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PO BIRE ORI EAEZ SN D, ThbL R BEDOY A2 7 77 5 —& LT, Mk,
BN, LR EOHEERICHEHT AN, B4R (W FIvA) RHEREE (M) 7o
oxFL YY) ZREOWERT. EMALEN. %25 0N von Hippel-Lindau (VHL) #%5%
Birt-Hogg- Dube JEfERF ISR E I N L BIERN T2 EBFEIF S, HFE, FESHETA NI
A TH MGG - WS - ARG - BREE B TTIOERERE T A 2 EAMER I Tw 5,

ZZT, INLOEFRHRZHE L, BRTPHICEPLIMEOLE 2 —2 L7z,

FEENITE L LT, 1 < 5 N-ethyl-N-hydroxyethylnitrosamine ¥%5-5 v b & F\v 721t
FRWERTERENEET LI EPME SN TV LA, &I THE S L7z promoter 2°
PR RLE ) V7 LTV EAMETH 5,

Tz, BENLOERN OB, EFREMOIF— A5 74 — 12X 5fEHRAT O
ERE, Bk L7zflie D) X277 7 75— Shzh, S FRimmises LT, R
(REHER) 72/ —)V) OFRBEHICBITLFHE) A7 ORTORELZEDH L, BRI
OFEKNE LT VHL BIETORESPEZ LN TWED, ZNSDORT-H, B T I5EERE
DOEEZFIERITILOMHIZIINTESL T, 5HROMPETDH 5,

HTF. BERS T~ =D =L BEEDRA ) —= v 7, Sz i, BREEEE~ —
H—OBRFIFIED SN, ESHICEEFRBIEDOE) AT HOR 7 ) —= 2 7 %
HED1 2L ) 225 58K TH 5%,
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S RT YL [RERBEOTE
B AREFBHDEEAMITT

EAK O EAL REE 2
WK BRESSR  WIREGF

HIZ GO BIR S X BB RIS T 2EFAT— 51k, PHi2EXS LTEETH S,
F/o WV ARVEVEZERTH Y, T Fa s BRI T v Fa g
BRNTDHLEVIRFEEZAL VS, SNHDZER6, BIVEEO—KTFHiL LT, —
BADZG L LCid, BEHEEFLETDEIM4 TASANVOYGEEIZ L B TPRid, F 72,
RIEED D 5 high risk EFICBWTIE, L7 ¥ FaFr VEEICX D2 FPEETH S, 2
NETOEFEN, BN T2 28 F 2, EEEERICBWTINDS ZFEET 2 KB
%2 25 MLIEBEBA T b TW 5,

BV TIE, STRETIKEYIVE, LV, E¥3IVD AV 75Ky, Jax
YR EESMRR BN E KBRS VEE SN, i, ¥Y IV E &L Y EPEA L7z SELECT
(Selenium and Vitamin E Cancer Prevention Trial) BEOASERAHE S N-h, AEL
FHRBEIEOSN o700 REA VISRV GERHEINTEY, 25 TDH equol 13
WHITE LIRS BEET 52 b, FHNMAOFREL L Z LI TS, —H,
T v Fuer  Hob5 a-EiKEEHERICOW TR, LI24rb L7 finasteride 12 & %
PCPT (Prostate Cancer Prevention Trial) FRERC. 7 1% ORIV IRIE OFEEZ 25% T S
5 EPMEINT VS, ZOMFETIL, iBHEE T high grade cancer 25% { & 5117225,
FOHOWMFICL VRN HEORBETH L EPHALNERoTWE, X 5T, KIEITH]
VIR AR SR 2 R & L Cii b7z REDUCE (Reduction by Dutasteride of Prostate
Cancer Events) iBEROFERDW S5 & % 1) dutasteride (2 & > T 4 4B ORI LIRAE D 5
A3 23% A L7zo TNHIZE Y 5 o ol E SR IR 2 TR 5 2 L A%E &
N7ze 72720, FPHREOREEILIAMBLOHNRETLHERIIOVTIIHRES O AHD
bho Ky RTIATIE, BRIZBT ZENLBIE T OFEEKIZOWTHBERS,
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Networking in Human Genetics and Genomics Research in
Asia-Pacific Region: Experience in HUGO Pan-Asian SNP
Initiative

Sumio Sugano

Department of Medical genome Sciences, Graduate School of Frontier Sciences, The

University of Tokyo

Background and Purpose

Scientific collaborations among Asian countries are not so frequent in previous years.
Usually, multinational scientific researches were lead by western countries and Asian
countries rarely took leading roles. Such situation is slowly changing, as Asian economy
booms and as each country increases the support for the scientific research.

Completion of Human genome sequencing opened a big opportunity for both basic
science and medicine. Humans are similar but also different in each other. Human
genome sequence can provide a quantitative major for such similarities and diversities.
The study of human genome diversity gives the clue to the diversity of the susceptibility
to disease or of the efficacy of medicines. It also can tell about our history, how we
migrated and mixed

Asia-Pacific branch of Human Genome Organization (HUGO-AP) has pursued to set up
Human diversity project with the regional initiative. HUGO Pan-Asian SNP Initiative is
the fruits of such effort and now generating significant results. I will present the setting
of this 11 country effort, how they networked and some of the results generated by this

integrated effort of Asian-Pacific countries.

Results and Conclusions

In order to setup Asia based Genome Project, HUGO-AP tried several attempt under
the guidance of Dr. Sakaki who was president of HUGO-AP at that time. First serious
attempt was made around 2000. At that time there was no local Genome project in the
region except in China who joined Human Genome Sequencing Project. The natural next
target at that time is SNP based disease gene hunting. Although Japanese researchers
promised to provide technology and fund, it did not stimulate the researchers in the
region to join the program.

By the end of 2002, many countries in the region started their genome related
research. Big program were started or expanded in Taiwan, Korea, Singapore China and

Japan. Thus, many researchers in the region showed interest in doing the collaborative
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research. Although the most people and funding bodies were interested in the disease
related research, it soon became apparent that the conflict of the interests was too high
among the interested parties. HUGO-AP eventually gave-up to form join projects on
medical related subjects. We decided to focus more on the basic aspect of population
genetics. We needed a certain amount of data in order to give impact on such area and
the cost of such amount was not funded for basic research at that time.

By 2004 the cost of SNP typing was dramatically reduced due to the chip-based SNP
typing. Also, at that time, the infra-structure for typing and analysis was set in many
countries in the region. Thus, the cost of conducting the research became less because
we needed only samples and chips for typing, not extra machines or personnel. With the
support of Affymetrix, we could trim the cost father and many groups could participate
the project this time. Under leadership of Dr. Liu in Singapore, we formed HUGO Pan-
Asian SNP consortium. This consortium operated very democratically every group had
one vote and the consensus was sought as much as possible.

We collected 1,953 Pan Asian samples from 73 populations plus 4 HapMap populations,
encompassing most of the major linguistic groups in Pan Asia region. We used
Affymetrix 100,000K SNP array to analyse the ethnic differences. We used 58960 SNPs
on 22 autosomes and X chromosome for the comparison. Analysis in this scale using the
regional samples were only possible by this group.

We are now preparing for the publication of the result and also for the next
project. Interestingly, many groups in and out of Asia-Pacific region are interested in
joining. These groups include the countries in South America and Meddle East. The
infrastructure for the genome research is rapidly improving in these countries lately. As
the Asian countries in early 2000s, they are very excited to make their international joint
project in genomics area. Although this movement are some what slowed by the recent

economic crisis, we think the trend will continue as did in the Asian region.
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The Nrf2-Keap1 System and Cancer

Masayuki Yamamoto
Department of Medical Biochemistry, Tohoku University Graduate School of Medicine

Chemical carcinogenesis is tightly linked to the adaptation mechanisms equipped to
our bodies against environmental stresses. Our bodies must readjust themselves to
counteract insults originating from oxidative or xenobiotic stress from the environment.
We found that Nrf2 is essential for the coordinated induction of cellular defense enzymes.
Detailed analysis of the regulatory mechanisms governing Nrf2 activity led to the
identification of a new protein, Keapl, which represses Nrf2 activity by binding to the
N-terminal Neh2 domain. Electrophiles liberate Nrf2 from the repression by Keapl and
provoke the nuclear accumulation of Nrf2, suggesting that the Nrf2-Keapl system acts
as a sensor for xenobiotics and oxidative stress. The hinge and latch model proposed
for the Keapl-Nrf2 system describes the regulation of nuclear accumulation of Nrf2
by a Keapl-dependent E3 ubiquitin ligase and its response to oxidative and xenobiotic
stresses. We recently found cancer-related mutations of the Nrf2-Keapl system. These
mutations are concentrated in the Keapl-Nrf2 interface and act as activating mutations of
Nrf2. Cancer cells acquire protection against the environment and cancer chemotherapy
reagents by activating this pathway. The Keapl-Nrf2 system now opens a new avenue
to the understanding of the signal transduction and regulatory processes underlying the

cancer growth.
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Natural History, Treated Natural History and Prophylaxis of
Non-muscle Invasive Bladder Cancer

Yoshihiko Hirao, Kiyohide Fujimoto

Nara Medical University, Department of Urology

Urinary bladder cancer (BC) is the broad spectrum of disease ranging from low-risk to
life-threatening high-risk. For the quality control of BC management, the natural and/or
treated natural history of BC is the key for decision making of treatment strategy. It is
well known that BC is caused by chemical carcinogenesis exogenously or endogenously,
and nature of BC is categorized into two patterns, approximately 75% of them presents
papillary non-muscle invasive nature, and 25% presents non-papillary muscle invasive
nature. In experimental BC models induced by n-butyl-n-hydroxybutyl nitrosamine, rats
develop only non-muscle invasive bladder cancer (NMIBC), and mice develop only
carcinoma-in-situ (CIS) and MIBC, and both types of BC in dog. However, the mechanism
why different types of BC developed in deferent species by same carcinogen is still
uncertain.

To achieve better treatment strategy for NMIBC, it should be constituted with accurate
clinical staging, complete TURBT, reliable pathological diagnosis and long-term follow-up
protocol. The precise evaluation of clinical staging and biological malignancy of BC are key
factors to make the long-term treatment strategy at the time of initi al diagnosis. NMIBC
has a good prognosis, but has multiple nature in terms of spatially and/or temporary
recurrence. Frequent recurrence following TURBT may cause by non-visible small tumor(s)
under standard cystoscope. Progression of NMIBC mainly depends on its biological
malignancy that cannot be detected under ordinary pathologic diagnosis.

For the multi-institutional clinical trial of chemoprophylaxis following TURBT, the
evidence will be made in uniform condition. Minimally, the policy of TUR should be
uniformed as to complete TURBT that includes complete resection of all visible tumors,
secure resection of marginal tissue and certain resection of muscle layer under the tumor.
If the specimen is not containing the muscle tissue, or is not suitable for pathological
diagnosis, second TUR should be mandatory. Concerning to the accuracy of pathological
diagnosis, local pathologists have a tendency of over diagnosis both in stage (Ta vs. T1) and
grade (G1 vs. G2) when compared with that of expert uropathologist. However, it has a
little influence on the clinical outcome of s-BT. The follow-up schedule is very important
issue of chemoprophylaxis study, but it is the time to deserve a new look on the interval

of cystoscopic examination. In our previous trial of SBT-003, it needed average 19.1
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cystoscopic examination in control group and 44.1 in Epirubicin group to find one event of
recurrence.

Many clinical trials using chemotherapeutic agents have been done in Nara Urologic
Research and Treatment Group focusing on Epirubicin since 1990. It is concluded that the
recurrence could be controlled during the instillation period, but recurrence were observed
after discontinuation of intravesical chemotherapy. Despite the several degrees of adverse
events, the main stream of prophylactic treatment following TURBT has been shifted from
chemotherapeutic agents to BCG gradually. Intravesical BCG instillation seems to be
effective for both treatment and prophylaxis against s-BT.

From Jan. 1985 to Dec. 2003, total 472 cases of s-BT were treated in Nara Medical
University Hospital. Non recurrence survival rate at 5, 10 and 15year was 67%, 60% and
56% respectively. Progression-free survival rate at 5, 10 and 15year was 92%, 88% and 84%
respectively. With the multivariate subgroup analysis, multiplicity and shape (peduncular/
sessile) have significant impact on tumor recurrence, and grade (G1 versus G3) and shape
have impact on tumor progression. Among 472 cases, 204 cases underwent TURBT alone.
Non recurrence survival rate at 5, 10 and 15 years was 63%, 59% and 52% respectively.
Progression-free survival rate 15year was 96%. With the multivariate subgroup analysis,
only multiplicity has the impact on tumor recurrence in low-risk NMIBC.

From our data, the factor influencing on recurrence is tumor multiplicity, in other words,
invisible mucosal lesions at the time of initial TURBT. The factor influencing on progression
is tumor shape (sessile tumor), i.e. invisible submucosal lesions. Frankly, the former is
caused by limitation of standard cystoscope, and is requiring novel photodynamic diagnosis
(PDD). The latter is caused by limitation of standard pathology, and molecular makers
available in clinics are anticipated in future.

Since 2006, PDD using 5-Aminoleuvlic acid (5-ALA) introduced to TURBT in NMU.
TURBT with PDD is effective for prevention of overlook small and flat lesions, confirmation
of complete resection and the detection of CIS. Preliminary result revealed that the
sensitivity is 96%, and specificity 64% in 263 bladder specimens. The VTR of TUR under
PDD will be presented.

In conclusion, s-BT is clearly categorized into two groups, low-risk and high-risk group,
but initial treatment is the same, TURBT. The cystoscopic findings, such as solitary/
multiple and peduncle/sessile, is the key point for decision making. The factors influencing
on recurrence, progression and prognosis are depending upon the initial management
based on the knowledge of treated natural history including prophylaxis, and the skill of
complete TURBT.
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JENEHE 133 61 72 & 1,523 Bl O BB AT S 7z 2D 9 BB W IR B RE 359 1.
B e 145 B, B ERAERE 19 B, BIAZBRNE 65 Bl 7 & 594 B (583 004%) T. 39%
D7,

[ErsmiasiE] 354 61 (986%) A UIER XA, Stagel %283 B (86.0%) % disd7z. YIKRHBID
10 FFAEAF3R1T 97.1% & WD THAFTHh - 72,

[BEREE]) 1760 (895%) 2sUJkR S, Stage0-1 A6 1 (38%). stage2 A1 B (6 %),
Stage3 + 4 23961 (56%) Tdh o7z YIERBID 10 FAAFEIL 55% THh - 72,

[(BEbesz] 143 61 (986%) YIS . 2D 95 5 137 Bl (945%) & TUR-Bt 23Hif7 & 17z,
PRI PEBIE 17.8% . RAINAZ B EGIE 85% Td - 720 WIKRBID 9 4EALERIZ 975% &
WD TR TH - 72,

[FiZBRRE] 10 61 (154%) 25WIBR S, 5161 (83.6%) (N ILERED AT S 7zo il
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545% T - 720

[ZOMOEMEEE] BEANVF 2 A4 F1LEL BEED 5B 1FL BIEHE 260, BBtk
ORWIE 1 HIAFER ST b OIS iz,

[F&0] BWREHE. BB EERZ CRBIEICEAINGIETH S, FiIC, B
Pesa X R RBIL . TOTFHLEUETHY ., MBORENHHFTELETHL LR
bz,
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FEB DI EIE IR L 67 7 H T, #E5E 3B, MIKGE 8 Bl & R, 5 FWAF R AL
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(i) NEEIES CH - TH B O REMEATE WA RYEIES; & OEIIIA S Th L. IH#E
FE ORI L CEFRAEHREMEITRETH L, €O—F. PE%H5 pT 3L L
DOWFEEEZ AT 500 SFICE S LERH L LEZ LI,
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Survivin splice variant DF R4

OFS: W NS 2SS RN 41 I & SN % N+ SN 117 T Sl i *
SERFRFBE PR TR W IR AR08 T R A A 2l

[Hi] b i Apoptosis inhibitor ® O & D T3 % survivin 28R E RIS 5 FH
7R g~ — 7 — 2% b 2 L 2l LT &7, survivin 1212 wild-type (WT) Ol
2B, 2a, 3B, AEx3®42® splice variant 3% 5 Z & S I N T b, SR
WEMIZIZB1) 5 WT survivin, survivin-2B 3 £ OF survivin-4 Ex3 @ mRNA 3 % &
L. PR o R R F I & PR MG T 5 L L B IEE Y- —& L ToT
HETE % #RET L 72,

[t 8] IR BEMILA S total RNA ZHiiHh L. w#idiz KIs 12 & D cDNA % &
L #i#efk & L 720 Tagman MGB probe % Jf \» 72 real-time PCR (2 & ). WT survivin,
survivin-2B 3 & ¥ survivin-4 Ex3 mRNA % 2 & L iR & ikt L7z

[#52R] 2 ¥ bo— VB B L TR Cid, WT. 2B, A Ex3 & b ICHRICHEE R
L. BEHEBIIWT >AEx3>2BTho770 &I, WIT TlE2BBI U AEX3 D56 %
DRBIEZHDOT, TWRBMEEE OB T, low grade B X ORI L <,
high grade B X OEBEBENNE CIEENENARICHEHESHEML Tz, BEEICE
9 AHJRH WT survivin, 2B QK L FFEFIIZNZFN, 835% & 94.7%. 835% & 921%
Td o720 F72, survivin & housekeeping gene T& 5 GAPDH & Ot %2 HwvwCTHE L
7o ERR D KGR AR B 7z Cutoff fHIZ D\ TIR A survivin ZH O B EEE B X OAREE
D2HHTHETI TOMMEME L2E 2A, BBV THEWEIANIZ® o 7225
WA BEIRO Lo 72,

[K55%] &b Survivin WT, survivin-2B mRNA ZBERIEO G H 2~ —H —12% 51213 T
3%, TRESOEMREOIREEICZ 2 W REMEIRZ S 7z,
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BT B2 S HEIDE 2 i 1 L AR 2 O A B % HE Yol TR L 72

(4 %8] In vitro 1238 W T Levovist @M £ 0 AR 2 MK IE O B SR SRR S L
Levovist 100mg/ml 7T T 88.6 + 5.7% OMINIIE % 72D 720 In vivo 2BV T b [AFEDHS
BTSN, HGNEROBEN I ISR EI I S 2 2 E RO b e do 7,

(REaw] B P E (AR R D S RS AT BE T b . AL TUR-Bt # O BEIBEIE S 1558
T & L CERRISH 2SR S iz,
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2— 1
?ﬁ.\"iﬂ%?ﬁ)‘%’l‘ﬁ%@wﬁ eI E BRY & U - AEBIXSBREf 52
1%

Ot 2", = —3Y MEARTY . il BEY T EEY =K EEBY,
HE mEY

SCHBHE T AR KSR AR BB

EY2 Ay 5 — DAMERERE Y S — A - FEHE
RBUSSER NG > 5 — D ATHfE > 5 —  BETHH®
A2 At "

[H ] Pk 20 4R EEIE 574 s ARFZEBN 4 [AS ARG Ol & & 0 J5ICB§ 5058 ] 9 (&
FERFZE%  HIRAE) 2B W T BIZIRDS AR DI TR R & 5§ 5 i 78 Tk %
BET L. BUHRHF CAIX 2784 1y MK & L7z, SEBI AT SE 0 920t % 5Hm L 72, Bl
HAZBT B EPIRDL 2 W %o

(U] [EB ] oEPUIIEITE A 5 NTBRER A IE C/NEORAER T RO MR 2 1572
BT RO CAREFT NICIRE SN Twv 2 ADEERAIEC/NEZ BB L, Al RIEC
Bahhh 2. FECHAERI 50 M EE T 5, X oL, [JEF] 1HIicoZ, 10
Blo> [RIHE ) Bl 2 324§ A T O RIEAR GRS 5 EIRT 50 & [EB] & [
DEFIZE 2HKUNE L, A—EEXTHE I 2 &M T 5, [FEG] 25N [RH]
Z2W 1oL Yy —3RES 5 1 KT ELEE, R4 - BEAH - EeH
WTHE L, MsZB 2R 5. MBIEZZEIITT 5. ZBHEOWILRPALTS »
A%, FUFEREREICL 20V 27 4 v 7 G52 e CGEHES %,

[ 2R] SEC/NEORRERFTIE, H95E  KEEEREHETHEICIR M 2 hagEz, B
At Y s —aEE TR T H %o EBI] Oixeid. RUARRT U B8 6. il
WX ORIV AL CHE R Z R L., 20 L BOE Lo 1 RS ZE L WO RIS,
SR SL R R SA IRB ZBE D%, M ERRIKIHZAT) TETH 5.0

[RiaR] BT B/, EREARGIKR, 1 KRS XS L EO R TR OB T
HO. DEB - D] o®Eid, SROBGEFT OREIKE T HRUTH L. Lill—
WX D THEG] ] Bodz Tidb H¥E O F LI DY ARRES DFECHRBA R RO P E I A 70
Thbo MWHZHIX OIS MO 72012, KHIX D BN 2078517 O - ER 2 E
WA REZTHET L TFETH %o
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2-2
ERTHRP AR TRAINAGIIREEEDTFEIC
2T

Odun #F L s 2 RYVBM EEY RS MEY ER AR
AT OBARY. HREOEAY, HE RSP, ML B A wR Y

BIRKFRF B R FERR S ITRHR Y (BIRERE) 1,
SRR AR REEHRE R

[HM] SRR DS AMRS TR S N7 RIS B ORRRR R 2 A L, MEd L7,
[5:] 4R Tl 2000 442 5 55-69 D PEE MBI total PSA & £ / t e& w7z
HISERRASAMRZ & AT LT b0 Al 2006 4F F TSR S N7z 249 Bl o BB & R
ERRRGHE 2 A L, AR eEH L7,

Ui ] 3T o B E DA NN O W IR 23 FFE PR TRl STz, Rls
BRI IC DV TIid 234 BICREFR S, Tla: 160, Tlc: 128 %1 (54.7%). T2 : 89
(380%). T3:116 (47%). T4: 561 (21%) Thorzo HEBEMI7H (30%) T
BHotze MPBBONEIRERSNDIX 233 61T, Tl7 1 13261 (56.7%). W
42 B (180%). WWHEED M 59l (253%) TdH o720 FEIFIZDOWTIZ 242 BlOTHE
DHERR S, P 54ES r HOBIEINE TR T 12 6] (50%). AiZBRFELCHIL 4
Bl (17%) THo7z,

Uiaw] 4l AiZBRDS ARG COS RSN L. S WE S TREZ AT 2 2
EDMRETH o720 WPBBICTIZIFILALDVRBRETH Y. BIENHEENIEITShTWD
BIDS% o 720 FIETHNIDTHTH Y. MZOFHEIRIE S,
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2-3
BIALERDP ANRRZICH T B Ky 71%32 - RIRIREZ DR
— % 20 FE AT EZEXFMBEOER, S

O=# —sk., s R, B A B M A SR Y B
EE BB W BRSOk fHiR

LRI SRR R A2 R A B R 2E W JERH UL IR S 1B 72

[HE)] 2AMZIETHIH COMBVTARE SNTVDED, MGEZRAM Ky 72T
ThbhTwbd, Mz ICBW T EKEomAE (LIT. WEMZ) 297hbhTH D,
WAMZDOZHRNZEIEL BRI A2 EIIREETH 5, DAMRZORBEEHICBWVT,
THA DA TITON TS MZOEGZIERT 5 2 LIZHEELRETH LH, T E T
i SN BRI T h o720 Pk 20 4R B RIS 2L M AR A & L TR S 7z miz i
WAL DZ B IR DOV THET %,

Dabge & ] BB CRABAMBICET AT v 7r— Millkxd, O ¥ — % v ML X
DQEMBE Z G E LEMERNAEL LT TR o720 F720 26 HHTH I X OMEZ %R
110 Fax 03 % R IR A 2 17 > 72,

[KR] 7o — b, 4 v % — 4y FAET3100 Ah 5, EHZEHAT 195 A5
M&EZELZENTRETH o720 I b, BHIZ 1097 ATH o720 7 ¥ 7 — MEORE
O OHETIE, WEMZER WD LRIV IRFARZ OZHHIL 128% L HiEd oh
720 WiRE LT, Wl TIZ57%. ARy 27 TlZ38%. ML TIZ1 % THh o7
WEERZZZHIL103%HFEAE L. MV RPAARZ E DAFHNE231% ThH 72, Thbb,
55 LA E D 4 N2 1 A28 PSA B % 1) T A FEED S I SNz, B FEM o
AT, WM TOZBHEIZ 42%. L EHKEHETIE68% (AB Ky 7 - BinESZED

G5t THY. T — FHAEORREIIKRELETED RN o7,

[#5aw] T HTAS DAL C ORISR DS ARRES O FEREIRDGR A3 A 70 < R IRAS A
DEBOIED) # M5 L THELER LD EEZ LN,
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Japanese Prospective Cohort Study of Screening for
Prostate Cancer (JPSPC) : HiEDBDTEEE Y 3>
(CH T 57 EBEDHRET

OFAREE . PHE — AV, kB>, g &% dfE 23 Bk A,
WA 1 gk A

BES R W RAFRE Y O RO BE IR 2L, iy ) = 2 )

[BH] piZBgesipt)i (PSA) 2 H W -Ri R RZ O CEK TR, S4E3 HD
The New England Journal of Medicine (NEJM) TJ¢% & 1172, European Randomized
Study of Screening for Prostate Cancer (ERSPC) DHfZefiHHiti T, ¥ 88 FE M DRk
MBI A7) — = v F ORI SE T E A%, intention-to-screen AT T i1 20 % K
Ty A7V ==y M0aryTIA4T7 Y AOMIERIZ 2T%IRT$5 & Shiz, UL, xt
BHOa Yy I4A—Ya Y ERBBIEHMOEI XY, PSARZZZIC L 2 HEOH T
s 0 - R T R B0, /NGl S LT w B, 2002 4E X 0 BFZE A5 IG & AL 72 Japanese
Prospective Cohort Study of Screening for Prostate Cancer (JPSPC) %X, H A2 B IF
LBMRG VAT LAZHET L ETHOTHEERENE O FA5aFx—+ThY), L7z,
ERSPC TiEB S 1172 PSA #i2 DFE TSN T &) 2R & MGE S 2 FHIERM 2225 Th %o
(5] sdguddeiiE, S LS. RIBFEED 50-79 BT &S HN IS
FRMICHEAET 5 ET VI & SEAZITD R WX 2 5% L7z, £ 7 VHIX TR
WpI P g Bl PSA BHEEIC X VB AT L, Mak— e dIZ, MZT7T—% GHlXo
M ARERMX % Bk < ) MV RAERFEDO T — 2 ZIE L, 5 BEGRE, JBC/hE
HEZITH o A, HEXY Y a v OEFVHIXICBIT S 7THEMORSHEEZHRET 5,
(5 3] 2002 4E20 5 2008 4ED 7 4T, 21550 ADA 7L< & 1 HdR#Z %22 L. 50 %
DLl oM QAR $ 2 BB 93.1% & e o7z, TAERMT383 A (1.8%) IZHIVIRE
FEDFE R I N7z,

(i) AR OBE LY ¥ a Y OETFIVHIX TH 2 FEGT OB HRBEFRIIMO THL %
0. SR INBHNINHER OFERL D EA TV S, 5%, 2012 4EEHIZ, JPSPC DA T
DYy v a BT A, WV CRELOMBIBEER R 2 R T LT ETD 5,
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2—5
WX T 1 HIvt > 2—ICH T BRIALRETER DEEKRAVIRET

Ok W, 5% ‘2. w8 R, Wi B
WA T4 Bt v ¥ — iR R skt

[HR] UBHC THAT S AT BREHER O . Wi E SR OWRAERING. B L O
] T8 O R PR B AR L2 D W TR 24T o 720

[ 4. J5Ek] 1999 459 A 45 2009 45 7 A £ TIo. B £ 7213 Mi% PSA ilIc TR %
N URRE S A A BRI AHEAT S 7z 781 Bl A RIS, HAIMETAEEIT-
72

[ 5] 4Edb I3 ILql 68 i (36-91) A:MkE PSA fliod siyifiiix 10ng/ml (0.2-10,263) T H .
394 B (505%) \ZHEAHMEH 720 Gleason sum X7 A b4 < 144 B (365%). RW\T
923113 (286%) Tdh-7zc PSA BIOJEMIIZEIZ, 4 < PSA < 10ng/ml Tl 345%.
10 = PSA < 20ng/ml Tlx 472%. 20 < PSA < 100ng/ml T 75.0%. PSA > 100ng/ml
TIX965% THh o 720 HPZW AT b7z 364 FIOWFRIE. 212 6] (542%) 5% stage 11,
58 Bl (14.8%) 7% stage M. 28 B (7.1%) 7%stage IV CT& o 7z, Stage II Tl 295% IZHE
BB AL BRFEBRAN . KT 27.1% 12 MAB 23T & 1172, Stage I Tl 36.2% 12 MAB,
RAT 29.3% 124 )V E R EGE T RIREE D3 IE1T S 720 Stage VT 87.1% 12 MAB 2%
AT E N7 B2 HDEMDPFETEIN2DRXTIBTHD, 95 246 (328%) I[THEHS
W S N7z, 8 2 I HAME] PSA 2% 20ng/ml L F OFEFNIZBWT, PSA velocity 13 2E#
R 50 A3 B PRI FElE L s ) 2 526 72 ((F34 3.93 vs.1.30ng/ml/year. p =0.06)
(i8] 4R CTHEAT S M2 B VIR O RIS D W TR L 720 BEERIAE MO T B 351F 5
PSA velocity 1& MR EBNS B WEBNCSH ) FHERZZEETAHZIC R L EEZ b,
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2—6
MeaL X>FaO—Ju{E. BMI PRI IRERERMEER, EME
(CRIFTHEICEHT 21557

O =k, &% | RE 0 i BA oK Bl sk BB
i wE

TRERER A BER W TE il IR A5 7

[H 9] BB R P, TR IS I L A 7 2 — b, BMI 2SR AE T 5220 ZE L7,
[J5i5] eI\ T 2001 4F 1 H 25 2008 4F 5 H o BV R 11 1 90 10l i 7B A4 & AT L
72901 Bl 9 £, PSA100 LLF O #[E A 445 703 IS DTy Wi 2 17 - 720 B BRAAR
Ptk L Bt EEICB T A, BML Iiiha L A 70— )b, 4, PSA &M/ S5 X — 7 —
WZDOWTORBEDRE 1T > 720 ARBADMENIE Mann-Whitney U -test 3 L OF y 3
Mg, BV AT 4 v 7 gz lnwCTir-> 72,

[R5 5] BRI B W TR RIR RIS B 2O A L | 4l PSA.PSAF/ T,
M3 LV ATFa— Vi, §iVIRERE. BV TZ 58, Rk RELOMICHELMHE%Z
R720 BMI & RERGIRAERNC BT 2OAMEE ORI AELRHBIZED SN h o
720

ML 2 7a— Wl E WIS, OB MESRIIA BT 34 %% Gleason score (34 &
WAL T AEIAIDSFED BNz 720 BMI2SEWHECTIIME 7 A M AT 0 VEAA B I
VATV RBERPAZICKRE L RDMEADPRO SNzc OV AT 4 v 7 RSBV TIE,
AZFUNREEEZEGOREE, BN LA E HICT L AT o= VENEWIT & Gleason
score (X LS9 2T AFED 17z,

[REam] Miirf 2 L 2 7 0 — U ATER T ST B B B 138 < e B I AYRED S 7z,
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2—7
BIALRSEEE (PSA) EXARKRKY Yy RO—LRD
TDBRER & DREE

OLi7 IR 2NN [ RN CF S SR TSR - SRS TR e RN TR AN
FoOERY ORI BT, RE SY, kE I KER—HE

WHTHiIMZ L v 7 = Bl R RGBS R E R PRI / PR RT - AR
WRMERES T > & — 7 B RS SRR R 2R

[Hr] T4E, EFEEEHRELTAYRY v 7 vy Fa—2a (BUFMS) 25%H Sh, K
IZBWTH MS 24 ORBOBEIMREFT SN TW5E, FL D PSAMEICHEZ S 2 5T
DOIFNTICHEEZ YT, 40 MS B X 02 Of%EFE L PSA OMHBICD EHE L7z

[ef 5 & 5] %13 20064E4 H 1 H X © 2008 4E 3 H 31 H T 2 AEMICE# TPk
YU —BLOBEBERZH Yy DA Ny 2 %25 LD PSA ZHllE L7z&OH
Ty BIZIRFE O REME DM W & E 2 5N 72 13906 4 (B4 TR IRFE BRI L. Ao
PSA 40ng/mL DLFO#), 4ERIEBEREHNIC L (49 LT, 50-59 i, 60-69 k. 70 LI E) .
FAERGEEC MS, BMI. DM. TG. HDL. I CDUEIE X OBERM) (CBILCPSA &0
BldPE2a Ml L7z (THE) . &b, BEPHICE LTI, FRER2SA R L Tw b 728, BMI
TR L7z (BMI 25kg/ m?LLE2SHEPH 85cm B AZHHYS) o

[#EHR] 228 048 (mean = SD) 1. 4E#i59 = 9 j%. PSA 116 = 0.8ng/mL. BMI
231 + 28kg/ m®, HDL 581 * 16mg/dL. LDL 125 + 29mg/dL. FBS 104 = 20mg/dL.
YW 0 125 + 17mmHg. LR BIME 76 + 11lmmHg T& - 720 MS #4254 % 1% 1313
% (94%). 4Bl PSA i o A Tid, MS @ A ( p=00037). BMIfE ( p=0.00).
TG (p=0016). PAFHMEM (p=000) & A ERHEZED, FEHBEREH O MS
BELIJEMS BEZ T 5 &, 50-59 7% T PSA @31z MS BED A3 E KM TH -
72 (p=0022), F72. #MEWERE PSA OMETIZ. BMI % 25kg/ m* T 2 B2 72
Bt 49 LUF & 50-59 7% T 25kg/ m 2 Bl L BEAT PSA O FIMENA EICK o7z (KD
=0.047. p=0015), HDL i& 40mg/dL T 2 #2550 F 72854, 50-59 % T 40mg/dL A #E D
3 PSA MEAME L (p=0.006). ILHEMIME X 85mmHg T 2 BEIZ /T 72354 50-59 i T
85mmHg M ERED S, PSA HAEETH 572 (p=0049), LA L. IGHHIMTE,. FBS.
TG IFKAEHE T PSA & WS 22 AHBIEED S o 72,

[#55E] 4 OME Tk, $F12 50-59 i D4 ik ¢ PSA fii & MS O &ML ZFE & OB A
RV EAURIE Sz, F72. BMI. HDL 25 MS O @& #E %72 L Tw 5 H d D PSA
EAME L 2> TR B DI Ly JRERITNE (X2 W 28 2 i 72 L T\ B /525 PSA il 1 &5 v 6
%R L7z
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3—1
BIALERD ARREZ TR O D - olmx

Odbd V0 JEFARR T, Sh 8> s ZRY L we B Y

=K EBY
TS TR HF IR e A IR B R 1L BURBIEF AL R A S R 2R )

[HE] RS ARG Z B # IR TH 5 Z L AVFRHITH %A%, FEBITIHIR
RHIRNEEZ: EDOTHIRBIERZ AT 222 HEDI L LI OTZZ L Tw5, DPAMEH»H
HTHhAHIENS, 1 RMZOH THIVIRIFEPURE (PSA) RIS B H 37 B R A
a7 (IPSS) % LA LEHHE LTRHTAILR—HMICIZERTHD, 2WHBRZ L L
TWIREFFHE MR 2 5255 L7z ISR 0 . BRI KIE 22 E om0 IE B3 4 Iy
WAV L ENLDOVFERTH S, £ THAVIRPAMRG 2 TRV AU ED X
) BRIRBB RO D o o EBET L7z,

[xF5:] 2008 45 B O S #RHF SR RS A % %0 Ubi % 2 ks & L T2z L7z 269
Bl e Lz,

[RER] BISZBRAT AL 46 BIIC RO 720 2 R T PSA density Z#H L THZ O
FALZ Mo TV B DS, fillis L O S WA TRl VIR KGE & 32 W Ll 2R B % Il S
THEBIA 107 Bl o720 205 BLHIRNEELR 2 HF L al 7ay h—7 %) L7IER]
Z 7B AR AT L ECER RS L2 RN A BITH o 720 T 2RIIRATA L BT
NCT % LW X B IRIFZW OB RO h o 72B D ASER DS 1 B 1) o BRI A B 4% Bt
AT oz SHICHEPANR2HEODP 5720, WIS T TRE RN OIRIEN 2T
WIARTHETDH - 720

[%52] DAMBIEORFERANEHWTH HH, THISHBIL T F 8% 2Bl
OWDL T ENVHRL v, FRICTERBIERIED - THIEMP R D O & & Ui PRI KE
DHEFEEEZ L WZZEDI L v, BRIOMERIZ I D PREEEZF L35 QOL DL
FEDSWHETEBHH, MVIREREEZ AT 5ZZEICH L TIPSS & X% FH LT FEIR
BHEIR 2 ZBIICIHEIR LT, 2RIRZUB OB M ADPEETHL BN, T2
RIS BRI O B OLFAE SRR T L) LEND S,
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3-2
RIAEKFZBRBFHO B 1T 5 PSA BEMREEDRER

OfFAEN. FElk  JER8 IH ez, = 520 ISP, ik B,
g AR PR BRI BER. RIE B—

WAL R Z2 PR 22 R R A

[HY] PSA BEHUBEIINNOEFEN 4 K54 LI2B VT, Y R 7 5 S RHE O R #GRIR
BeD—D &7 5T\ b, WILRFWIREFFHI BT A PSA BEHHEIZOWTHR A X ITHRES
L7z

[J5:] 2003 ~ 2008 4F (2 HAL R ZEWIR B3R B\ CTHRBYERT 2B O Z WO T PSA il
##1): (active surveillance) % 38BN L 72 27 Bl 2 R & U7z fbe THEMA: Sz 3P B X,
LIS Y B TR 12 7 B &2 520, iR ELEE 5 27 Bl o 42T o 2 7 {IIC Gleason
Score &I AR Z MK L7z, PSA BEHURERIGHE 1 £ 2 BRI, BAEMRZEIZEL 72,
[RESRIEBT X 57 ~ 84 1% (Il 70 15%) « 72 WilF PSA fiiid 2.01 ~ 19.37ng/ml (hJ¢4# 4.81ng/
ml). Gleason Score &3+ 3H 176, 3+ 42°8F. 4+ IB2HBTHo720 BlEa 7
20 BT 1 RDAT, RKTAAR, HAKEIZ 03~ 1lmm (FPRfl 1L5mm) Th - 720
T4 ~72 7 (P28 » A) TZEOMIZ ORI FAEME 2T, TOREE
FEIZ 4 B PSA B BRIk 2 B4R, 3 BIARIAH T (L dbfir 2 B, Heas it e g 1 41)
WCBAT L7z 2BIPBRBERENEICOWTHIRT TH 5, MIC 2 BIAFERZ &3 ICRG
W MRS 1B, A RES 1 6) ISRBAT L T 5o N WEREEABAT L 72 RE B
AFAE L e o 720

i5aw] S hloked ik, ERKEL 2w oo, FEElgEdi2 PSA B2 LA L 7-ES
RHBHERERDODIA IV TR R LT ZEZONAEMEZREBRL TV iv, HRANCHEA L
PSA BEHIRE QIR DU E L EZ OGN b,
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3-3
RS REER T BT AR 2 ERHTR OMEREE ICEI T 21857

O il 'HBF MeE, = AW Hb k. Reb 6. EE OEA
MRS 27 T R 2 B

[Hi] PSA X 2MB A LR, 4 TR S 125 BURVERT IR O e o 8
AEL L TSR WBEREHR%ZO ED FPHiOBEMEIH L TETWw5, MR
F L 2R AR AT IR AR R BT IS B W TR T S h X Th b, —F
VAR, WMRBFHERIC B W T D EEE L W IBE T NE A Sh, Fer RIS
Jegs PRI AR (LRP) ICILY LA TWAB, £ 2T LRP M7 L 723 B O 2 kA%
REICEE N 2 4 C, 2K T8 X O PDE 5 BESROZEFHRS 2T L 72,

[J53:] 2001 4E 1 A A5 2007 4E 12 A £ TO 7 SEMICHTIT N Wb 2 14783 LRP 2 1
FTLZZEBIO D B, WRTEOERGEICE T2 7 v 7 — MRAEICRED D O . Mrai ks d T
RETH - 72105 B CE¥ERE 65 %) ZRGL Lz, i 1220 HHoMEEE, UTo
HHS bbb, Fki. BML #iai PSA . #iiai HEF- 546, #i vV REA . SIES X 0%
PRIG D AT e, PR, BRI o4 M & OB %GR L 720 RWT, TR IC PR RE
# HYT PDE 5 BHEHE 2 Wk L 72EF) &2 6 R & U CHRIRARE OB & i PERR R PR
WZOWTHME 2 A 720

[J5i] Wtk ORI IZ. WRT o TIEF- 518 & MfRGE RS BB % RIFLTw
7o FRRREAFEEZ . WAEAS (14 60) . FERAE (49 B1) B X OHHIFEEAS A BEIBRB (42
Bl) CHET AL, WHRMRERERIIZNZN5T%, 24%B XU 16%TH Y. WESF
BICTHTRIERRRED A BICEE TR SN Tz, 72, PDE 5 fHEROZSFRIE, ml4
PEEIBRENCIE L. WHlB X R RIS BV THRICEMETH > 720

[#55] LRP AT A O MEREREICEE L Tk, W ARRAE 2SR R PR ISR T - 7225,
FrARAFEIC B \VCId PDE 5 BIER 253 5 2 & THRREGE s IfF T & 72
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3-4
RERESR T AU AR & HEHT - “RAZBEBOIY6IEE" IC£5
W& R R T DOREL

O® A BEEEM, foc 84, b BRF A BE. A SR
RBREER R UAIR AT - S8 PR A7 Gl PR ML R A k2 B

[H] BRI B B Mt O IRIENE, BEREGE T Al IR BRI B U 2 i i IR 2k
BOFHNFIIOWTRS T, RfICB I 2RDKRELFEO—DOTH S, SHFK 4 1L,
Wik TIT o> T\Wh, MR RO 2y 6 HE" OFBEKHEZ W &KIICEAT 5 ;
QWIS 2 0T KA ZIRAT 3 5 ; QW ARRAFN & #1735 % ; @ AR 2 T Y
ZOAE L BEESEER I & #E G 9 5 (BEIESEERM 0 RE) ; GNREAREIRE % v K (36T
3% ; 6 Denonvillers il &2 15153 2 (FBIRIREFEKIH. Denonvillers Y)W, 3 X 0%
Bt EM RSG5 5) (B EDH T, TOWKOFMIOESMATLLE LB, INET
DFAMHER 2 Gpl « RSSO 2 6 HHIERATHE & Gp2 @ IREZEE WD 2> 6 IHH
WATHED 2 BEWZ T E s 2BERIC B 5. IRESEFRIR)E & L) L 72,

[J7:] 2007 4E 6 A2 5. 2009 4F 2 H ¥ TISRBUERFR IR SR THiAT L 72 IERESE T
HV R ARG ERANRES] (53 ) 1ZDOWT, WHEEARE  (Gpl : 37 Bl) &, "R R ESEEK
oavy 6 HH" KiATHE (Gp2 : 16 1) @ 2RI T. WBRIREEET PRI R IO TIHEMR
L7z

(3R] Wit 10 H H o JRIEESE (—HIREEER / —HIR&E), Wi 1 » HHOR Sy R
BEL BEO, W6 » HHDOR Ny FERBEE RSy FASHEGE / SHERE) @ 3
WHH 2 3HiifEEE & U CTRKREZETHR R Z MG L7z, it 10 H H OJRJEESR, [Gpl vs. G2
=414% (range, 0-89.6% ; 1st-3rd QU=18.6-61.1%) vs. 186% (range, 141-73.6% ;
Ist-3rd QU = 344-36.1%). P =0.0350]. it 1 » HH®R Yy FEHHEE. [Gpl vs.
G2 = 8 (range, 0-15; 1st-3rd QU = 4-10) vs. 25 (range,1-15; 1st-3rd QU=1-5),
P =00057) & ¥, REFEERO 3 6 HH TR ICB W THE RIS ZIRESEOYE %
R, REFEEEIR O 3 6 W H MATHECTIEM 2 6 + H HIZHB W T 82% DHe Bl TIRIEEDNH
KLTBD (vs. 222% in Gpl). WREZEFEO 3V 6 HHIIMEOIREEEDOYFHIZH S H
WCHERTHB EE b,

[#5aR] IRARZEE O 2> 6 HH X, WERORIEZLGET 26 FRTFR L 7 5 W HEE
IR I N7z,
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3—5
T1c-T3RIMAREICKTI2E~Y—PH—6tHA3RTTFEFAEE
DEEERIIRET

OWR #3E", Hk ®EY, RE ek, H&% w7V MH kU 0T B
LA G SN ST L NS ol N = SN ) o~ N 1 B E5 N = Vi

TR PR MR IR e R 2 - B - BBAAEL Y IR IR e o ™

(FA5] BUSHERT IR 3 5 3 RITIFEARIRS 2 22412479 720, BV IR~OfiE % B
BhB Y, HEEREN R EOEFMAMOMEE LT 2L R lifTT 2 LELND 5o Ykt
Tk, BIVBRNICE~ — 7 — % 3 E LSRG 2 M % 2 & TR E oM R E
S>TW5b,

[H#] BEHCBT AT 1 ¢ - T 3RS 54~ — 7 — P 3 RICHERRS 0 5%
B, HERERIZOWTHRE L7,

[xf g & 78] 2001 4E 4 A 725 2008 4 12 H % TIZ 74Gy HHRES % 7 L& 2 72 64 Bl EF
T fE 7 49 B (BREHHISFAME 433 » A, AERH Al 74 %) ISV THRE L7z, &Y A
7 BZERIIC 3- 6 7 D MAB i % BERTZAT - 720

[RR] My A2 (H) #3860, )22z (1) BE11H. €Y 27 B0 B, PSA failure
| Phoenix 3% T 140% (H# 184%. I#0 %). ASTRO E#%T531% (H# 65.8%.
I#E91%) 1TEU 72, AERGIBMEINICEENER 13 61 (265%). HEH;% 14 61 (286%)
(n =23, 469%). MEVERNCEEDER 261 (41%). 25 1561 (306%) (n =17, 347%),
CTCAE ver.3.0 grade 3 DL LIX ISR 2 EIGHIL 1 B (20%) OATH - 72,

[f55m] &~ — 7 — 0l 3 T RSN R ECHEIT T A A M RRERE L EZ b %
FTIE, HIZ PSA failure D) 27 {17 EEORNTT 5 TFETH 5o
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B IR AR TRAIL E2EMARSEICKT T 5L > DOIRE

O sk, —i EAY. @ ", Julia Pimkina?’. Peter Makhov .

Konstantin Golovine 2’. Robert G. Uzzo 2. Vladimir M. Kolenko 2’

AR B R 2 |

Department of Urological Oncology, Fox Chase Cancer Center %’

[H) B BREREI2R 95 Selenium and Vitamin E Chemoprevention Trial (SELECT)
Tkl Ry I VEOPHRIRITEEH SN e o720 LA L7Aa7A%S SELECT THWS
172 selenomethionine IAMIHBLO X L L2 ST & T %, Tumor necrosis
factor-related apoptosis inducing ligand (TRAIL) X7 R b— ¥ 2 & &9 5 Hll [ £
BT 5 HFMINL & 5 Tid TRAIL 35tk TH 5. TRAIL & L > ASHi AL o B
FEPNEN 0 U TR 2> &) Al 4 ORI IREMTL & £ L > R332 v TR 7z,

[5EE] 7 v Far &G LNCaP. 7 ¥ Fa 7 VPt PC- 3 B X U8 DU-145 Hij 37 iR
FERNE 2 Hwico 22 oMIICH 4 OJREET TRAIL & 4 O L Y %
Z. YAGEPH]Z PI Yett /FACS Tkl L72c Western Blot 1213, &R, I b3 F
VTR DT AR b — 2 ABEE NI B FYUAZ M L7z TRAIL &EAIEBLIZ,
FITC 24 L7z 4 D OZHAEPUET FACS # W THME L7ze I I Y FY 7 OFEBEEE
&, MY dihexyloxacarbocyanine iodide THE#k L FACS 12 & o THHr L 725

[#H] 420V REWDOI B AFLEL VB (MSA) (345812 FLICE i & > /%
278 (cFLIP) F8Bl% #Iiil L 720 MSA & DU-145 #ifa © TRAIL {2 & % Serl12 & Ser136
TOBAD D) YBALZHHIL7ze COEEI Fa v M) 7ToEEEEL (MPT) &
apoptogenic cytochrome ¢ & Smac/DIABLO® I b2 K 72 SHlllaE~DOWH % -
Twz,

[iiaw] &L IS TRAIL & RHISE % 3m 5 2 K1 & % 2 W etk 25HiE L ~Ov TR
SNz,
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4—1
EYEECTT R ER[ONBVEREOUEMRKE,
EERE HIBRICH T I EREGENETRIHMORKZER

Ome#h WA, &4 Wk MR MR R R mEB
S (B R

(HiY] GoaadkpRAEs, Gl % b 9 BRI 3 2 G HIESEMIRE DA {ATbITwb, 4
% 2 FBEWHEN TR Z 5 S5 N WERATEO ) a M IR EE, bl k% £ 9 SR
V2R LA 2 TG I B A0 2 1T L WEBRIR 2 BT L7z,

(it ge - k] UathRIEs, Uk e SR A L. WL THaIcRkeion
HVIERB], & 5 \WIZEIWEH @ 72 OSSR EE 2 e B 31 Bl 2 xb G & L7z HEREFMIIE H
oOPREIE, EHEOPREE, Y& E AT PR B, WhEREEEO RO 4 HH
2 TIT - 726

[R5L] 31 Bl 24 B THLEMIR KRS A2 A3 A HR M. IRISEEMF DA % 8D 72, H
TERIZHETH - 720

(5] DEBITIED 25 BEREOULEMIREEE, O8I A 5 BRI LAl 2K G
HELARBIILEDP OB RIEHRTH L LEZ bz, & OITELZ N2 B ’IE
HIZoWTHE T %,
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=& B T D IRABEMOIERICS 2 2 2

Ok ¥ B —E, Pl B, kA EH PR #E
AR WRA R

[B] mE o BIEE SRR &0 X ) 282 RIZL TV D 0% ¥y N — FHEIR
B2 TR L7z,

it B L O] W41% 65 kDL I CHuIE =T ZE T d 2 B E L study (22 L 725 Bl
910 Bl (CF¥4Fn 73 ik, M 403 B, 2% 507 1) Zxge e L. BT T b Bkt i
B 5N E v v N— FIRIRE 2 % 1T L 72,

[R5 4R] BEIEBRE M2 2 5 ISy v N — FIRIRE AT TR L2 d D%, 877
BITdH o720 EIHEEDEE I TEFBIBEN S 2R3z d ok 14261 (16%) TH D,
Yy N — IR 2 A MRS 2 IEIR O 2L, IEHREE . AHRRER, BRI AR
IRAVEH ., HEAEGED 7 O0RFEDH b GBIk 2 A3 581, EREEE (p < 0.0001).
HEAEE~OELE (p<00001) BLOEAES (p =0016) 2EEICED- 72,

(i) Rl EIGEEE % 43 2L, EIRASEE STz, 4%, BIGEEkOH
B X D BEROE D LT 20089 2SI T 5 LEDRD 5,
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4-3
RE %R &K 5F DR
~EFERM -4 XEERAV KRR~

OBA —EY, Vil BEH, =8 A0, &l sk, A EBEY PR Y
23 B ST 2% BURE AR 2R L 23 BB ST R R S UA IR 2Bk 2 )

[Hi] HEREORIE, HHBROFELRIERDO 1 OThH5, Frld, ERELRS v E—
¥ v AL R VT, KHEZ IR &K 540 O HNEE)Z O KT L7z,

[J5:] 60 U EDWBME3M AEMRE Lz PEHRHGEORKEL D, 24 BRI 2
IR E (22 KH 5 6 o 8 IR &) @O#4 (nocturnal polyuria index: NPI) 4%, 0.35
VI ERERZIREEFR LTz NPIAY0.35 L b OJER] % %2 JREE. 0.35 i O Bl % i
BICHH L, BAA Y E—% Y 2L BM%E I, InBody S 20° (N4 F A X— 2L
VT, 8HE, 11y, 17 K, 21 BEod 4 [MIfEAT L 720

[R5 5134 A 15 AR RERIC 0 SN 7ze BRI ICH § % 24 B R B OEA 75,
xHIRHE & IR L CHR S IRBECAHRICEMETH 72 (7.7 £ 09 vs 178 + 14 ml/kg) . M
ZRBETIE W T OKG A, 8 FE& I LT 17 FRIZB W THEIZHI L T 7225, /R
FBCTIEARGEIZEALD e hr o Too IR EIZ 22 FEE SWFICBIT M FHAKSEDA (r
=0527, p =0.0019) B X OHIFas R D% (r =0.3844, p =0.0248) & A EITHIB L Tw 72,
(#55E] BRBRRE AR E 03 2 IR E DKL RO — K TH - 72, KIMLRRERTIL, HH
T BASHIBANE S I Uy 2 oIS HIRE & AR U7zo TR ME & R &3 & B
HLTHBEY, REOUEDKI L IR OB D %035 W ReEAVRIE Sz,
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TH/N— b F—DMER I T IV TREELESHIN B
ANDXIE

Ot Y, FAME—I Y R SRR B - R e e Rzt
(R SN 7 NI U1 RN N 1SRRI/ SR % NI/ SN Bt I B P
BA  FE"

FLBEER BF R A2 PR 22 SRb R BB G AL 2 PR el PR RE > L R ke
HEZ )=y 2V TORWRERS EANEIRER 2 ) = 2
o LAWRERZ ) =y 27 ETRARBEGR SR

T - B SRR~ oIS L, HEAHEOEERETH ). RIS, HER2 I3
VTGS Tl SRR RGO Vo B O BREEE RS TIE. AT 2T 55K
KDV DBRGIRE B )BT AR D S, T2 T, BELZDOREERV A5,
LIS — N F =27 T 3 VT IEYE & OB & 2 7 EEE B AN o0 IE & MET L
720
b5 & k] wbgaid. Mk 1ELP S 24, = M F =27 5 3 V7 EYYE &
TW SN2 DI CWIRBR A ZZ LB TH 5. MREL 25 OHENR. PERERHEZ &\
O DR BIIERE BT DIEGNIBRA L7z BTN, FEls. BHoOBIRIT R (FIR
\2CT5WBC/hpf LEZER & E5R) . BUEOHMRTDZ IV T - FFa<T5 4 AKHOD
FELETH D, MIROBAIL. BEREIEE T - 72,
[R5 5] K503 267 BT, 4EERE (Hhef) 28 (18 ~ 623%) Tholzo KM/S—bF—
DZHEREE LCE, MIRMEH 184%. AR 124% TH > 720 BUEOHIRTDO T 5
V7 - b axT 4 AR 363% TdH o 720 Bt 97 HlIZB VT, 299% THIRKIC
TRIRERD. 79377 - b5aAXT4 AOFEEBIROMZETIE, 2753IT7 - b
T ax T 4 AR BV THRIR %2 78 5 BHEEDMERLIS H D0 o 720 IRIR &2 58D 72 35 6Tl
829% T2 F3IVT + bFavT 4 AWK TH -7z
[R5E] EHEAT100% Tld eI Lh s, FHIE L TRRERICHEBEE ZEETLIETH
bo LML= M F—HDNTF TNVRIBED - OIHERZEBLTAIHGLHN 25, 2F D),
MRIRDSH I, WIBHRFICIEEZ G L TD v 72, BIRPET VR, WIZROKS- 1
REL WML 5 2L 2 WRT 2 LEN D D,
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FERIRBERDREEICEH TS BMI DEE

O/ . Bl . e B WlE B DR W BRE JIIER
PR UNE SV e

[H19] EEBIRERS A O W CARGME BRI A (ESWL) % JtfT L7z B ICB T,
R ERIR A AT DS AERS, PR BMI 7 EAEE L TW B E AT L7,

[753:] 2008 4E 4 A & 0 2009 4 3 H £ To 1 4RI R R B F O Z W T ESWL 2 KifT
L7z 143 61, Bk 88 B, M55 BlZxf% & Lo 4EHIE 20 A5 85 i ¥ T T3 57.1
WTH O FADOTAILEA 43 B, REHD 100 BITH - 720 D 143 BB THERE,
Bl BMI A% EERIR B AT D54 L CaBRR 712 2 o T 2 2 o & JLBHES L 720
[RER] 4R, PRSI L Tl EERBGE A OIS B W THBERGRIKT L 3o b hik
Moz FFICHEEICBWTIE BMI AR TH 2 EAEHE L. BRRTICRD ) 20 Tik
uhk Bbhiz,

[#5am] EEEEBRO L E 2 oMb LR ARG IS BEE R PR HETH Y,
BMI BECRESNLE AR v 7YV FE—AERO—DOTHAHH L E 2 bhiz,
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NIVHILE D EFIVLIHILE D O EBHEEEREDN R DIRST

OFMH i, i f &5 H& i Rk, BH 2, =55 8,
KK Sl

Y,

BB SRR A R A TR R A B B

[H] 7o o7 vy UERBENER (ACE- 1) 27 v V47 v ¥ v 1I2aEEi#
(ARB) "EREMREZHT S LT HHEITL V. 4l ARB THE NNV VY L ETIV
IV Y OB BT B A RERE PR AER) R IO & MG L 72,

U] %0%, Sl TR Z T Lolie &L ) ARB% 124 AU B35 L7z 2361 % L7z
PNVHI S CEGRE17 B (B0 ZETH) THY. FHERIE 411 = 120 (20-
64) MTHolzo TNIVNVY EGHIZ6H (BHSHL. L1601 THY. FHERIE
428 £ 109 (2955) K TH o7z, 12 » HEGHOMBOIMIE 7 L 7 F = Vi, eGFR i,
A&, M, M55 7 Al fUBHE 2 G L 72

[RE5] Mmi% 2 L7 F = M. eGFR M, Mg 7 ) w7 2, MBI 3BV CHlilE oA HE %
O ol, MEDIT Y ba—)v e LT ARBUHMNORRIFEH ZLEE LDk, NV
Wy EGETE6H (35%). TIVIVILY UHEESHTEH (83%) THH. "uHLsy >y
DHBHEN A e holze T2 RPEAE, NV LVE UET+H/ DB 36 (18%).
- 251481 (72%) THO. TNVIFNVE VEETH/ -DUEN1H (17%). — 23561 (73%)
THYH, HFEETED LR, o72,

[imw] ARB IXEEBAIZICBOWTREMNRELZ RO, RAERHBRIHELDH Y. T2 L
R OBHBEEREICORB L EEZZONTWS, 2, TIVIH IV ViFETHEET
»H Y. PPAR v DIEHALIEHIC L o TA ¥ 2 YIkPiEog#E R 2 fFshTwb, 4
OB TRMOBEEFEH DNV & FETHEI D o i, WEICH B2
BOONT, PHEEEH RS EZ 25N, 5%k, EABZEES L, SSICENKE#%
OFMEMGT L T BERH L LEZ O,
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BPH (Z$ (T 5 CKD M5

OFW B, K R, S B il 4l s El
KRB SRZEREEBE R A TERE AR i 27

[#5] BPH O BFICBWT, B E X B S, SCIRIYIZIE BPH 12817 2 B4
e E DA RERITFEE 136% (03%~30%) Th b &t 2N Twab, Chronic Kidney
Disease (CKD) O#ifin5#E 2z 5 L REOBERERETYH Cardiovascular Disease D) A
7R E % 5 72 DRI R S8 2 W % %o ABFZETIE BPH 1281 5 CKD O3
Ji & fEBRE - I W THRES L7z,

(b4 & h] RIS KR FERBEW IR AR R T 7 ru—hoa 1 70y I —2 Wk L T
% BPH ¥ 170 4125V T eGFR Z M€ L LT ORRICHES 2 M2 720 1) CKD DA 7 —
VU7 R RAT UBEEZ#A, 2) CKD ICBT A fakR T 250l (R, Sis. TR
JE. BRI, FRIRE etc). CKD LfEbRHF & OBt E LA RIS THE L7z, 3) FRIR
& eGFR OBfRZ HGET L 72,

[#EH] 1) BPHEEZIZBIF A CKD A5 — V48X, Normal 57.1%. Stage 1 0.6%.
Stage 2 106%. Stage 3 288%. Stage 4 29% CThH o720 2) LEFHFNIZI Y CKD &
I, BERIE. FRIROBEATRIE S N7z, 3) FRIREE 15CC KO #E (n =82). 15CC
PLES0CC kil d#E (n =48). 50CC LLED#E (n =35) ® 3T 1F T eGFR % LM
L7z 2 A, FRIRE 15CC Kilf O T IEIZ eGFR A EETH o 720 (709 * 162 vs
632 * 174 vs 590 * 136 ml/min/1.73 m?). F72. eGFR LR IIAE R ADOHMEZ R
L7z. (r=-0339, p=00001)

[#7E] BPH & D#) 30%7%5 CKDStage 3L L CTh o720 F72. FRIR & BHERE & OB
RSN, FRIRIZ CKD O L72BE R ThHh 5 2 L AR E 7z,
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4-8
7 a—-IVERE EFEEE (ED) (CEAT 515

Ot Ak, 8 . Wik #®5Y. %a EYD me s,
KHE AE. N BEY R Y, =k R

EANEAUKIT R BEWA R FRE L SRR 7 B RL K 27 R A B R AR e R R 2L 2722
FERTE NSRS IR . SRS — IR T PR e R 2R L RS IR B R B

[HW] 7hva—nizAEThUE R b L AR LS Z TCES 225, K% 5133k
% (ED) OBERIZED I B E SN, TLI—VOREEIAEELEHSE, 72 PRT
OVHZRT S E VI HEDHDLNL,

T2, 7 v a— VR & ED OFREICIEMHBIIRED S vw e 5 2 HiE2 d 5 —J7 T,
BE~HEOT7 NV I—=VEIUIED ®Y X7 % FIiF, KEHEI (binge drinking) & ED @
VAT RN NGV ETLIHMEDRDOONS,

COEHITNVI=NVOEDIZHT 2L WREBERAEDO L ZAARYTH S, 4. A
2BIE TV I VEIENED IC5 2 2 BB ERFATAZLEHWE Lz,

Debge & 5k ob %« URHMERBE R 2 23 L 7R R0 @ U D7 E OB & 22 3k
BB ZA S 0\ ED B 186 Bl (35 ~ 65 % : 9 487 = 83 7%) & 7V 2 — VIR IC
X0, DT o 3BEHT B L7z,

OIFEIHE: 7V a2 — VB0 g/week) @B~ @& B I < 210g/week) @K e BT :
> 210g/week)

Jitk - WED O #AEEHEIL IIEF 5 2 v, 7 v a— VEREIEHZICL ), ToH
Mo EME L7 @3MHICBIIZ 7Y —F A AT H i LR, ME, FEE, BMI &
DORBRE AL 720 @A F#AMET I unpaired Student’ s t tests 3 X O linear regression
analysis # W THE #1757 (p < 005 Z M AMICHERAE L72),

[#R] LEF 5 ffid 7 )V 2 — VIR ~ @ s s b 5 < GFEEE 124 = 72, BE~
BRI 142 £ 88, KEEIL106 £ 46), 7 Va2 — )V KRBINE L ORI THEAEZ DT,

T I—= IV KEEIEICBWT, v -GTPOEWEE (v -GTP> 100 1U/I) ¥AFEIZ
[EF 5 fHEAMRMETH - 720
(] 7 v a— v KEEIEICB W Td, 7V a— VSRS Z Lo A625 ED O EiE(k
EHB LTV AWRSENH L EEZ DN T2 TV I— VO E~EEEI A 5 IE,
D L L PRERICITERELZ RIZS e EE R bR,
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