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A. GRID2 Locus: Data from Taylor et al 2010 (Reference 6)
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B. GRID2 Locus: Data from Grasso et al 2012 (Reference 15)
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C. GRID2: Taylor et al 2010 (Reference 6) D. GRID2: Grasso et al 2012 (Reference 15)
8 . 30
i 25 4 .
s 6
g 2.0 4 %
3 ]
E § 1.5
§ 4 . . 2
:; 3 . . ;3 1.0 4 .
; 24 ® . E 05 :
2 3 g . o
g 1 4 '.. .% g 0.0 ‘.-
E 04 & —— > :.
o . 05 . ¢
2 { 23 X
s : P . 1.0
24 ::. °
LI R 1.5 °
3
Het:oss Dipllold G;m Hnrrlmel He|‘loss Dlpllold
GRID2, Putative copy-number alterations (RAE) GRID2, Putative copy-number alterations




Log2Ratio

Log2Ratio

Supplementary Figure S2

Bianchi-Frias et al

=)
L
|
I I I I
61.9Mb 62.5Mb 63.2Mb 3.9 Mb 64.5Mb 65.2Mb 65.%

o -
% —— 5 05+ b
........... ® b 2

o —

o

—— %] T =
E— 454 —
o
. . 20 . r
TR BE TR CE TR BE TR CE



Supplementary Figure S3

Bianchi-Frias et al

Y G i Uk s S Lk a T"kn i ‘vWWH"T"

%
*
% g H
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15116 117 118 19 X
f_lﬁ\ 1: 140904536-142381099, 1.47 Mb ——— ] : @_lﬁ‘
B Spleen

sTTETT
| < |
I 1 t 1 t 1 I i t i t i
1409M 14110 19130 hev.émo 141.8m 2im 123 Lo L, Lo [ Looms Lo 704
,a;-‘[ﬁ} 1:140004536.142381009, 1.47 Mb scuara ¥ | [P },a;‘lﬁ\ 2:77020204.78496857, 1.47 Mb scuara ¥ | [P
= =] = = |
® ®
i Tumor | e 2 Tum
I ) | umor
1 T
iy
b
4
s )
| |
I 1 t 1 t 1 I 1 t
1409M 141.1m 1913 hov.smo 141.8m 2im 123 701 m2mb 75t 770 7801 Tam 704
z HRefDNA =
i 5o
- Jspleen =
- tumor DNA =
=i “ “ - | | - - - -
. ——— —
— I ——
Spleen - Pst Tumor Spleen ~»  Pst Tumor
2 145745652-146183152, 437 Kb [ scaterria v | [ 4]} 8:18708186.20184749, 147 M PRI
= 7
Snleen Cnleen
Opteen dpleen
H
.t 1 soafia ty mioat
= Y = L .
. | 4 "™ 2
H ¥ : ¥
| |
I t t t t 1 t t t 1
LSTAME  MSSIMG  1sEIMb  4SSSMb  19603Mb  lediMb 146 18sv 1920 st 1960 oo 4
2:145745652-146183152, 437 Kb soattarFit ¥ l{l)l p’p‘ 8: 18708186.20184749, 1.47 Mb SeatterPlot v‘ <)
i o il
T,
Tumor 5 Tumor
. LI
. PER A T
= =
B T
R e N g 0 L
| |
I 1 t 1 t 1 I t 1 t 1 1
LETAMD  MSEIMD  14SE9M [I4596Mb  M603ME  lGAIMD LGN 187Mb 185M 1920 o.4v 196m JEETU Y
et St nensiy

] - i it

z - W *
- . *

z HRef DNA . *
i w

L spleen Pa

- ‘ i thor DNA . “ \I

Spleen == Pst Tumor " :

Spleen -~ Pst Tumor




Supplementary Figure S4

Bianchi-Frias et al

5:104447618-105924181, 1.47 Mb scaerriot v | |4 D

Median Signal Intensity
| Median Red Signal value ® Median Green Signal value

T T T T 1 20
104,41 104.6M 104,91 Jos. 1 o 10544 10s6M 1059

5:104447618-105924181, 1.47 M seaerrit 7 | | D | gy

250
200

Spleen Pst Tumor

13
t t T t T 1
104,410 104.6M0 104,90 fios.1 o 105.4M0 10560 1059

10: 104160493.-105657056, 147 Mb sewarman v | (4] )

Median Signal Intensity

- (Bt Sre vk @ Ve v 92t 2]

L3}
H f v
] . !
! (kY ¢ |
|
| |
T T T T 1
1041mb 10841 10461 hos.omb 105.11 10540 1056 |
LQ_IEJ 10: 104180493.105657056, 1.47 Mb P E ) S
[ |
' . P |
5 [P PR LT Y. 2 W TR ] |
- g ¥
HENRALENY" ¢« A | AR vt [
) H o
B & |

g

-BEEsEsFEEERE

—

Shyeel

— o

P P PP PO PO s | Spleen Pst Tumor



&

&£ & & &

6: 129501542-130135227, 633 Kh

Supplementary Figure S5

Bianchi-Frias et al

4

[@Modan 7od Sigal sake @ Moedan Green Signal wike]

o o L

» »

Pst Tumor
ScatterPlot u

10: 67015411-68272248, 1.25 Mb

N
" s N
L] L]
. L]
¥ T
.
"
N
SERF G @& & F
FSEOEAN SIS SN ¥
an il
P e S = |
| |
t t t t t t t 1
129.50 Mb 129.60 Mb 129.71 Mb 129.81 Mb 129.92 Mb 130.02Mb 130, 67.2Mb 67.4Mb 7.6 Mb 67.8Mb 68.0Mb 68.2

(o]
2|

6: 129501542-130135227, 633 Kb

ScatterPlot {‘ ] > ]

10: 67015411-68272248, 1.25 Mb

ScatterPlot ¥ 74

= ")
+
. H
= a'm
RS SR S %
<
e |
| |
I T T T 1 3 I T I 1 T I}
129.50 Mb 129.60 Mb 129.71 Mb l129.81 Mb 129.92Mb 130.02Mb 1301 67.0Mb 67.21b 67,4 b 7.6 Mb 67.8Mb sa.0Mb 6.2
Median Signal Intensity Median Signal Intensity
[mMedan Red Signal value ® Median Green Signal value | [mMedan Red Signal value ® Median Green Signal value |
1000
2200
2000 900
1800 800 *
1600 700
1400 600
£ 1200 H
z 5 s00
1000 @
100
800
w0 300
0 200
200 100
0 0

Spleen

Pst Tumor

Spleen Pst Tumor



Supplementary Figure Legends
Bianchi-Frias et al

Figure S1. GRID2 genomic copy-number alterations and transcript expression in primary and
metastatic prostate cancer datasets.

Data available on the cBio Portal for Cancer Genomics were analyzed using cBio Portal tools (
http://www.cbioportal.org). We defined the genetic alterations to be shown as follows: Homdel
(homozygous deletion, Hetloss: heterozygous loss, Gain, EXP < -2 mRNA under-expression is less
than 2 SDs below the mean; EXP > 2 mRNA over-expression is greater than 2 SDs above the mean.
A) Taylor et al. Cancer Cell 2010 dataset. Genomic alterations and mRNA expression of GRID2 in
181 and 37 primary and metastatic prostate cancer, respectively. B) Grasso et al. Nature 2012
dataset. Genomic alterations of GRID2 in 11 and 50 primary and metastatic prostate cancer,
respectively. C) and D) GRID2 mRNA Expression vs. CNA in both C) Taylor and D) Grasso datasets. Of
the prostate tumors assessed in these datasets, 24% and 18% of metastatic samples in Taylor and
Grasso studies contained heterozygous deletion in GRID2, respectively.

Figure S2. Correlation of genomic alterations and gene expression levels in TRAMP neuroendocrine
carcinomas.

A) Boxplots of Log2Ratios for Grid2 expression levels in benign and TRAMP neuroendocrine
carcinomas (NEC) obtained by gene expression arrays. B) zoom-in on chromosome 6 for aberration
called by the ADM-2 algorithm in the CGH array showing a SCNAs in the Grid 2 gene. C) Aberration
called by the ADM-2 algorithm encompassing chromosome 19 showing a copy number loss of the
entire chrl9 in TRAMP NEC. D) Boxplots of Log2 Ratios for all genes located on chromosome 19 and
for specific genes: Men1 and Pten, showing significant lower expression in TRAMP tumor epithelia
compared to littermate benign prostate epithelium. TR BE: TRAMP Benign Epithelium, TR CE:
TRAMP Cancer Epithelium . * p<0.05

Figure S3. Analyses of genomic alterations in the LADY GEM prostate gland.

Genomic DNA from LPB-Tag 12T-7f prostate tumors and germline spleen were hybridized against
sex-matched normal mouse C57BL/6 reference DNA onto Agilent CGH arrays containing 180K
probes. A) Whole genome view of overlaid moving averages (2 Mb window) for the log2 ratios of
fluorescence between a sample/reference DNA probe (Y axis) plotted at its genomic position (X
axis), red, blue and yellow (tumors; n=3) and green shades (germline n=3). Aberrations called by
the ADM-2 algorithm are identified by horizontal bars. (12) Representative copy number variants in
common between germline and tumors (see panel B). (*) Aberrations called by the ADM-2
algorithm in tumor samples, that by manual inspection show similar fluorescence intensities in all
samples including germline and tumor (see details on panel C). B) Representative copy number
variants in common between spleen and tumors. Zoom-in on chromosome 1 (! in panel A) 2 (2 in
panel A) showing overlaid data points for log2 ratios in the region, demonstrating evident copy
number loss or gain, respectively, in both spleen and tumor DNA. Green: values below log2 = -0.25;
Red: values above log2 = 0.25. Upper panel show spleen and lower panel shows tumors. Bar graphs
showing fluorescence intensities (low, for the copy number loss) and (high, for the copy number
gain) in both spleen and tumor DNA compared to reference sample. C) Representative aberrations
called by the ADM-2 algorithm in a tumor sample that by manual inspection show similar
fluorescence intensities in all samples including germline and tumor. Zoom-in on chromosome 2
and 8 (" in panel A) showing overlaid data points for log2 ratios in the region, demonstrating similar
probe log2 ratios in both spleen and tumor DNA. Bar graphs showing similar fluorescence intensities
in both spleen and tumor DNA compared to reference sample, suggesting no somatic genomic
alterations in the tumor DNA compared to germline spleen DNA.
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Figure S4. Genomic aberrations called in Pb-Cre;Pten /f tumors by the ADM-2 algorithm in single
samples that by manual inspection show similar fluorescence intensities in all samples including
germline and tumor.

Two examples A and B where manual inspection corrected a somatic CNV called by the software
algorithm. For each example: Left panel, genomic view (*) copy number loss in a single Pten-null
tumor sample. Middle panel: zoom-in on chromosome 5, demonstrating similar log2 ratios for
probes in that region for both spleen and tumor DNA. Right panel, bar graphs showing similar
fluorescence intensities in both spleen and tumor DNA compared to reference sample, suggesting
no somatic genomic alterations in the tumor DNA compared to germline spleen DNA.

Figure S5. Manual inspection of genomic aberrations in the Hi-Myc GEM model.

A, Whole chromosome 16 view of overlaid moving averages (2 Mb window) for the log2 ratios of
fluorescence between a sample (germline and c-Myc tumor DNA) and reference (sex-matched
normal mouse C57BL/6) DNA probe. Red, blue and yellow (tumors; n=3) and green shades
(germline n=3), showing gain of whole chromosome 16 on one tumor sample (arrow). Bar graph
showing high intensity levels for the tumor with a gain on chr 16 (arrow) compared to the other 2 c-
myc tumor samples or spleen DNA. B and C, aberrations called by the ADM-2 algorithm in single c-
Myc tumor samples that by manual inspection show similar fluorescence intensities in all samples
including germline and tumor. (*) single samples called for the aberration. Note in the bar graph
similar intensity levels (red bars) for all spleen and tumor samples, demonstrating that the
aberration is not unique to tumor samples.



