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OBESITY TRENDS* AMONG U.S. ADULTS
BRFSS, 1991 and 2004-2006 Combined Data
(*BMI >30, or about 30 Ibs overweight for 5’ 4” person)

2004-2006 Combined Data

No Data [ <10% [ =10% and <15% Il =15% and <20% [ 220% and <25% -25% and <30% I =30%

*Source: Behavioral Risk Factor Surveillance System, CDC.
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Database BIC (Breast Cancer Information Core), 2006
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Am J Hum Genet 62:676-689, 1998



Basic Facts

» First reported in 1994 (BRCA 1) and
1995 (BRCA 2)

» BRCA 1: 17021; Size: 24 exons/1863
amino acids

+ BRCA 2: 13012-13; Size: 26 exons

+ Together, these mutations account for
5-10% of all breast cancers, with most
oceurring in women under age 50 years

v Prevalence in Ashkenazi Jewish: 2.5%
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Data Collection Study Result

BRCA Result

Total
135 cases

L 3\ mg =
BRCAL1 Positive Positive
36

. y (26.7%)
Negative Itive
75 19541
= AQ y JiE
57.0% i?gﬁ(gf’“ 14.1%

GAE 1

BRCA1l Uncertain 4.4%

BRCA2 Uncertain

\ Positive Negative Total

BRCA1/2 36 77 135
BRCA1 6

BRCA2 19 6 \
Sugano K et al. ; Cancer Science: Vol.99, No0.10: p.1967-1976, 2008
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BRCA Genetic testing in Showa University Hospital

Age/g Purpose of BRCA1 or Proband
serial Onset age/type analysis Mutation site Type of surger .
ender ge/typ test y BRCA2 P gery or family
45 triple Choice of the  Sequence / BT and prophylactic
1 4 BRCA1l L63X P
> negative(TN) surgery MLPA ¢ 63 oophorectomy TEIEIN
2 42 — Single site BRCA1 L63X i'Ster of patient
3 7 27 TN Choice of the  Sequence/ BRCAZ/BBCA R2520X BT Proband
surgery MLPA luncertain
32 Sequence /
4 36 bilateral Chemo q BRCA1 Exon20 deletion Not yet Proband
. MLPA
Multiple TN
5 ) AEEREHENS  SEEE BRCA2 5358del14 BT Proband
surgery MLPA
6 45 457N Sequence/ BRCA1 2805delA BT Proband
MLPA
Choice of the .
7 38 38 TN e Sequence /MLPA BRCA1 IVS17+3A>G( intron) BT Proband
MLPA BRCA1/BRCA
8 38 37 TN Sequence / / . ¢ L63X BP (former hospital) Proband
2uncertain
9 2 MLPA BRCA1 Exon20 deletion Father of
male — patient4
Choice of the
10 45~ 31bilateral surgery/prophyl Sequence /MLPA - poc )y Exonl-9deletion BT Proband
Multiple TN actic

oophorectomy
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Two or more members with well-documented epithelial
ovarian cancer in the second-degree relatives and no breast
cancer cases in the third degree relatives. When the family had
at least one breast cancer case in a third-degree relative, it was
classified as a breast ovarian cancer family.

45 of the 82 ovarian cancer families were found to carry BRCA1
or BRCA2 germ-line mutations (40 with BRCA1 and 5 with
BRCA2).

In 24 independent mutations of,BRCA1, 5 recurrent mutations
were found and 2 of them,the L63X and Q934X mutations,
were detected in seven and eight independent families,
respectively.

Mutational Analysis of BRCA1 and BRCA2 and Masayuki Sekine, Hiroshi Nagata, Shoji Tsuji, et al.

Clinicopathologic Analysis of Ovarian Cancer in 82 Ovarian
Cancer Families : Clin Cancer Res 2001;7:3144-3150.



Mutational Analysis of BRCA1 and BRCAZ2 and
Clinicopathologic Analysis of Ovarian Cancer in 82 Ovarian
Cancer Families :

Masayuki Sekine, Hiroshi Nagata, Shoji Tsuji, et al.
Clin Cancer Res 2001;7:3144-3150.
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Reference Data

E0-59 70-79 B0 All ages
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En-r|||:|r| (2]

Inc llrrlpll-'tl- ()

Resource : Eastern Radiologists Breast Imaging Center 1997-2010
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Contrast-Enhanced Spectral Mammography
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Casel. 40 y.o. female
* Mammography
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Positron Emission Mammosgraphy (PEM)
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49 year old woman with multifocal high grade
DCIS found at screening mammography

High-Resolution Breast PET
(PEM)

Z 20.5
TH 41.0
[1/1]

area 144mm2
ren 364



Tough Choices: Losing a breast is
probably better than facing cancer
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Breast Implant

Chest wall after Reconstructed
mastectomy breast

Syringe injecting
saline

4.

Appearance after bi-lateral mastectomy \
Breast

prosthesis
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Source: ACS Surgery © 2005 WebMD Inc.
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Guilt by Association:
Basal-like Breast Cancer and BRCA1

Intrinsic gene list applied to Van’t Veer dataset (Nature 2002)
Basal-like I

‘ = BRCAL+ 4 -BRrRCA2+

« Most cancers in BRCA1 mutation carriers are basal-like

 But most basal-like breast cancers are not in BRCAL carriers

— I . . ’)
Is BRCAZ1 function different in them” Sorlie T et al. PNAS 03



PARP Inhibitor Mechanism of Action

1. PLATINUM CHEMOTHERAPY

Inflicts DNA damage via adducts and DNA
crosslinking

4. REPLICATION FORK

- LLAPSE
3. INHIBITION OF PARP1 /"TA COLLAPS
:
Disables DNA base- o~ Double strand DNA breal

excision repair G—\-

ey
, " CG
@ 7
BSI-201 —
- \

2. PARP1
UPREGULATION

Base-excision repair of
DNA damage
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[f we organize the Asian HBOC Consortium, are you willing
to participate in?

Korea
Malaysia Indonesia
Japan China
Hong

Kong



BRCA testing
—m-m-

Primary screening DS DS DS DS
CSGE DS

method DHPLC DHPLC MLPA MLPA MLPA

Test laboratory Local Local Local Myriad Local Myriad +

BRCA testing cost 882.15 500-1000 0 (under 2000-3000 1875 * 1500

Covering by the

S =T Yes No No No No No

Recommendation of
MLPA (when negative Yes Yes Yes Yes Yes (all) Yes (all)
BRCA result)

Identification of

) No Yes No No Yes Yes
mutation
'fggglle RIS BRCA2 c.
BRCA1 leu 824x 3109C>T
Founder mutation 1100delAT ERCAZ BRCA1 L63X (p.GIn1037X), Not yet
BRCA1 and Q934X ? which was published
C466T>C :
5589del8 located in
BRCA2 plle
Val 11

DS: direct sequencing
* Th/s is cost for “research”f unded by charitable organizations. For non research self paid test usually

B RPN oy ey = e



Research and Clinical Practice Guideline
| korea | China | Indonesia | Japan | HongKong |  Malaysia

Existence of BRCA
carrier cohort or
registry

National (N)
Institutional-based (I)

Name of the cohort or
registry

Number of BRCA
mutation carriers

Existence of ongoing
clinical trials related to
HBOC

Name of trials

Existence of CPG for
HBOC syndrome

Yes

KOHBRA

501

No

Yes

I

A multi-
center
research
of CACA

50-60

Yes

MRI
screening
in
BRCA1/2
mutation
carriers

No

No

Yes

Familial Breast
Cancer : Searching
Hereditary Gen
and Risk
Estimation

Yes-on going

No Yes

Hong Kong
Hereditary
Breast Cancer
Family Registry

a
No Yes
epidemiology
mainly,

psychosocial, and
also others related
to basic research

No No

KOHBRA, Korean Hereditary Breast Cancer Study; CACA, Chinese Anti-Cancer Association;

MyBrCa, Malaysian Breast Cancer Genetic Study

* Breast [included within the 2nd edition of Breast Cancer CPG (to be published later in 2011)]

Yes

MyBrCa

~100 family members

Yes

IMPACT - international trial
on PSA screening for
prostate cancer in men
with BRCA mutations (PI
Ros Eeles, ICR, London)

Yes*



http://www.hbocnet.com/
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Medical institutions
which provide genetic counseling
About HBOC




DVD for pts & their families to understand HBOC
Translated into Japanese

BREAST CANCER LEGACY $Y YOUR FUTURE
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Configuration of HBOC database

Pts&families

o

Consortium

=

Homepage maintenance

Member registry

Overseas database

Asian HBOC

Data management

Myriad database

Clinical survey

r>

Medical

Members
Data center

Data repository T
Research ‘ e

AGEWATS

D

Clinical assistanc
etc..

Etc.

Comparison

Instltutlons
Part|C|pat|o

|—>

Medical
societies

Database

\

Publication

S

—

(annual report)

Japanese Breast
Cancer Society etc.

Clinical practice
guideline

—

Quality Indicators

\

Outcome measure
Quality Improvement




ANIZHITHBRCALZELFDERRHD KT
R (EEFD) CHRREEDOLER

FATHI3E (n=135) Positive®&&F  IIBFZE (n=178) Positived &5t
36JEHI 26.7% ASTEN 27.0%
BRCA1 Positive BRCA1l Positive

7 12.6% 294l 16.3%

SBRCA2 Positive
194 14.1%

BRCA1l

BRCA1-2 Positive

N\ 26 1.6%
BRCA? Positive
1745 9.6%

BRCAl Uncertain

Uncertain 7461 3.9%
65l 4.4% .
_ BRCAZ2Z Uncertain
BRCA2 Uncertain offl 5.1%

164 11.9%

Total Total
BRCA1,/2 135 BRCA1,/2 178

BRCAT

BRCA2




ARREEHFODZRBMARICETIBESEORGLERBREE DK

DREBERDTIANA o i SRA. | B
E1- (1T A F-—EUROMES=5Y REAA | MG
IE A SAE R L HY L HY | DRIRE | [CDFH
5L R ik &

REEBHEZEHTINENA A L HlY HLY HY

0/13 3/12 2/10 1/3 1/4 0/1
FEESORKLLLED 3%4 zzs}fés 2(()))%% 313)%% 25.0% 0%
= s 5( S s —_ _
ABATET B ORI 21.4% 12 5% 0% 33.3%

2/33 18/40 5/17 4/4 6/26 0/4
el i o| g | g | @) e o
g oo ) g _
ABATIZIRHER 15.4% 39.4% 36.4% 60.0%

- B B 1/2
el 0/2 0/1 1/6 2008
INENAEITAHS L “ a L, -
*ﬂ%%ﬁ%élﬁbi A AL - = 11 0/01%
SR A DTS B DKM 7 |

BEDOINABEE
PIFEEER (TR

EDNAVLIENADLRELT

LVELY

RFOHEFHIRRDIER




BRCA1/2%Z5

TNB SZODEEHE n=29

RN (O
BARA

40/ K T
LA FEIE

1451 445

[0 X

545

AN Z144
LI EDELHAA

HEELMNADTypesn 5B

TNBTBRCAL/2[FZ 4 fEHIZE n=18

40/% R C
FL.ANAFIE

K2 A
BAA

1451

2451

AANLSMZ14
LI EDEDAA




#LIEFSHBOCHIMIZRIZE (T3
AANIZEITEHBRCALREIGFDERKET

Positive®D & &t

£ =45t 5217841 BRCAL Positive 29% 16.3% 48FETE 27.0%

BRCA1-2 Positive
26 1.6%

BRCA2 Positive
1745 9.6%

BRCA1 Uncertain 74
3.9%

BRCA2 Uncertain 945
5.1%

Uncertain &5t 1645 *
9.0%

Total
BRCA1,/2 178
BRCAT * Uncertain® P25 (ZBRCAL/25 14451
BRCAZ2 19




BRCA1/2Z 514
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BRCA1l

n=30

BRCA2

n=28




RinB DI NARIEFE EFR 3

AMNAFIEFE | B3 | BRCALE |BRCAE | Rt

s 4 (%)
S50 K il 126 26 % 12 % | 294
ASRE R 02 20 * 9 x| 304
A0RE R it 55 14 5 34.5
35i% kit 29 6 2 27.6
30/ R 6 1 1 33.3

‘BRCAIR_EZRIPIEL




BfIXEIZBITHEEHDY YT EBIRR 2010. 6—2012. 3
F i ER : F o

2 50 LLTF A5REELT  40ELIF  35ELLTF

N 565 278 167 86 28
vl ME VL F 73 59 42 26 12
BEEFRERTE 32 23 17 10 5
BRCALZEEBKRHAE 9 9 9 5 0
BRCA2ZERBHAE

hoo )% 12.92 21.22 25.15 30.23 42.86
BEFREBITE 5.66 8.27 10.18 11.63 17.86
BRCA1ERBRH 1.95 3.60 5.99 6.98 3.57
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BHRRICEESNT-RNEEDRELRRI
BHRR 17855

BRCAL1 BRCA2
L63X 9% % |5804del4 AR R

ZERHBE | 31T % ZTEBREHLHK | 197 %

BICIZ& xS f=Ashkenazi JewishDEIE B EEDH LRI ERE DI

BRCA1 BRCA2
185delAG 1988 |6174delT 1088
5382insC 1064
KRS IR 7985 |KEZLKIEH | 4443
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BRCAl1 (22) BRCA2 (14)
L—LT Tk 1239 delA 3423del4
1343delA 5903dell
1406insA 6696delTC
2508delGA 8817insA
2730delCC 8896delC
2798del4 EX11del5(2173X)
2805delA
3561delG
3699ins4
575delCA
589delCT
T RERE Q60X Q2893X
Q934X R2318X
Q1721X R2520X
R1835X S1882X
S2670L
S2835X
SR RER C24Y
C64R
RITZA 29 IVS14-2A>G P3039P
IVS17+3A>G EX23 9345G>A(splicing)
IVS20-1G>C
S—oT)—ay exonla-9 %k

exon20XR %k

RIIEEDIELA
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