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Year Persons aged 100 and over on January1 Decennial growth factor
Western Europe'M Japan Western Europe Japan
1950 733 72
2.2 2.1
1960 1584 154
_ 2.1 2.2
1970 3254 345
2.1 27
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2.2 34
1990 15301 3126 :

9 Austria, Denmark, England and Wales, Finland, France, Germany (FRG), Iceland, Italy, the Nether-

lands, Norway, Sweden and Switzerland.
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w2 B100FBADBLL (%1 3 »E) (Jeune and Kannisto, 1997)

Period and age Number reaching age Females per male

Male Female
1980-1989
100 13.066 55.761 4.1
101 7.048 32.349 4.6
102 3}.732 18.150 49
103 1.958 10.035 5.1
104 963 5.295 5.5
105 482 2.723 5.6
106 236 325 5.6
107 109 645 59
108 50 297 5.9
109 18 115 6.4
110+ 7 57 8.1
Total 27.669 126.752 4.6
1970-1979 15.136 59.504 3.9
1960-1969 7.061 28.218 4.0
1950-1959 3.184 12.086 3.8
140+
B 1201
ﬁ 100+
P
fg 80+
g
60
40
20+
0 v T ™ 1
0 10 40 70 90
£k (R)

K3 BAROERHEFIERE (EeoKEHBfM, 1997)
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lus SBT-2062 | BAahORF+EII T,
Bifidobacte-
rium longum
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97 | BEBWLET | HIEER YTV AT LHE | RAROEWEESEBELRY A | BEALLEFD ORI, X5
FAFAL )L HRREH 5 UV ABEERSL-a—V | 2E8LIBAILEBTTO
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I % 7 VRN 8 3

H 3

mE 4 2

¥ 1

& &t 100 36

iAB L, [BEORATEELS] »#725H.
[IVZATU—LBEDHOFIZET S| H135H
B, (Ao o EQRINEEDS] 485
H, [MESEDOHISETS] B8HmEAE
EhkoTW3,

KIZ, 1997TFDE A — F — DB % B TA
5 (R72H),

3

KERHITA ) THREEBER LTS [V
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AL RATFe—/VET | 2w EMVE, BRIV VBTN DA*
BURUE KTn VE*, K a7 )y
BRI X LR ¥ hkv
R IVE ARVER 75RIA R KEAIITE v
Z Dfth Hiafk(Ca WIURHEE) | prva CPP*, CCM*, ©E#3IvD
il - T &% NS A YEIN
i85 2 a4 193] FU =5 N 5F) R
BET L a—)v IVFR-E, FV b
R T =/ —)v BN V7x)-w*
Bhe)— 7L a—)b Y AY p-p*
AREEEA T hv Ty VAN R 3
AT TR S L4V C, CHVE,  B-infy
Wk, Jat’v
T DAt Juvy, ARy, et ), ove)
ZYFNY Fu HE

a0

* BB I N B EREARBROES E L THVWS A TWBHRM
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WE7 4 ZAEEHMEE 54 T L AR
HOREMPBIETFIZZ L. BHEECRM T
IZHANY Y ARHEOBED KR, R
FHICHROBF N2 7 Lo — VEEM.
E 5l BMEREIREL L EEBEEERO

%M?\ﬁy?%tﬁﬁtfﬁiVE,C%.

BUDETIHRBRILRDERFLEIFHE N
K22 TETYS,
INEEHT DR DOEEANDFHRIZBL T,

Z2E £ TR NP MG IR R SN0

B - PHICHETZEZ IV - IXTANED FmXBOHEREZERIIRLE (HLU, &8

*®9 mARRE Y MEE (1/2)

BFEI74M 1081-1984 1985-1988 1989-1992 1993-1994  1995LA&

B

FUTFAM-R (JICST) 13 32 72 27 25 169
(MEDLINE) 2 6 9 5 3 25
HEICET $AMY (JICST) i 16 22 12 0 51
(MEDLINE) 0 0 1 1 2 4
=077 - (JICST) 1 0 4 1 2 8
(MEDLINE) 0 2 4 1 5 12
J7-h"hA (JICST) 5 14 15 3 5 42
(MEDLINE) 123 135 119 50 55 482
VRN (JICST) 1 1 2 4
(MEDLINE) 30 51 85 36 51 6
sty (JICST) 12 5 7 3 4 31
(MEDLINE) : 14 13 23 7 1 68
MY (JICST) 2 3 9 9 12 35
(MEDLINE) 21 39 114 86 129 389
TE VEETMGL (JICST) 83 93 153 101 115 545
(MEDLINE) 17 27 54 44 32 174
Ak ' - : ,
NIFI-R (JICST) 18 59 69 23 20 189
(MEDLINE) 7 15 9 4 6 41
77907 8E (JICST) 6 41 46 36 36 165
(MEDLINE) 0 1 0 1 4 6
KEA)THE (JICST) 1 21 18 9 49
(MEDLINE) 0 0 1 0 0 1
B9 RE (JICST) 2 19 48 21 34 124
(MEDLINE) 0 0 2 1 4 7
047 RE (JICST) 8 14 35 28 25 110
(MEDLINE) 0 0 1 1 0 2
BLRAYTHE (JiCST) 0 10 10 3 23
(MEDLINE) 0 0 0 3 2 5
55Fan-A (JicsT) 1 19 16 10 10 66
(MEDLINE) 142 218 294 148 182 984
374/-A (JICST) 134 169 201 95 120 719
(MEDLINE) 109 102 148 286 356 1001
E7ILO—IL ‘
WUF=Ib (JicsT) 31 45 44 28 28 176
(MEDLINE) 15 15 19 16 11 76
YRk (JICST) 21 94 104 57 62 338
(MEDLINE) 131 94 87 63 94 469
L[S (JICST) 172 227 201 78 117 795
(MEDLINE) 200 179 159 81 108 727
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=)L (JICST) 21 94 104 57 62 338
(MEDLINE) 1 2 9 3 4 19
EPA (JICST) 13 42 105 79 89 328
(MEDLINE) 173 419 621 324 348 1885
DHA (JICST) 6 15 85 84 112 302
(MEDLINE) 75 204 390 275 355 1299
BoNGE. RTFR
KES07Y (JICST) 12 20 7 5 6 50
(MEDLINE) 4 6 0 0 0 10
KEATFY (JICST) 0 2 25 11 11 49
(MEDLINE) 104 151 135 80 86 556
CPP (JICST) 1 10 40 22 31 104
(MEDLINE) 0 1 3 1 3 8
B AT HNTEFY (JICST) 0
(MEDLINE) 0 0 0 0 0 0
971y (JICST) 82 140 264 152 169 807
(MEDLINE) 368 530 662 386 403 2349
&) kR, ERABDAEXF—T— FEULERREBR, - T, SEABIC OV THEEEMBERES BRI OME
BEEIPHIBE. ThHHL2THBIEZThTWS,
£9 HailgHREy M (2/2)
BmEI7AN 1981-1984 1985-1988 1989-1992 1993-1994  1995LAf% =11
IxTILFE
AL (JICST) 77 128 122 75 81 483
(MEDLINE) 32 30 44 16 27 149
CCM (JICST) 0 0 0 3 2 5
(MEDLINE) 56 76 100 51 63 346
71/-IL48
ZRY72/-I (JICST) 3 0 10 2 7 22
(MEDLINE) 0 0 11 5 7 23
O
A (JICST) 0 8 6 8 7 29
(MEDLINE) 2 2 6 1 4 15
Faz=uvy (JICST) 109 409 341 153 142 1154
(MEDLINE) 37 46 67 34 40 224
{FAVEILR (JICST) 3 3 14 11 17 48
(MEDLINE) 15 74 77 44 7 281
7oL (JICST) 60 68 91 40 60 319
(MEDLINE) 2 14 30 5 13 64
$4'F701 (JICST) 6 8 10 1 7 32
(MEDLINE) 4 3 5 0 4 16
4L (JICST) 438 476 445 208 223 1790
(MEDLINE) 111 105 116 68 85 485
LT (JICST) 1 9 14 6 2 32
(MEDLINE) 5 3 11 1 10 30
Ayt~ (JICST) 21 28 20 12 24 105
(MEDLINE) 4 8 5 6 18 41

i
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H (JICST) 40 105 99 43 47 334
(MEDLINE) 32 36 60 47 43 218
hidinh) (JICST) 1 2 9 3 4 19
(MEDLINE) 0 0 0 0
TIFEAN (JIcsT) 1 0 2 1 0 4
(MEDLINE) 0 2 6 7 6 21
T (JICST) 3 1 4 8 16 32
(MEDLINE) 0 0 0 0 0 0
il A7y 4 (JICST) 2 0 0 0 0 2
(MEDLINE) 0 0 0 0 0 0
L (JICST) 655 803 1030 652 793 3933
(MEDLINE) 35 54 122 101 165 477
RKEAV77KY (JICST) 3 1 0 1 8 13
(MEDLINE) 0 1 3 4 13 21

) LR, BEEABOAEX—T— FE LERBRR, - T, BRARBIC OV THEMRRR S RELSN OMZ

BEENFHBBE. ThEBLETHBIIEENA TV S,

BHEDOBREF T FELERBERERTH S
., BEAOBRELLETHRELTEEN
Tw3), REBROF,»SEEMmBIZONT
B L. 2ONED o RS EFHLARD
EFTHIERDES BIENTAEI.

[ B A ]

fE E RN e & 8550 R O B A R ER R AT 7% 13
19304 RIZBRICEA TIT b TH D 1=, 1960
FRIZBRZF VO MBIV AT RN
LAAFERORE (ESAMR) 2 »¥655, &
BHROMME L DIRE. BREL. BERELO
B & % < OFZMFRICE T X, Burkitt®
DRI & B B IR & 197 1R ISR &,
X 5IZB4ETrowell »9 12 & ) BYHEOH L
BMEBRERLINTLR., ABEEHIZOVWTO
MR AIZ D . MR D T ZE H3 5t
JohTws, 19765F IS T - H AL Ry
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F DX HHEAHELEEIEE RN 218
fiL. BERROFH - MRICEDTH B LD
#HE ESEZE) 2, HARTI1980FIZ 7 L2
v VY OIEREEDROBE OB H D, X
BIT. KA LRIy (BEEILET$ 2 b
DIV NI A el A 27 RN (1% o o (A g
LEVEEFTPYT L) BEOMELPE IR,
BIGSHR. IMEREDRL S UCMERER
EBHRIZIODVTHE I TS,

[ V) T5E]

8T F 7 — ZI31980F A LARE. Hispk Hkort
EUTHIR A & h, JE5 RN R HS
EhTwapew, 752 bt dfzn KG
F U TfEEm HIo A ) T OF L ug
) e FLERA ) TS d, 19806E & D
Y7 4 X AEBEFERT & U TOMERI & S h,
BRME R R, ErdE. BNEETED
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OHHIEE, & VBRI OWTRE SR
TWb, £/, I3 7 VIRINEEER S B
XT3,

g7 —)]

VI F b= IZEERLR R R © K UHLER
RHBR S UTIES BEHRIR (7 v b) 22
MESNTHED, 2YRY F—EEHITY
—MRIR OB KOS MREBHR (v b)) o2
DHERDH B, F¥Y b, 19708FK &
DHREHKRE E L THESZ IR TED,
FESMEMMROBESES GBI T3
(IZ & A CENDHIF) 89,

[ Z i A~ FIAE RS ]

EPA. DHA [ 19705FfKA» 5 3 — 1 9 )3T
AL ERGBREADOBRISEFHNHAEIC X
DER ENHEDz, EPADREBRBRELRD
Y Z 7RI RIS OO TIREERNIZRIE X h
0 1990FRIZE - THETEER & LTHR
EN7=(HATIZI9904), DHAIZEPA K
DEHRICIGEN NS & EFRERICHZE
ENTW3B9, n— 3RSMARFNRERDHE
& LCid, 1) fRisaeMERm L. 2) T8RS
REBOTH., 3) M7 VALF—ERE LRI
b5, MARBELE. B, $iibkh, A
RIRBIIC K 2B FMHEER. b b EXFEL
BHEZ v, EPA, DHARRSAERK
FHMBEEDOREIEA TOBRBRTD—D
=R ARSI

y-V VLV AREWMEE y-V )V VEEE
HHIEH1980FERIZE > TT b — MRS
DHBIZHNTH 5 LT 58S (£ IEEND

a

W) BN Ehifh, ME3IV A7 — LR
ERIZOWTOHRE L » 5 (AHEM. BN
NOREZIZELB9),

[RTFF - 2V 0E]

KEAYIRTSFF 1A ) ARTF FRT
IVBREAELD BBPHESR NI &5, 1950
FRIZCARH S h, Z20H%1970FR % THES
e, BEREL L THRBINZ, TDRKR,
RERHIHIE S DL BRI DV TORE D S
b5,

KE & V87, KEZuTY v 1970FK
2 5 MBIRELIER 235 5 & ORE (EH) 28
B0, BARIZEHOTIZ1980FERLIE, Mgz
V2T ua = )UK & L ERE RS OWRESE
. EEEERICOWTORERD B, T
noIZERER, BEH. RBFEBPEOKREFED
fi1, x—H—-HBEMBL TS, L P ERFRE
LB ROBME L 5,

52+ FYRTFF 1980 LR H Lac-
tobacillus helveticusiZ & % BEEEFL CH MRS
B(vY 2, 59 ) ORESYRH D, EE,
BREEFLICAER L7292 F PYRTFEF (VP
P. 1 PP) #IERETERER DI L3HE
BDINTND,

50 +7x2) Y 1970FER»SBREICEZ
T, EAS B DO THREBEMERIZS 5,
ZDHBERREIZ OV TSSO T 5
DO, FAEYORGPIH], MtaREEFH
RIBFE, PH VAP IR T E% 9,
WEH I ERROBEER AR, NERIE
RORFENE=BL T A5 ThH B EHHER
%,
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CPP : CPPIRIITOFROKREL» S NS
RRBZHE ; UE) 12k, 59 baHVE
EERTHEA VDALY T ARIEERTF
ELTHERED Sz, ZDB19904EE »
CEENPBELEDZLLL, ZORIEEL
AFERICKFE DRFFREITH > T\ 5,
19944 12 KEI O K & KFITO, BAREHZD
ZHEISTT 2 HARBORE L & 59,

[Ex 3 V]
REZIEDBRICE # I VIZBETH BH,
FEF I VOKRFAGERICE T 5 METK
£<ReNB, ¥4IVC . EXIVE, p-%
nyY, E23IVB2ORRERHICX 5EL
AEERRCEREERY 2 7 KRR,
¥/, #ERE, ¥4 3IVB12, EXIVB6ICk
BMIFFREYRATFA4 VYV ROAFIL YO VR
BIEHLIC & 3Pk tEm e, &Y, ¥4
IV D. ¥¥ IVKOBRRIE") X 7 {KEAE
FAZIZOWTO®RELH 5,

[Ha5 4 F]

B-hua T v OHiELERICE DL 58D 4
V. TEERERIEM. BARY X 7 ERICH T
SEMEDOMREEIIMAT, Vaxy, L7
AV, E7FHVFUREHEBUTCNE 9,

[Ix T H]

CCM: CCMIZ1980FERID ANV Y A
IR IS D W i Ze e (ESL) 25 0
. 19904RUICIZERBZBOLE SR FEHO L
Hox 3 HABROMEL b 5,

ANLPE ANLBIZIITOER LD &+ TOBE
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R ZE 2 2 SN TH D . SRIED Bk
gr& UTORE () 235 5 @,

[7 =/ — N3]

K © 1989412 » 7 % v HHIC & Bin vitro
A (MR ORI IROMFERE ©
Ad 0. 1990FRUTIXHKE IR T 3 FEN
R (invitro, 7 v ) OFE DR B,

&7z, EFEEPERILEEICEE T %K 243k & h,
FIEHEER (79 P)POMEL H B,

[7 Dfth]
RKEA VT IRV DRE, BHEERIET
B (@) » 1o AFER R X R TV 3,

5%, KBt E0ED ERIZB VT,
Quality of LifedD 1A Fiziiy. R4E (FH) o
WEEAFOLE L, 610, WRTH. BEY
EICHROMBGTE 5, BIEMNBEI - =
(EEPIFER) ICE DV EIE LB RS
DWEA, 72, ZTODOBEBEERS DR
FRICHIET5 & Z AT KE W,
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Detection and Evaluation of Male Reproductive Toxicity - Lessons from

Collaborative Studies

Michihito Takahashi,

Division of Pathology, National Institute of Health Sciences
& BA ESRVALSE Sy St ata sty e bt il

A team consisting of 16 Japénese Pharmaceutical Companies and the National
Institute of Health Sciences performed collaborative studies to determine the optimal
period and parameters for detection of male fertility disorders in rats. Sixteen
compounds, including 4 anticancer drugs, 2 psychotropics, 2 nootropics, 2 vitamins, 2
hormones, 1 antihypertensive agents, 1 diuretic and 2 general chemicals were
administered to male rats for 4 or 9 weeks before mating.” Twelve out of the 16
compounds were well established to induce infertility in humans and nefiracetam
causes male fertility disorders in experimental animals. The remaining 3 compounds
were new drugs which have not yet been approved. Fifteen out of the 16 companies
used Sprague-Dawley rats, and one company employed the Wistar strain. Parameters
applied to examine effects on the genital system were organ weights, spermatogenesis
endpoints, mating behavior, Caesarean section findings in females and histopathology.

Before mating, 11 companies gave the test compounds chronically for 4 and 9
weeks, and 5 companies from 2 to 6 weeks. After the administration period, treated
males were allowed to copulate with non-treated females of the same strain. Rats of

both sexes were killed, and examined grossly. The numbers, morphology and/or

activity of sperm were examined. Testes, epidimides and accessory male genital

glands were examined, weighed, and fixed in Bouin's solution, and routinely
processed for sectioning and staining with HE or periodic acid Schiff's solution
(PAS), and histopathological assessment. In females the numbers of corpora Iutea,
implantations, resorptions and dead and live fetuses were counted. ‘Fetuses were
weighed and inspected for external anomalies. Optional examinations included a

recovery test, hormone assays, repeated dose toxicity studies and investigation of

pharmacokinetics. Since there have hithero been no comprehensive well designed

experiments to compare toxicities and effects on male fertility between 4 and 9 weeks
treatments, one of the most important objectives of the collaborative work was to cast

light on this problem. The practical reason why durations of 4 and 9 weeks were

ILSI. 1 /L 2>— (No.55) 98.6
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selected was to ascertain whether male fertility disorders observed “after 9 weeks
treatment can be reliably detected in shorter-term repeated toxicity studies of only 4
weeks duration. Eleven compounds were administered for both 4 and 9 weeks before
mating. Haloperidol proved more toxic after 4-weeks treatment than after 9-weeks
administration, in terms of histopathological changes in the testis. Although generally
compounds exhibit dose- and time-dependent tdxicity, several agents, such as
haloperidol, which affect the endocrine system by feed back mechanisms are known
to display fluctuation of toxic effects with repeated dosing. No significant differences
in any of the endpoints tested were found between 4 and 9 weeks treatment with
compound C. The remaining compounds such as adriamycin, compounds E and T,
cyclophosphamide, estradiol benzoate, nefiracetam, nitrazepam, nitrofurazone and
reserpine showed toxicity after 4 weeks treatment, but the toxic changes were more
marked after 9 weeks. Therefore, all of the compounds administered for both 4 and 9
weeks before mating demonstrated induction of male fertility disorders within 4
weeks of treatment.

The histopathological findings in the testis could be characterised in line with the
category of drugs used. Decrease/loss of spermatogonia was noted with these agents
specifically targeting such cells like anticancer drugs, and necrosis/loss of
spermatocytes and spermatids appeared with drugs affecting hormones via the
hypothalamus neuro-endocrine system, such as nootropics, and also with estrogen
treatment. Psychotropic drugs, which suppress the secretion of gonadotropic hormones
and stimulate prolactin secretion, caused slight degenerative changes of spermatids,
and stage analysis showed a high frequency of retention of spermatids in seminiferous
tubules. On the other hand, a-chlorohydrine which affects sperm maturation in the
epididymis, caused disorders evident on sperm examination and in terms of fertility,
but histopathological changes could not be detected.

From the results, treatment for 4 weeks before mating was concluded to be
necessary to detect adverse effects on male fertility, with the histopathology of the
testis being the most sensitive index for the drugs used. Sperm parameters, especially
number, and genital organ weight determination provided information confirming
toxicity. However, tests of reproductive activity were generally found to be
insensitive, except where the drug affected sperm maturation. Based on this study, it
was concluded that a 4-week treatment period 1s needed for detection of drug effects

on male fertility, and histopathological examination of the testis is the most sensitive
approach.

ILSI. o JL S — (No.55) 98.6

J5



Life Scrence L Laalily of Loife

Jss

Rat prostate carcinogenesis and modifying factors

Tomoyuki Shirai
1st Department of Pathology, Nagoya City University Medical School, Nagoya 467-

8601, Japan.

~ Rats have been widely used in experimental models of prostate
carcinogenesis, because spontaneous prostate tumors can be seen in aged
animals of some strains and chemically induction is readily achievable. Three
classical chemicals, N-nitrosobis(2-hydroxypropyl)amine, N-methylnitrosourea
(MNU) and 3,2'-dimethyl-4-aminobiphenyl(DMAB) are generally used as prostate
carcinogens. Recently, a cooked food derived carcinogen, 2-amino-1-methyl-6-
phenylimidazo[4,5-b]pyridine (PhiIP) was also found to cause rat prostate tumors.
All the above mentioned carcinogens can induce invasive carcinomas if a high
dose of testosterone is given together or after carcinogen treatment. DMAB itself
induces ventral prostate carcinomas which are microscopic in size and non-
invasive while subsequent pharmacological dose of testosterone propionate for a
long period results in development of invasive and metastasizing carcinomas in the
dorsolateral and anterior prostate and seminal vesicles while ventral tumors are
suppressed. Several experimental data have demonstrated that the former tumors
are androgen dependent but the latter are independent. Studies using cell lines
established from invasive dorso-lateral carcinomas induced by DMAB plus TP
revealed DNA for the androgen receptor regulatory region to be hypermethylated.
Androgen receptors are immunochistochemically positive in atypical hyperplasias,
precancerous lesions but negative in invasive cancers, indicating that loss of
androgen receptor function may contribute to development of invasive advanced
prostate cancer in rats.

In our model, ventral prostate carcinogenesis was found to be clearly
promoted by cadmium but inhibited by administration of curcumin and lycopene,
suggesting that they might be good chemopreventors for prostate cancers. The
phytoestrogen, genistin and daidzin demonstrated mild inhibitory effects on
development of ventral non-invasive cancer but not of invasive cancers.
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Geographic Molecular Pathology of the
Prostate Cancer

Taizo Shiraishi, Masatoshi Watanabe, and Ryuichi Yatani
Department of Pathology, Mie University School of
.~ Medicine

In Japan, prostate neoplasia occupies 8th place as the
cause of male cancer death. The increasing aging of society,
accompanied by westernization of the life style, means that it
is now on the increase in Japan and therefore particuiarly
deserving of note. A large number of investigations of the
pathology of cancers occurring in different organs have
indicated the necessity for standardized and systematic
approaches. One such investigation was performed of the
geographical pathology of latent prostatic cancer in 1973, by
Akazaki and Stemmermann. The present report is based upon the
foundations they established and aims to cover subsequent
developments. Cooperative research with a large number of
clinicians has emphasized the importance of pathological data
for the prevention, diagnosis and therapy of prostate cancer.

The present report includes coverage of the  findings
obtained with molecular pathological techniques, with the aim of
casting light on the processes underlying the development and
progression of prostate cancer from an international comparison
of regional and racial variation in frequency and

characteristics of neoplasm's and assessment of risk factors.

1) Premalignant lesions and latent cancers

With regard to premalignant lesions, both prostatic
intraepithelial neoplasia (PIN) and atypical adenomatous
hyperplasia (AAH) have been described. In BAmericans with
prostate cancer a high incidence of PIN has been observed. In
cases in our country, high grade PIN in particular is extremely
rare whereas many tumors are found to be accompanied by AAH.

Latent cancers first found at autopsy have been noted in

20-35% of Japanese aged over 50, with a clear age-dependent
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increase. Distinguishing between areas of origin, cancers from
the PZ (peripheral zone) predominate but there is also a small
incidence of tumors developing from the TZ (transition =zone).
However, in these latter cases, the lesions tend to be small and
well differentiated. Since a large proportion of latent cancers
are included in the group arising from the TZ, the risk of
progression to clinical cancer is regarded as exceedingly low.
Support for this is also provided by the fact that TZ cancers
are especially rare in the highest risk group of African
Americans.

With regard to the racial background, two groups can be
distinguished on the basis of clinical cancer development, the
African Americans and the white Americans, Colombians, Hawaiian
Japanese and the‘Japanese themselves. On the one side, there is
an obvious 25-fold difference in theée rates for clinical cancers
between Japanese and African Americans. In other words, the
racial difference in frequency of clinical cancer is mainly due
to wvariation in the rate of progression. In most cases an age

dependence has been observed.

2) Clinical Cancer

A histopathological comparison of differentiation grade
and clinical stage has been made for Japanese, Chinese, Koreans,
Hawaiian Japanese, American whites and African Americans. With
regard to the clinical stage, in comparison to the Hawaililan
Japanese and American whites, where stage B predominates, in the
Japanese C and D appear to be most frequent. Comparison of the
histopathological characteristics showed the Japanese to mostly
have poorly differentiated lesions. Thus, a clear ethinic

difference in distribution has been observed.

3) Cancer-related genetic alterations

High incidences of specific genetic alterations have not
been discovered for prostate cancers. However, in Japanese cases,
ras gene point mutations have been found in 25% of latent
cancers and a link between genetic instability and invasive
character has been established. In clinical stage D cases, 30%
demonstrate p53 changes and 82% have been found to show LOH of

ILS]. 12— (No.55) 98.6



LfeSerence L2 Laalily of Life

8p. In an international comparison, a 20% incidence of K-ras
alterations was noted for cases in Japan, whereas ras gene
changes were relatively rare and more likely to involve H-ras in
their American counterparts. Furthermore, rather than the
transversions observed for p53 in Japanese, transitions appear
to predominate in American cases. These clear differences point
to distinct variation in environmental influences. This may have
a clinical bearing since alterations in the androgen receptor
gene, related to hormone independence, have been identified in

13% of the clinical stage D cases which are frequent in Japanese.

4) Factors related to tumorigenesis

A large number of epidemiological studies have indicated
that the genetic background (race), diet, cadmium status,
infection, hormone secretion are all factors influencing
prostate carcinogenesis. From investigations of the metabolizing
enzymes responsible for activation and de-activation of chemical
carcinogens it Thas been shown that genetic polymorphism
regarding CYP1Al, NAT1 and GSTM1 may play an important role in
determining risk of cancer development. Furthermore,
identification of human papilloma viruses (HPV) 1in c¢linical
stage B and D lesions has indicated that they may contribute to
progression. |

5) Conclusions

In comparing prostate cancers in Japanese and Americans
with regard to the possible cause of the differences in
appearance and mortality rates variation at the gene level is
attracting attention. There is also a lot of interest in whether
the phenomenon of prostate cancer increase in this country is
related to the widespread Westernization of the diet and
lifestyle. Even if the development of prostate cancers is
sporadic and the tumors have a long natural history, we must
respond positively to the challenge. It is only recently that
we have begun to understand the nature of prostate cancer and
advances 1in research into the molecular pathology of this

increasingly important disease are now a high priority.
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Record of ILSI JAPAN Activities
February 1, 1997 through April 30, 1998

February 4
Editorial Committee of Japanese translation of “Nutrition Reviews”, at Tokyo Station
Hotel:
Editing “Nutrition Reviews” Vol. 6, No. 3

February 6
Editorial Committee, at ILSI Japan:
Proofreading a galley of “ILSI” No. 54 and discussion on the contents of “ILSI” No. 55

February 13
Advisory Group, at Shiroyama Hills:
Discussion on issues in this year

February 16
Task Force on Scientific Research Planning, Life Science Committee, at ILSI Japan:
Activities of each Task Force belonging to Life Science Committee were reported and
future plans of these task forces were discussed.

February 17
Leader Meeting, Task Force on Biotechnology, at ILSI Japan:
Activities of each subcommittee were reported.

February 19
International Cooperation Committee, at ILSI Japan:
Several subjects regarding Codex standards, immerging issues related to international
cooperation and others were discussed.
Information on ILSI International was introduced.

{1]2
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February 20
Editorial Committee, at ILSI Japan:
Final proofreading for the “ILSI” No. 54

February 24
The 2nd Meeting of Research Committee on Sugar, at KKR Hotel

Discussion on publication of the Japanese translation of the ILSI Europe concise
monograph and research action plans for the next year.

February 26
International Seminar on “Health and Nutrition -Dietary Reference Intakes and Functional
Foods-"
The above international seminar was held with Japan Health Food & Nutrition Food Asso-
ciation
1. Place: Gakushi kaikan
2. Subjects & Lecturers:
* Dietary Reference Intakes: Concepts, Approaches for Their Estimation and International
Considerations
Dr. Vernon R. Young, Massachusetts Institute of Technology
* Present Situation of Functional Foods in Europe
Prof. Marcel B. Roberfroid, University Catholique de Louvain
* Present Situation of Functional Foods in the U.S.
Dr. John A. Milner, The Pennsylvania State University
3. Participants: 220

February 27
Workshop on Functional Foods, at Ajinomoto Foundation for Dietary Culture:
Workshop on acceptable extent of health claims, scientific data of evidence, and category
and definition of functional foods was held with Dr. Roberfroid, President of ILSI Europe,
and Dr. Milner of the Pennsylvania State University.

February 27
Task Force on Biotechnology (P.A.), at ILSI Japan:
Discussion on the 1998 action plan of P.A. subcommittee and others

March 3
Account audit, at ILSI Japan:
In the presence of the chairman of Financial Committee, the auditor, Kawasaki, inspected
the 1997 annual report (draft), financial statements (draft) and related documents.

March 10
The 1st General Assembly Meeting in 1998, at the International House:
The 1997 annual report (draft), financial statements (draft), as well as the 1998 activity
program (draft) and financial budget were reviewed and approved.
Result of the ILSI Annual Meeting, the ILSI International 20th Anniversary Party, and

activities and future programs of committees and task forces belonging to the Life Sciences
Research Committee were also reported.
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March 10
ILSI Japan Lecture
1. Place: the International House
2. Subject & Lecturer:
* Recent Trend of Longevity and Nutritional Problems in the Elderly
Takeshi Hoshi, M.D., Ph.D., University of Shizuoka
3. Participants: 60

March 10
Task Force on Nutrition & Aging, at the International House:
Discussion on the preparation for the 3rd International Conference on “Nutrition &
Aging”, a seminar which would be held with the Japan Dietic Association and the
“Science of the Good Flavor” forum

March 10
Task Force on Sugar, at the International House:
Discussion on the 1998 action plan and 1998 trust research project on sugar

March 11
Task Force on Food Fortification (preparatory meeting), at Showa Women’s Univ.
Discussion on the project of iron fortification on foods in China and Vietnam, rice based
fortified food for athletes and a project on the development of baby foods

April 9
Task Force on Nutrition & Aging, at Showa Women’s University:
Discussion on the schedule of preparation for the 3rd International Conference on
“Nutrition and Aging”, its program and selection on lecturers

April 10
Task Force on Tea, at Arcadia Ichigaya:
Report on the issues regarding research on tea which were discussed at ILSI International
Annual Meeting
Discussion on the possibility of holding a lecture meeting on tea as functional food, report
on each component of tea, consumers’ enlightening by working group, PR, and others

April 15
Editorial Committee, at ILSI Japan:
Editing “ILSI” No. 55, and discussion on contents of “ILSI” No. 56

April 22
Task Force on Nutrition & Aging, at Tokyo Station Hotel:
Discussion on the preparation for the 3rd International Conference on “Nutrition & Aging”
and others
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April 22-24
ILSI Nara Histopathology Seminar (Reproductive System), at New Nara Prefectural Hall:
1st day: symposium and presentation of cases regarding reproductive system
2nd & 3rd days: Histopathology Seminar on reproductive system of experimental animals
and panel discussion
Speakers: 8 from Japan and 7 from abroad
Participants: 95

April 28

ILSI Japan Seminar on “Cell Culture System”

1. Place: the International House

2. Subjects & Lecturers:

* Alternative Concepts in the Use of in vitro Systems in Toxicology
Prof. Dr. Ulrich Mohr, Hanover Medical School

* Novel Detection System for Endocrine Disruptors
Dr. Masayoshi Imagawa, Osaka University

* Application of in vitro Cell Culture System to Pharmaceutical Drug Development

Research

Dr. Ikuo Horii, Nippon Roche K.K.

3. Participants: 100

April 28
The Board of Trustees Meeting, at International House:
The action plan of the next year was discussed.
Increasing membership program was reviewed and discussed.
Alloted task to each member of the Board of Trustees was confirmed.
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