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TaBLE 3. Errects of HERITABLE AND EXVIRONMENTAL FACTORS v CANCERs AT VARIOUS SITES,
AccorniNG To DATA FROM THE Swenist, Daxisi, ann Fraxvisn Twix REGISTRIES

Sre o Trre ProroaTiON OF VaRiance 195% CII® Fit OF MobEL
SHARED NONSHARED
1 4 INTAL ¥ ENTAL
T EIETTARLE FACTORS FACTORS FACTORS ¥ (dn I vavur

0.28 (0 0.51) 010(0-034) 062 (049 0.76) 89 (38) 1.0
0.35(0.10-048)  0.05(0-023)  0.60(0.52-0.70) 258 (38) 093
0.36 (0-0.53) 0(0-0.35)  0.64(047-086) 05 (3) 092
0.26 (0-0.49) 0.12(0-0.34)  0.62(051-0.73) 281 (38) 0.88
027 (L4-041)  0.06(0-022)  0.67 (0.59-0.76) 101 (18) 093
0(0-0.42) 0.20(0-0.35)  0.80(057-097) 0.3(3) 096
Curpus uterit 0(0-0.35) 017 (0-031) 0.8 (064-DO8) 6.6 (18) 0.99

Ovarst N0 -0.41) 0(0-0.24) 0.78 (0.59-0.99) 6.0 (18) 1.0
Prostare§ zv_usu) 0 (0-0.09) 0.58 (050-0.67) 26.5 (18) 0.09
Bladdert ' 0-0.45) 0{0-0.28) 0.69 (0.53-0.86) 1.7 {3 .64

Leukemiat 0.21 (0-0.54) 0.12(0-041)  0.66 (045 D.88) 0.0 (3) 0.99

*C1 denotes confidence interval.

1Data for all countries and both sexes are pooled because of small numbers.
$uta are for women only.

§Thata are for men only.

TABLE I. Odds ratio of developing prostate cancer as a function of
family history among first and second degree relatives of 263
patients with prostate cancer and 263 control patients from
Kingston, Jamaica

Type of
Relative NoJTaotal Odds Confidence P
Affected (%) Ratic Interval Value

First degree
Cantrols 15/263 (5.7%) @ 1.1-4.4 0.014

Patients with 30/263 (11.4%)
prostate
cancer

TABLE Il. Family history of various
malignancies in 263 patients with prostate
cancer and 263 control patients in
Kingston, Jamaica
Type of Patients with Control
Cancer Cancer Patients

5(1.9%) 3 (1.1%)

Colon

Lung 7 (2.7%) B [3.0%)
Uterine 10 (3.8%) 7 (2.7%)
Breast 16 (6.1%) 18 [6.8%)

Other 3701 ] 35 )
Prostate S0Q11.4% 15 (5. 7%
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Case reports in

Roofs of Prostate Cancer in African-American Men
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EUROPEAN JOURNAL OF CANCER 45 (2009) 2168-2179

available at www.sciencedirect.com

“s;* ScienceDirect

journal homepage: www.ajconline.com

Trends in cancer mortality among migrants in England
and Wales, 1979-2003

Seeromanie Harding™", Michael Rosato®, Alison Teyhan®

Table 1a - Men 30-69 years: All malignant neoplasms, and lung and colon cancers by country of birth and time period.
Percentage change in the death rates and 95% confidence interval (CI).

Percentage change in cancer mortality rates

Change between 1989-93 and 1973-83* Change between 1999-2003 and 1989-93°
Fa a5% C1 % 95% C1
All cancers
England and Walss 93 {-10.0, -8.6) 0.4 211, -198)

Jamaica 114 17,269 19.8 7.6, 332)
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1. Are increased prostate cancer
incidence and increased mortality in
Jamaican men genetically linked?

12



BRCA1
BRCA2
HPC1
AR
PCAP
HPCX
CAPB
HPC20
MRS1
HPC2/ELAC2
CHK2
RNASEL
NBS1

CAG Repeat Length

=18 18-21 =22
in = 83] In = 127 n =114

Race
% African-American
% White
Gleason scare
%8
%L=8
Poas level
% < 10 ng/ml
% = 10 ng/ml
Stage
% stage A-C
% stage D

350 333 30.4
15.9 29 51.2

249 354 0.4
289 249 4é.1

221 335 443
8.4 a3 382

21.5 33 45.4
29.8 37.2 331

Bennett et a
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BRCA Genes

Tumer Suppressor Genes

}m

Chromesome 13 Chromeosome 17

Breast
Ovarian
Pancreas
Melanoma

e Knudson Two-Hit Hypothes

First hit in germline
of child
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Non-carrier
BRCA1 carrier
BRCAZ2 carrier

806 (96.9) 447 (98.5)

6(0.7) 4(0.9)
20(2.4) 3(0.7)

1.00
0.38(0.05, 2.75)
3.18(1.52, 6.67)

15



of prostate can

Total N (%) 806 (96.9) 6 (0.7) 20 (2.4)
Median age (range)

Gleason score < 7 (%) BRCA2 P - O 0002
Gleason score 2 7 (%) °

Median PSA (range)

e BRCA1: P=0.71

XRT 493
Hormone therapy alone 35
Chemotherapy alone 1
Watchful waiting 34

er Disease

Death From

.-¥ Other Causes
- Clinical
Metastases:

Noncastrate
Clinically /

Localized —» Rising
Disease PSA

—
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Biochemical Recurrences
No mutation 354 (43.9) 8.7 4560.3 1.00
BRCA 1 mutation 4 (66.7) 23 19.6 3.08 (0.98,9.69)
BRCA2 mutation 11 (55.0) 2.6 72.4 2.62 (1.34,5.15)
Castration Metastasis
No mutation 149 (21.2) 17.2 6669.0 1.00
BRCA 1 mutation 2 (33.3) 10.5 49.9 2.01 (0.28,14.52
BRCA2 mutation 7 (35.0) 10.5 139.9 3.25 (1.39,7.64)
Death due to Prostate Cancer
No mutation 91 (11.3) 22.0 7036.2 1.00
BRCA 1 mutation 3 (50.0) 13.0 54.0 7.19 (1.72,30.16
BRCA2 mutation  5(25.0) 13.8 161.1 6.00 (2.26,15.91
Death due to Any Cancer
No mutation 132 19.1 7036.2 1.00
BRCA 1 mutation 3 13.0 54.0 4,10 (1.00, 16.87
BRCA2 mutation 8 12.5 161.1 5.74 (2.53,13.01

RCAZ2, a germline mutation, predictec
creased risk of prostate cancer and a

e occurrence of aggressive disease.

17
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15721048 145 7.7x 10
152660753 1327x10°
159364554 12155x 10"
rs6465657 119 1.1x10°

Haiman et al. Nat
Yeager et eal. Nature
rs16901979 152 1.1x10°  Eeles et al. Nature Geng
Haiman et al. Nature Ge
Yeager et eal. Nature Gene
156983267 1.259.4x 10" Eeles et al. Nature Genet 200

Gudmundsson et al. Nature Ge
Haiman et al. Nature Genet 200
Yeager et eal. Nature Genet 200
Eeles et al. Nature Genet 2008
Thomas et al. Nature Genet 2008
Eeles et al. Nature Genet 2008
Thomas et al. Nature Genet 2008
Thomas et al. Nature Genet 2008
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Inherited genetic variant predisposes to aggressive
but not indolent prostate cancer

o L ..’.‘L‘i.t,-‘ﬂ“m.‘,:‘i_n.,;"ﬁ oy iyt
Jufey 8. Towee, Dot D, I o v

e e e S e s i ) g
T e S L S e T overdiagnosis...a
et e b

e e, P i, A B008
oy - mortality by identi
(AR} Mant o S cwvowrs mw mndomet aad e n "y I " ot Sy 5 eane . . .
D PO e ey : = with aggressive disea
iy ekt edicn ovardn s and ovartrimen: o ey .
T e e e requiring aggressive
R o et el oy~ i e oAb oot treatment...”

oo with d St ey () o i, e s ke
X

target PSA-
cancer screeni

naats
o, sty b s s s 1 i il
'(\F-hl-q_l

wasic
-.!_...._, S

seeiason | osrwsi | 608 | Glemoes grace| e

=md g R

o mm it United oo, with m commend 102250 new daeer, wd de h*-nl--du-n-—l-_'
e du e, -—e i b whom of 24 e da-

o s S, o poous S A Al e e
CAFS Six of dame 74 SNR wee maimat

préme

¥
. " o Siibam %
0 e i (T o bt o e sobocirn i3 o s st i 18 ks < ot

o e Eo e o e S
Fumee ani e U8 pmvale siam o crere e il
send v g

b bl 3 M, e MR cmrad smn 5, B3, R0,

o a3, W, s MLt e .

----1-}..__-

e
e i

[EEUP——————

cy of risk variants va

SNP Chr./Nearest ~ Allele OR (95% CI)*/ Risk Allele Frequency Pooled
Gene tested (2,768 €a/2,359 c0)
Alnca!\ E\I'N)Peal\ Latinos Japanese Native
(603 ca/572 co) Americans Hawaiians
(860 ca/S’?S <o) {468 ca,-’419 <o) {725 ca/684 co) ({112 ca/ 109 co)
rs721048 Egls A 086 (059-126) (.87 (067-1.12) 149 (1 19-1 87)  105(071-156) 052 (024112) 108 (0.94-125) 026
BP1 0.05 019 04 0.09 0.09
rs2660753 3pizl T 097 (083-114) 106 (081-139) 115 (IJ 94-1 40) 130 (L09-155) 094 (0.56-1.57) 111 (L01-1.21) 0.034
0.46 0.13 020 024 0.18 026
rs9364554 5 ?2.52:3 T 1.10 (0 82-1 48 106 (086—1 ) 115 (0 95-1 3% 109 (0 93-129) 107 (0 69-1 68) 110 (1.00-1.21) 0.062
022
rs10486567 152 G 118 (1 m-1 4 150 (1 19-1 89) 119 (1 m-1 ) 114 (nss-l 48) 125 (n 8:3—1 89) 123 (1 12135 211077
Fl1 070 0. 47
rs6465657 7 1;11% c oa (u 72-1.14) 108(089-1 3) 094 (u 7s-1 12) 10«1(082-1 33) 098 (u 65-1 49) 09 (u 99-1 ) 080
1510993994 10q11.23 T 1l15(l]90-124) 115(096-139) 106(090-125) 126(1!]8—1 48) 110 (075-161) 113(104123) 31 x 107"
MB 045
rs12769019 1 236});3 G 1.20 (0 9@-1 47y 112 (090-1 39 100 (0 83-1 21y 143 (0 ?5-2 76) 142 (0 68-2 95) 111 (0 99-1 25) 0.062
0.24
rs7931342 11q13.2 G 112 (I]‘}Svlaﬁ 128{1!15-155) 1.27 (1.07-1.51) I]S‘?{I]?S-IIIS) 119 (I]?‘)-l 80) 113 (1l13 1.23) 84 %1077
037
rs11649743 ;,1:»3'1123 G 104(079-133) 1u5(uszlas) 129(104-161) 108(09112?) 096(065-1-11) 110(099122) 0.067
0.
2430796 17q12 A 0.9 (084-1 18) 144(1 18-1.74) 126(10?150) 10«1(099-1 22) 123(0?9-190) 115(106125) 9.1 = 107¢
HNF1B 0.35 0.48 0.57 0.64 0.53
rs1859962 17q243 G 101 (086119) 100 (083-120) 110 (093-130) 106 (089-125) 103 (n 69-1 52) 104 (096-1.13) 035
032 0.51 0.60 026 0.56 0.42
rs2735839 }(1&213 G 080 (067095)  133(1.02-175) 115 (094-140)  121(1.03-1.41) 091 (IJ 61-1.35) 1.06 (0.97-1.16) 020
3 071 084 077 0.58 0.51 0.70
15945572 Xpl1.22 A 134 (105171) 125 (095-166) 132 (098177) 125 (0.86182) 165 (n 61-4 46) 131113151 26107
10411 026 035 017 008 019

Waters et al, Cancer Epidemio!




. Yoruba people of Ibadan, Nigeria
2. Japan

. China

. U.S. residents with northern and western
European ancestry
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The 1000 Genomes Project:

23



VOLUME am - WUMBER » - WARCH 1 smre

JOURNAL OF CLINICAL ONCOLOGY

GINAL REFORT

Finasteride to Prevent Prostate Cancer: Should All Men or
Onlya High-Risk Subgroup Be Treated?
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PARP Inhibitars Show Promise Against Matastatic
Triple-Megative Breast Cancer in Farly Studies
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