Haploinsufficiency in tumor predisposition syndromes: altered genomic
transcription in morphologically normal cells heterozygous for VHL or TSC

mutation

Supplementary Material

A VHL-1 B VHL-5
\TGCCTCCAGGTTGT CIG GAGCCTAGTCRARAGCCTC GCCCTCCCAGGTCATCTHCH KII'.EHHC HC.ﬂC
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C VHL-4 D VHL-6
2CCTCCCAGGTCATCTNCT GMMATCGCNNNClune FTCCAGTGTATACTCJGA AAGAGCG ATGCC
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Supplemental Figure 1: Electropherograms showing the VHL sequence variants identified in 5 primary renal epithelial cell cultures
from VHL patients.
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Supplemental Figure 2: Box plots of genes differentially expressed between VHLmut/wt heterozygous cells and WT cells.
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Supplemental Figure 3: Box plots of genes differentially expressed between TSCmut/wt heterozygous cells and WT cells.



Signaling events in Renal cell carcinoma
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Supplemental Figure 4: Ingenuity Pathway Analysis-based ccRCC pathway showing HIF, AKT/mTOR and TCA cycle pathways.

]
N
pe—1

fro—ie— e
flo—

B—"0

¥
| Famy Acd Elangaton nMiachanda

—
Fatty Acid Blosyrhesis:

l_‘“ v

ol
h I
AV

o I wea o
P
s 13081 LY S

I e P i Propaocsdmtsiam,

N/ I “;

[ | sttt || 855 ;

Wid,h _

Prangssurins -
Vetssaiam -

e Bt



poradicTumor

™
E
- 5
© c %] —
E { s [ —
= w =] = o}
o > < £
c | I 5 E -
| = n =z = © —_ —
_ @ = > o £ © @
[} >‘ = & o _ o Z‘ 5 E E
— E @ = 5 5 S g 2 » z <] — (*}
] <] £ & g g © £ o 2 | P4 < zZ,
£ = z = | 5 5 <] [s] 2 © g o E 2
S £ o 2 5 F e R E £ 2 5 g
z = > | £ o o | m‘ a o @© | z O
| ] I » i+l 5 - 2 o < £ e |
z Q > = © © T [9) S ] [ Q
Q = g o | E 2 3 s
0 9 - 5 S o g 8 3 = 4
Q 4 Q 2 2 E 2 2 3] 3 o )
% Q E Q @ (7] [ = 2 5 5 8 N g 3
s & 9 & ooa g o 5 9 ° g & B 8
g 5 £ ° £ £ =z = 9 £ g 9 g 9 K
B N 5 @ =] > > > %] S 5 7 5 %] ]
= c g o UC.) <] [ <] 2 UC" @ 7] E @ qc,) %
I o =] S 7] [ © @ S =] =] S =] S 5]
> - o > = [} @ m m = > > = > = =

Supplemental Figure 5: Fold-changes of genes from various categories differentially expressed in VHLmut/wt cells or RCC vs. normal
kidney epithelium.



