QC report (&6)

Sample: BRCA1Z& 1484 A . NormalZ 1449 A . Sporadic ov.ca.Z 1442 A
Software: Affymetrix Genotyping Console 4.0
Reference: HapMap 22 samples (Japanese female, A~3E4E!) 7 \EKEH SEDNA)

IN ouT
BRCA1 17 67
Normal 5 44
Sporadic 0 42

“Bounds: out” ==+ MAPD>0.35

XMAPD>0.35 L EDH T IV, BT MALERNTHIENHERINATINS,
(R—5RTREBEN=Y2TILDIFE . MAPD>0.30 TR4Y})

MAPD: the Median of the Absolute values of all Pairwise Differences between log2 ratios for a given chip




QC report (&7)

Sample: BRCA1Z 1484 A . NormalZ 49 A . Sporadic ov.ca. & 1442 A
Software: Affymetrix Genotyping Console 4.0
Reference: HapMap 270 samples (male & female, 7R5E1L ') 7 NEKEH EDNA)

IN ouT
BRCA1 45 39
Normal 22 27
Sporadic 0 42

“Bounds: out” === MAPD>0.35

¥MAPD>0.35L EDH T IV, SRITH SR T HIEMNHREINTLVD,
(R—SHTHREGEEN=Y>TILDIFE . MAPD>0.30 TRR4t)




QC report (3% 8)

Sample: BRCA1Z 1484 A . NormalZ 1449 A, Sporadic ov.ca.Z1#42 A
Software: Affymetrix Genotyping Console 4.0
Reference: Endometriosis 406 samples ([E—labTT—4% &)

IN ouT
BRCA1 /78\
Normal ( 49 1 0
Sporadic \38/ 4

“Bounds: out”

*== MAPD>0.30

Endometriosis 406 samplesZRef.&L T
Copy Number Analysis ™~
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1. Software: Partek Genomic Suite v6.4
2. Reference (Baseline): HapMap JPT female 21 samples
3. 7L X Ls: Hidden Markov Model

(genomic marker >3, Copy Number Variation > 1kb Nature Rev Genet 2006)

[1RZRIZHLIYFTIL])

BRCA1 mutation
44 samples (44 families)
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Normal 49 samples
(>65y.0., non-cancer)

Sporadic ov. ca.
44 samples
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BRCA1 vs Sporadic vs Normal (3810)

chr. Start  Length Genomic p-value BRCAT (n=44) Sporadic (n = 44) Normal {n = 49)

{Mb)  (Kb) marker Amp. Del. Amp. Del. Amp. Del.
2 1321 4.70 3 0.0000000000030 7 (15.9%) 0 (0%) 39 (88.6%) 0 {0%) 15 (30.6%) 0 (0%)
2 132.1  588.31 216 0.000000000010 8 (18.2%) 0 (0%) 39 (88.6%) 0 (0%) 15 (30.6%) 0 (0%)
20 28.1 71675 59 0.000000000054 4 (9.1%) 0 (0%) 33 (75.0%) 0 (0%) 11 (22.4%) 0 (0%)
18 141 39.75 12 0.000000000087 10(22.7%)  0(0%) 39 (88.6%) 0 (0%) 15 (30.6%) 0 (0%)
20 26.3 1811.78 9 0.00000000011 4 (9.1%) 0 (0%) 33 (75.0%) 0 (0%) 12 (24.5%) 0 (0%)
3 126.9 19.27 4 0.00000000014 8 (18.2%) 0 (0%) 36 (81.8%) 0 (0%) 12 (24.5%) 0 (0%)
3 126.9 184.88 75 0.00000000014 8 (18.2%) 0 (0%) 36 (81.8%) 0 (0%) 12 (24.5%) 0 (0%)
4 191.0 12.81 4 0.00000000015 11 (25.0%)  0(0%) 41 (93.2%) 0 (0%) 20{40.8%)  0(0%)
18 14.2 9.84 3 0.00000000017 10(22.7%)  0(0%) 39 (88.6%) 0 (0%) 16 (32.7%) 0 (0%)
2 976 16.63 5 0.00000000023 0 (0%) 0 (0%) 22 (50.0%) 0(0%) 3(6.1%) 0 (0%)
18 14.2 343.06 99 0.00000000030 10(22.7%) 0 (0%) 39 (88.6%) 0(0%) 17 (34.7%) 0 (0%)
21 14.2 41.07 18 0.00000000047 6(13.6%) 0 (0%) 30 (68.1%) 0 (0%) 6 (8.2%) 0 (0%)
20 25.7 230.87 62 0.00000000048  4(9.1%) 0 (0%) 32 (72.7%) 0 {0%) 12 (24.5%) 0 (0%)
20 259 336.79 132 0.00000000049 4 (9.1%) 0 (0%) 32 (72.7%) 0 (0%) 12 (24.5%) 0 (0%)
2 972 76.92 36 0.00000000060 0(0%) 0 (0%) 26 (59.1%) 0 (0%) 9 (18.4%) 0 (0%)
3 131.2 47.12 18 0.00000000095 1 (2.3%) 0 (0%) 20 (45.5%) 0 (0%) 1(2.0%) 0 (0%)
3 1313 89.34 35 0.00000000095 1 (2.3%) 0 (0%) 20 (45.5%) 0 (0%) 1(2.0%) 0 (0%)




BRCA1%E 55 14 BR A SE B 1
FROGIE—HELLORTE (ER11)

Software: Partek Genomic Suite v6.4

Reference (Baseline): HapMap JPT female 21 samples
Algorithm: Hidden Markov Model (genomic marker >3)
l'Copy Number Variation > 1kb] (Nature Rev Genet 2006)
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BRCALD[ SRIEFSE Normal 49 samples
51 samples (39 families)* (>65y.0., non-cancer)
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BRCA1-related germline CNV ($&12)

Start  Lengths Genomic BRCAT (n=81) Sporadic (n = 44) Normal (n = 49)

chr. (Mb) (Kb) markers Amp. Del. Amp. Del. Amp. Del.
3 1385 1.58 7 17 (21.0%) 0 (0%) 14 (31.8%) 0 (0%) 0 (0%) 0 (0%)
12 36.5 91.75 4 11 (13.6%) 0 (0%) 8 (18.2%) 0 (0%) 0 (0%) 0 (0%)
14 21.5 63.00 63 0 (0%) 8(9.9%) 1(2.3%) 1(2.3%) 0 (0%) 0 (0%)
4 8.7 159.20 41 8 (9.9%) 0 (0%) 6(13.6%) 0 (0%) 0 (0%) 0 (0%)
19 61.0 2.23 3 0 (0%) 7 (8.6%) 0 (0%) 2 (4.5%) 0 (0%) 0 (0%)
3 1271 56.24 54 6 (7.4%) 0 (0%) 8(18.2%) 0 (0%) 0 (0%) 0 (0%)
4 145.0 55.42 10 6 (7.4%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%)
9 103.8 10.57 3 0 (0%) 6 (7.4%) 0 (0%) 0 (0%) 0 (0%) 0 (0%)
X 16.9 734.54 217 5 (6.2%) 0 (0%) 1(2.3%) 0 (0%) 0 (0%) 0 (0%)
5 0.9 30.48 7 4 (4.9%) 0 (0%) 3 (6.8%) 0 (0%) 0 (0%) 0 (0%)
X 28.7 10%9.16 100 4 (4.9%) 0 (0%) 1(2.3%) 0 (0%) 0 (0%) 0 (0%)




BRCA1 ovarian cancer-related CNV (F&13)

BRCA1 BRCAT BRCA1 BRCA1

Start Lengths Genomic affected affected affected  unaffected Normal Sporadic
chr. (Mb) (Kb) markers unchanged Amp. Deletion changed changed changed
3 1385 1.58 7 38 13 0 4 0 14
19 61.0 2.23 3 44 0 7 0 0 2
12 36.5 91.75 4 46 5 0 6 0 8
3 12741 2.50 4 46 5 0 2 0 8
4 145.0 55.42 10 46 5 0 1 0 0
9 103.8 10.57 3 47 0 4 2 0 0
3 127.1 56.24 54 47 4 0 2 0 7
5 0.9 30.48 7 47 4 0 0 0 3
14 21.5 63.00 63 47 0 4 4 0 1/1
4 8.7 159.20 41 47 4 0 4 0 6
X 16.9 734.54 217 47 4 0 1 0 1
X 28.7 109.16 100 47 4 0 0 0 1




Deletion at 19q13.42 (% 14)

Family No. BRCA1 mutation 19q13.42 CNV (+) CNV ()

17 3834-3836del3,insC  26071° 263N

3 2730-2731delCC 31-2T 31-1T¢

33 L63X 33-11 33-2N*, 33-5N, 33-6N, 33-10N
Al18 L63X A18-11

B3 LE3X B3-11 B3-2ZN*, B3-3N

B11 L63X B11-1T,B11-21

RES &, xRE: A

* =65 vy.0.

t: undifferentiated type




Deletion at 9g31.1 (3 15)

Family No. BRCAT mutation 9031.1 CNV {+) CNV (-)

1 241 delA 1eT,15N

26 3516-3517delTT  26-11 26-2Tt, 26-3N. 26-6N
55 Q934X 55-1T

65 LG3X 65-11

REE & XRE:A

* =65 y.0.

t:endometrioid type




Amplification at Xp21.3 (3% 16)

Family No. BRCAT1 mutation Xp22. 13 CNV (+) CHV (-)

14 2080delA 230T, 2311 235N, 238N
B11 LE3xX B11-1T,B11-21

RAEE & AREA

*:>65 y.o.

only female

chrx cp2t.3) W EO O M B T | U CEEWET N BN 722 SEEE/ERESNT W |

chrX: | =2s720088] 25736008 286740008| 28750000 28760000| 23770000 25750000 25790008| 25500000 25310000]
Chromosome Bands Localized by FISH Mapping Clones
Chromosome Band
UCEC Genes Based on RefSeq, UniFrot, GenBank, CCDE and Comparative Genomics

UCSC Genes
RefZeq Genes

-
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Amplification at Xp22.13(%&17)

Family No. BRCAT mutation Xp22.13 CNV (+) CNV (-)

14 2080delA 2307, 2317, 238N 235N
B11 L6 3X B11-1T,B11-2T

SAES 5, XRER
*1 =65 vy.0.
only female

chri (p22.2-p22.13)

chr¥: 17600060] 17166008) 17200006| 17300600| 17400008| 17500000|
Chromosome Bands Localized by FISH Mapping Clones
Chromosome Band [N T - Xpa2.13

UCSC Genes Based on RefSeq, UniFrot, GenBank, CCDS and Comparative Genomics
UCSC Genes I

176600000|

I
RefSeq Genes
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(Uniparental Disomy: UPD, copy-neutral LOH)

Chromosome 17

el — - = i — -1~

Copy-number ' 4
', . = e 2
-~ e - *

| 0

Allele-specific

copy-number
3 12
Eaa bimn qoptinl , TS WG Bl ST IR DI . A —11
| 0

Deletion with LOH | Copy-neutral LOH

“Uniparental Disomy”




Chromosome 17 (4 3)

|
mima I Amplification
with LOH

Amplificalion
wiithout LOH

Copy-naulral
LDH "UPD”

Deletion
weilth LOH

Delation
withoul LOH

Bl GRCAT

(IS I I N B N N N 1 I O I | (] Sporadic

B e 0 B ] e ]

BRCAT




FHREFAV2—0OHEE (H4)

B Amplification with LOH

,\2000 P Copy-neutral LOH “UPD”
o]
= B Deletion with LOH
T
Q 1500
©
47]
=
= 3
I 1000
I
2

500

0

BRCAT1 Sporadic




90

80

70

Total number of CNV([E5)

Total CNV>30

BRCA194.5% Normal 85.7% Sporadic 100%

BRCA1 (n = 44)

Normal (n = 49)
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Number of CNVs

CNV frequency (6)

Total Gain Loss
704
60 = _——
50+ £ 4
40+ g’ = 5
30+ B 3 g
20+ € = £
2 ] <
BRCA1 Normal Sporadic o erEar Normal Sporadic BRCA1 Normal Sporadic
Kruskal-Wallis test: p<0.0001 Kruskal-Wallis test: p<0.0001 Kruskal-Wallis test: p<0.0001
Dunn’s Multiple Comparison Test Dunn’s Multiple Comparison Test Dunn’s Multiple Comparison Test
BRCA1 vs Normal: p>0.05 BRCA1 vs Normal: p>0.05 BRCA1 vs Normal: p>0.05
BRCA1 vs Sporadic: p<0.001 BRCA1 vs Sporadic: p<0.001 BRCA1 vs Sporadic: p<0.001
Sporadic vs Normal: p<0.001 Sporadic vs Normal: p<0.01 Sporadic vs Normal: p<0.01
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BRCA1 ov. ca. (n = 51)
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Genetic anticipation ([&]8)
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