970 -1.10 

 Uqcr11  Ubiquinol-cytochrome c reductase, complex III subunit XI 0.94 0.079199 -1.06 

 Uqcrc1  Ubiquinol-cytochrome c reductase core protein 1 1.09 0.150281 1.09 

 Uqcrc2  Ubiquinol cytochrome c reductase core protein 2 1.07 0.157631 1.07 

 Uqcrfs1  Ubiquinol-cytochrome c reductase, Rieske iron-sulfur polypeptide 1 1.01 0.881551 1.01 
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Gene 

Symbol 

 
Gene name 

fold 
change 

T-TEST 
fold up- or 
down-
regulation 

high glc 
/low glc 

p value 
high glc/ 
low glc 

 Uqcrh  Ubiquinol-cytochrome c reductase hinge protein 0.81 0.002055 -1.23 

 Uqcrq  Ubiquinol-cytochrome c reductase, complex III subunit VII 1.12 0.209514 1.12 
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Supplementary Table 3. Hit confirmation of hyperglycemia-induced mitochondrial ROS production screen. 
Compounds that decreased the mitochondrial ROS production by 25% (ROS score>1, ) but did not affect the 
viability (Viability score>-1) were re-tested at 10 M in replicates (results shown in italic). Compounds were 
categorized as toxic compounds (TOX) if reduced the viability by 10%, confirmed hits (CONF. HIT) if showed 
ROS production decreasing activity without affecting the viability, or non-confirmed (NON CONF.) of the 
average decrease in ROS production was less than 10%. in the hit confirmation. 
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Supplementary Table 4. Comparison of gene expression profiles of b.END3 endothelial cells exposed to 
hyperglycemia with paroxetine treatment or vehicle analyzed by the mouse mitochondrial energy 
metabolism gene expression array. Gene expression changes were analyzed with mitochondrial energy array 
in bEND.3 cells exposed to hyperglycemia for 7 days and treated with paroxetine (10 M) or vehicle for 3 
days as described for Suppl. Table 2. (Significant differences are shown in bold. Please note, that we could 
not confirm significant changes in Lhpp expression in subseqent tests and the CT values of Cox6a2 were 
above 35. Statistically significant, but less than 1.2-fold change in gene expression was not followed up.) 
 

 
Gene 
Symbol 

 
Gene name 

fold 
change 

T-TEST 
fold up-  
or down-
regulation 

high+PRX 
/high glc 

p value 
high+PRX 
/high glc 

 Lhpp  Phospholysine phosphohistidine inorganic pyrophosphate phosphatase 1.49 0.013856 1.49 

 Atp12a  ATPase, H+/K+ transporting, nongastric, alpha polypeptide 1.30 0.181013 1.30 

 Atp4a  ATPase, H+/K+ exchanging, gastric, alpha polypeptide 1.06 0.738769 1.06 

 Atp4b  ATPase, H+/K+ exchanging, beta polypeptide 1.01 0.962724 1.01 

 Atp5a1 
 ATP synthase, H+ transporting, mitochondrial F1 complex, alpha 
subunit 1 

1.04 0.586647 1.04 

 Atp5b 
 ATP synthase, H+ transporting mitochondrial F1 complex, beta 
subunit 

1.02 0.907093 1.02 

 Atp5c1 
 ATP synthase, H+ transporting, mitochondrial F1 complex, gamma 
polypeptide 1 

1.13 0.068191 1.13 

 Atp5d 
 ATP synthase, H+ transporting, mitochondrial F1 complex, delta 
subunit 

1.06 0.595067 1.06 

 Atp5f1  ATP synthase, H+ transporting, mitochondrial F0 complex, subunit B1 1.01 0.806560 1.01 

 Atp5g1 
 ATP synthase, H+ transporting, mitochondrial F0 complex, subunit c1 
(subunit 9) 

0.84 0.495957 -1.20 

 Atp5g2 
 ATP synthase, H+ transporting, mitochondrial F0 complex, subunit C2 
(subunit 9) 

1.07 0.184877 1.07 

 Atp5g3 
 ATP synthase, H+ transporting, mitochondrial F0 complex, subunit C3 
(subunit 9) 

0.93 0.384719 -1.07 

 Atp5h  ATP synthase, H+ transporting, mitochondrial F0 complex, subunit d 1.15 0.025099 1.15 

 Atp5j  ATP synthase, H+ transporting, mitochondrial F0 complex, subunit F 1.12 0.015634 1.12 

 Atp5j2  ATP synthase, H+ transporting, mitochondrial F0 complex, subunit F2 1.12 0.194507 1.12 

 Atp5o  ATP synthase, H+ transporting, mitochondrial F1 complex, O subunit 1.08 0.421280 1.08 

 Atp6v0a2  ATPase, H+ transporting, lysosomal V0 subunit A2 1.06 0.012648 1.06 

 Atp6v0d2  ATPase, H+ transporting, lysosomal V0 subunit D2 0.86 0.362030 -1.17 

 Atp6v1c2  ATPase, H+ transporting, lysosomal V1 subunit C2 1.04 0.963301 1.04 

 Atp6v1e2  ATPase, H+ transporting, lysosomal V1 subunit E2 1.04 0.916908 1.04 

 Atp6v1g3  ATPase, H+ transporting, lysosomal V1 subunit G3 1.30 0.181013 1.30 

 Bcs1l  BCS1-like (yeast) 1.01 0.872749 1.01 

 Cox11  COX11 homolog, cytochrome c oxidase assembly protein (yeast) 0.96 0.322245 -1.05 

 Cox4i1  Cytochrome c oxidase subunit IV isoform 1 1.13 0.476330 1.13 

 Cox4i2  Cytochrome c oxidase subunit IV isoform 2 1.07 0.116874 1.07 

 Cox5a  Cytochrome c oxidase, subunit Va 1.08 0.515839 1.08 

 Cox5b  Cytochrome c oxidase, subunit Vb 1.07 0.194962 1.07 

 Cox6a1  Cytochrome c oxidase, subunit VI a, polypeptide 1 0.87 0.071195 -1.15 

 Cox6a2  Cytochrome c oxidase, subunit VI a, polypeptide 2 2.61 0.001383 2.61 

 Cox6b1  Cytochrome c oxidase, subunit VIb polypeptide 1 1.11 0.062478 1.11 

 Cox6b2  Cytochrome c oxidase subunit VIb polypeptide 2 1.30 0.236259 1.30 

 Cox6c  Cytochrome c oxidase, subunit VIc 1.13 0.263812 1.13 

 Cox7a2  Cytochrome c oxidase, subunit VIIa 2 1.19 0.164027 1.19 

 Cox7a2l  Cytochrome c oxidase subunit VIIa polypeptide 2-like 1.01 0.856668 1.01 

 Cox7b  Cytochrome c oxidase subunit VIIb 1.13 0.207663 1.13 

 Cox8a  Cytochrome c oxidase, subunit VIIIa 1.15 0.151049 1.15 
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Gene name 

fold 
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regulation 
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 Cox8c  Cytochrome c oxidase, subunit VIIIc 1.30 0.181013 1.30 

 Cyc1  Cytochrome c-1 0.94 0.186497 -1.06 

 Ndufa1  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 1 1.19 0.021836 1.19 

 Ndufa10  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex 10 1.08 0.135229 1.08 

 Ndufa11  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex 11 0.82 0.814655 -1.22 

 Ndufa2  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 2 1.08 0.108171 1.08 

 Ndufa3  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 3 1.08 0.062500 1.08 

 Ndufa4  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 4 1.04 0.635004 1.04 

 Ndufa5  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 5 1.02 0.754086 1.02 

 Ndufa6  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 6 (B14) 1.23 0.052835 1.23 

 Ndufa7  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 7 (B14.5a) 1.04 0.143405 1.04 

 Ndufa8  NADH dehydrogenase (ubiquinone) 1 alpha subcomplex, 8 0.96 0.701452 -1.04 

 Ndufab1  NADH dehydrogenase (ubiquinone) 1, alpha/beta subcomplex, 1 1.35 0.062480 1.35 

 Ndufb10  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 10 0.91 0.619764 -1.10 

 Ndufb2  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 2 1.04 0.558614 1.04 

 Ndufb3  NADH dehydrogenase (ubiquinone) 1 beta subcomplex 3 0.96 0.597986 -1.04 

 Ndufb4  NADH dehydrogenase (ubiquinone) 1 beta subcomplex 4 1.04 0.074337 1.04 

 Ndufb5  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 5 1.07 0.874418 1.07 

 Ndufb6  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 6 1.04 0.419691 1.04 

 Ndufb7  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 7 1.16 0.080872 1.16 

 Ndufb8  NADH dehydrogenase (ubiquinone) 1 beta subcomplex 8 1.03 0.664122 1.03 

 Ndufb9  NADH dehydrogenase (ubiquinone) 1 beta subcomplex, 9 1.01 0.856513 1.01 

 Ndufc1  NADH dehydrogenase (ubiquinone) 1, subcomplex unknown, 1 1.09 0.176985 1.09 

 Ndufc2  NADH dehydrogenase (ubiquinone) 1, subcomplex unknown, 2 0.97 0.794978 -1.03 

 Ndufs1  NADH dehydrogenase (ubiquinone) Fe-S protein 1 1.10 0.152897 1.10 

 Ndufs2  NADH dehydrogenase (ubiquinone) Fe-S protein 2 1.01 0.750776 1.01 

 Ndufs3  NADH dehydrogenase (ubiquinone) Fe-S protein 3 1.03 0.604331 1.03 

 Ndufs4  NADH dehydrogenase (ubiquinone) Fe-S protein 4 0.99 0.801664 -1.01 

 Ndufs5  NADH dehydrogenase (ubiquinone) Fe-S protein 5 1.07 0.324852 1.07 

 Ndufs6  NADH dehydrogenase (ubiquinone) Fe-S protein 6 1.14 0.125132 1.14 

 Ndufs7  NADH dehydrogenase (ubiquinone) Fe-S protein 7 1.03 0.835572 1.03 

 Ndufs8  NADH dehydrogenase (ubiquinone) Fe-S protein 8 0.88 0.437864 -1.14 

 Ndufv1  NADH dehydrogenase (ubiquinone) flavoprotein 1 1.05 0.551239 1.05 

 Ndufv2  NADH dehydrogenase (ubiquinone) flavoprotein 2 1.11 0.294270 1.11 

 Ndufv3  NADH dehydrogenase (ubiquinone) flavoprotein 3 1.23 0.292898 1.23 

 Oxa1l  Oxidase assembly 1-like 1.15 0.066023 1.15 

 Ppa1  Pyrophosphatase (inorganic) 1 0.95 0.313819 -1.05 

 Ppa2  Pyrophosphatase (inorganic) 2 1.19 0.054890 1.19 

 Sdha  Succinate dehydrogenase complex, subunit A, flavoprotein (Fp) 1.02 0.719138 1.02 

 Sdhb  Succinate dehydrogenase complex, subunit B, iron sulfur (Ip) 1.00 0.961844 -1.00 

 Sdhc  Succinate dehydrogenase complex, subunit C, membrane protein 1.11 0.084638 1.11 

 Sdhd  Succinate dehydrogenase complex, subunit D, membrane protein 1.03 0.747767 1.03 

 Uqcr11  Ubiquinol-cytochrome c reductase, complex III subunit XI 1.10 0.118082 1.10 

 Uqcrc1  Ubiquinol-cytochrome c reductase core protein 1 0.99 0.429415 -1.01 

 Uqcrc2  Ubiquinol cytochrome c reductase core protein 2 1.01 0.924818 1.01 

 Uqcrfs1  Ubiquinol-cytochrome c reductase, Rieske iron-sulfur polypeptide 1 1.11 0.067253 1.11 

 Uqcrh  Ubiquinol-cytochrome c reductase hinge protein 1.11 0.269416 1.11 

 Uqcrq  Ubiquinol-cytochrome c reductase, complex III subunit VII 1.09 0.194837 1.09 
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