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Supplementary Figure 1 Bootstrapping distribution of the significantly GFR-correlated
Genes in glomerular and tubular samples. Bootstrap correlation analyses were performed by
selection of 10.000 sets of 83 randomly chosen genes and subsequent determination of the number of
genes that correlated significantly with eGFR (correlation criteria: 1pl >0.3; FDR-corrected p<0.05).
This procedure has been applied individually to glomerular (A) and tubulointerstitial (B) batch-
corrected gene expression data, respectively. (C) and (D): Number of significantly correlated genes
(colums) and p-values (dots) generated for bootstrap samples with different sample sizes. For each
size, ten bootstrap sample analyses were applied to 10,000 randomly chosen subsets of the 83 HIF-
target genes. As expected, smaller datasets exhibit fewer significantly correlating genes, however, for
each sample size tested, the number of correlating genes generated for the bootstrap samples was
quite similar. Shown are the mean values for each measure, and error bars indicate standard deviation
((C) Glom, (D) Tub). Additionally, gender-specific correlation analyses were performed separately for
females (E)/(G) and males (F)/(H).

(A) Number of significantly GFR-correlated genes (B) Number of significantly GFR-correlated genes
for GLOM samples [n=10000] for TUB samples [n=10000]
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Supplementary Figure 2 Immunoreactivity for HIFla, VEGFA, and ABCG2 in different stages of chronic kidney disease (CKD). (A)
Association of eGFR (ml/min/1.73m2) and CKD stage in analyzed samples. (B) Histogram of the eGFR (mI/min/1.73m2). Cumulative bar charts comparing CKD
stages with immunoreactivity for HIF1a in glomeruli (C), HIF1a tubulointerstitial (D), ABCG2 tubulointerstitial (E), and VEGFA tubulointerstitial (F).
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Supplementary Figure 3 Generation of stable HIF1a, HIF2a and HIF1a+HIF2a knock-
down proximal tubular cells (HK2) and podocytes (AB81). Western Blot analysis of HIF1a
and HIF2a in podocytes (AB81) and proximal tubular cells (HK2) (cropped blots, full length blots see
page 13). Cells were subjected to 1% oxygen for 4h (HIF1a) and 24h (HIF2a) and whole-cell protein
extracts were immunoblotted for the proteins indicated.
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Supplementary Figure 4 Heatmap showing the correlation of the module eigengene (ME) to the respective knockdown

condition, green means negative correlation, red means positive correlation. (A) Correlation heatmaps for the podocyte cell line (AB81)
under hypoxia and normoxia. (B) Correlation heatmaps of the proximal tubular cell line (HK2) under hypoxia and normoxia. * p<0.05, ** p<0.01, *** p<0.001
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Supplementary Figure 5: GlobalNet Protein-Protein-Networks of the respective

TFs and their regulated genes (under hypoxic/normoxic conditions) Comparison
of the TF-gene-networks of each cell line with GlobalNet, a human protein-protein-interaction network
resulting in protein-protein-interaction networks. Intersection of the different networks identified
protein-protein-interaction networks that were exclusively related to podocytes (A) and (D), HK2 cells
(B) and (E) or were enriched in both cell lines (C) and (F). Red nodes represent transcription factors,
white nodes correspond to regulated genes.

(A) AB81 exclusive network - Hypoxia




(B) HK-2 exclusive network - Hypoxia

Ir/-

\ - .

I
\

= ERCECRCR=R=NCN B

= SN EEICICRCRERTRCN |

= = SR ESESHEN FENS =

= ol : ]k e B e B e e e e () o ) (=) bl OB P ()
[ JERERS r b e o ) ) W e e B R o) R ) e ) b e e
B ) b s ) =) o)



(C) AB81_HK-2 common network - Hypoxia
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(D) AB81 exclusive network - Normoxia
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(E) HK-2 exclusive network — Normoxia
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(F) AB81_HK-2 common network — Normoxia
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Full length Western Blot (Supplementary Figure 3) (A): HIF1a and B-Actin in podocytes. (B)
HIF1oa and B-Actin in HK-2 cells. (C) HIF2a and B-Actin in podocytes. The samples derive from the
same experiment and gels/blots were processed in parallel. (D) HIF2a and B-Actin in HK-2 cells. Black
rectangles indicate bands shown in the cropped blots in Supplementary Figure 3.
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