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Figure. 81 The impact of Trp53 genotype on AAl-induced gene expression in vivo.
Hierarchical clustering and heat map of significantly altered (p<0.05; fold change * 2) genes
for AAl-exposed (a) Trp53(+/+), (b) Trp53(+/-) and (¢) Trp53(-/-) mouse kidneys. The heat
map colours are based on gene expression (ordered in a decreasing manner for the AAl
group), with red being up-regulated and green being down-regulated. Batches #1 and #2
indicate grouping of samples during cDNA synthesis.



Tubule lumen
o0

\ndomel!acin extracellular
region

Azidothymidine extracellular region

Melhclrexale

extracellular region

Secrection of : ,L-

drugs in
renal tubules

@

Folinic acid
extracellular region

Falinic acid
intracellular

Digoxin extracellular region

Cimetidine extracellular region

9

Tubular cell

Indumel!acin cytosal

Zidovudine cytosol

2-Oxoglutarate
cytosol

»
Methotrexate
.\ cytosol Y

y S
\ vi
.\ ADP
-
H(,2)0

|y

H(,3)PO(4)

ATP

Digoxin cytosol

¥

Cimetidifie cytosol

L

Succinic acid
cytosol

[ B

glutaric acid
cytosol

Interstitial space

Succinic acid extracellular region

Indomethacin extracellular region

Azidothymidine extracellular region

; (3)
040 '
E Metho!rexate

extracellular
ﬁﬁ region

glutaric acid
extracellular region

2—0xogldlarale
extracellular region

Digoxin extracellular
region

2 ﬁﬁ etidine extracellular region

@

%

Figure. S2 Map of renal secretion of drugs in rodents. Significantly altered (p<0.05; fold
change * 2) genes for AAl-exposed Trp53(+/+), Trp53(+/-) and Trp53(-/-) mouse kidneys were
compared in MetaCore™. The enriched pathway (39™ out of top 50; p<0.05) shows up-
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Figure. $15 Map of CAR signalling via cross-talk in rodents. Significantly altered (p<0.05; fold
change * 2) genes for AAl-exposed Trp53(+/+), Trp53(+/-) and Trp53(-/-) mouse kidneys were
compared in MetaCore™. The enriched pathway (38" out of top 50; p<0.05) shows down-
regulated (thermometer-like symbols in blue) genes. Numbers indicate genotype: 1)
Trp53(+/+), 2) Trp53(+/-) and 3) Trp53(-/-). For detailed legend see Figure. S22. Abbreviation:

constitutive androstane receptor (CAR).
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Figure. S16 Map of macrophage and dendritic cell phenotype shift in cancer. Significantly
altered (p<0.05; fold change * 2) genes for AAl-exposed Trp53(+/+), Trp53(+/-) and Trp53(-/-
) mouse kidneys were compared in MetaCore™. The enriched pathway (41st out of top 50;
p<0.05) shows up-regulated (thermometer-like symbols in red) and down-regulated
(thermometer-like symbols in blue) genes. Numbers indicate genotype: 1) Trp53(+/+), 2)
Trp53(+/-) and 3) Trp53(-/-). For detailed legend see Figure. S22.
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Figure. $17 Map of gap junctions. Significantly altered (p<0.05; fold change * 2) genes for
AAl-exposed Trp53(+/+), Trp53(+/-) and Trp53(/-) mouse kidneys were compared in
MetaCore™. The enriched pathway (44t out of top 50; p<0.05) shows up-regulated
(thermometer-like symbols in red) genes. Numbers indicate genotype: 1) Trp53(+/+), 2)
Trp53(+/-) and 3) Trp53(-/-). For detailed legend see Figure. S22.

17



x Insulin process:d
pto

o it

W .
3* o 2 - ®
PlaK\reg class IA IRS-1 Cyclin B1 CDK1 (p:
7 Role APC in cell -
cycle regulation

. |- NE! R
Tubulin gamma 1
PI3K 531 class 1A o PtdIns(4,5)P2 - T 2
+P +P — )
2, 7 *
N B
. Tubulin alpha bulin beta

PtdIns(3,4,5)P3

Chromosome MAD1 (mitotic
condensation in checkpoint)

'/ prometaphase \\al

Histone H3 Histone H1 @

PDK (PDPK1) R

v
Chromosome Chromosome
condensation separation
NE Splnd\e Tubulin (m

assembly and ~ microtubules)

chromosome *
. separation Auroraa
" -l Cell cycle regulation
70 S6 kinase1 Regulation of G1/S
P transition (part1)

Figure. S18 Map of role of NEK in cell cycle regulation. Significantly altered (p<0.05; fold
change % 2) genes for AAl-exposed Trp53(+/+), Trp53(+/-) and Trp53(-/-) mouse kidneys were
compared in MetaCore™. The enriched pathway (47™ out of top 50; p<0.05) shows up-
regulated (thermometer-like symbols in red) genes. Numbers indicate genotype: 1)
Trp53(+/+), 2) Trp53(+/-) and 3) Trp53(-/-). For detailed legend see Figure. $22. Abbreviation:
never in mitosis, gene A-related kinase (NEK).
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Figure. S19 Map of YAP/TAZ-mediated co-regulation of transcription. Significantly altered
(p<0.05; fold change * 2) genes for AAl-exposed Trp53(+/+), Trp53(+/-) and Trp53(-/-) mouse
kidneys were compared in MetaCore™. The enriched pathway (49" out of top 50; p<0.05)
shows up-regulated (thermometer-like symbols in red) and down-regulated (thermometer-like
symbols in blue) genes. Numbers indicate genotype: 1) Trp53(+/+), 2) Trp53(+/-) and 3)

Trp53(-/-). For detailed legend see Figure. S22. Abbreviations: Tafazzin (TAZ); yes-
associated protein (YAP).
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Figure. S20 Map of TGF-B-dependent induction of EMT via SMADs. Significantly altered
(p<0.05; fold change * 2) genes for AAl-exposed Trp53(+/+), Trp53(+/-) and Trp53(-/-) mouse
kidneys were compared in MetaCore™. The enriched pathway (50" out of top 50; p<0.05)
shows up-regulated (thermometer-like symbols in red) genes. Numbers indicate genotype: 1)
Trp53(+/+), 2) Trp53(+/-) and 3) Trp53(/-). For detailed legend see Figure. S22.
Abbreviations: epithelial-to-mesenchymal transition (EMT); Sma mothers against DPP
homology (SMAD); transforming growth factor  (TGF-B).

20



Trp53(+/+)
Trp53(+/-)
Trp53(-/-)

H,O Ladder

500 bp

400 bp
321 bp —> 300 bp

200 bp
110 bp —>

} 100 bp

Figure. S21 Example of a Trp53(+/+), Trp53(+/-) and Trp53(-/-) mouse genotyping PCR. H20
indicates the negative control. bp, base pairs.
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