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Role of ILSI Japan in Asia & World-wide
Robert P. Marti

With the increasing pressure to develop an Asian Free trade zone, ILSI will also have to consider to adjust its struc-
ture from a national to a regional set up.

During the Asia Branch Roundtable meeting at the General Assembly in Florida, the common consensus was that
within medium terms, ILSI will have to take a regional approach to solve the various issues, managing Asia as one sin-
gle Area. As a first step, we agreed to incorporate Thailand into the South East Asian Region, managed from Singa-
pore, since the issues between Thailand & South East Asia are similar. The expected benefits of this Greater South
East Asia region is to pool more money for regional projects, improve the coordination of ILSI activities and to attract
more members to ILSI among companies which have interest in joining a regional but not a national organisation. It
was agreed not to hire an additional headcount, i.e. an SEA coordinator with location in Washington, since the SEA
ILSI office could take over the coordination without adding any headcount.

We therefore will have in future the following Regions in Asia: Japan & South Korea, South East Asia, China Focal
Point and the Indian subcontinent. Dr. Malespina found praise in the initial efforts by ILSI Japan & ILSI South Korea
to cooperate with each other.

ILSI Japan is playing a leading role in project IDEA, one of the priorities of ILSI. Similar to the role which ILSI
Japan is playing within project IDEA, ILSI Japan could & should play a leading role within ILSI Asia Region, since
Japan is the driving Economy in Asia, with Japanese Multinational companies having a lot of investments & interest in
Asia.

Funding is one of the major problems of IL.SI Japan. To take a more active role within Asia and on a world-wide
basis this problem has to be solved in the short term. A possibility would be to develop a funding policy similar to the
one ILSTI has applied in Europe i.e. there is an annual fee to cover ILSI's fixed costs. Individual Project Costs would
have to be funded by the interested parties. The experience in Europe has demonstrated that this funding system is
very -efficient in developing useful position papers and to address common problems among ILSI members within a
short time. This should be the key for ILSI Japan to become more attractive to Japanese Companies and lead the way

to play a more influential role within ILSI Asia, a role, which ILSI Japan should play.

(BR)
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8 1)D20014E FfE T E DREREM: & & EER
VYRT T AIZDNTHE, ILSIZ —a v
LRRIDOTurI ARE HEMEN Eh i,
. SERTHERELEDTETH -7, H
Z BE-SXY X FOHEBIZOWOTUIZE
2o DREIA 34720 (HRISEREBEA).

54

B B FMEENDRE D 7l % 15 5 7201213
METH B L DEGFEERT. £ OHGE LTI
BRETH D LR ONT=,

(B 3%)

LEEE Y v R Y A DScientific Committee &
U*Organizing Committee TOFTEIZE S Z
il o7z, ILSI JapanTiE, ZD1=HIZHH
BOERER S TBRERDIKDS -, L
L., SOXRSHERTIEHTE L > 2 EESE
B Y A MZHE DWW TScientific & Organizing
Committee TR I h b L Bbhb, &,
Ay VERYY LAORERRM - BT, WA
ARTERBIT B b - 7208, BEMIZIE. /8
(75 v 2) T, 2001410A17-19H D3 H <
bloTHEZ NS ZICRELEE. ILSI
-y oW|E SN (HHER S I
HE, BN, 7us 7 4KIIER 1 488),
K VR LABKRTIR, 77 V/HE»5
v ¥ a v 1DGlobal View on Functional
Foods!ZLatin Perspectives#3:BM L T % S 7=
WEDBELENDH -7,
®E3) T, SHRLAZBIIBHRZED
BELTHEL T ZETARER . &
BAVE— 2y PTHERERS LK.
#E4) OZEOWBRHRETIX, FEHBT
AV H, 3=y SORESR & HEREICEIR
TOEELEDTHD ., REKREHEICTR
EHDBPELDZIE, TAYANGEXITE
H3& 1ZSubstantiation!Z B4 2 5B % 52K X
BETFE, 44, A%, TI3IVLTHHI
BIL3ED T4~ PONBIZDWZ, HE
5 REEFBRERY., REREZTHBZOED

ILS]. 12—

(No.62) 2000.3



LifeScrence £ Laalily of Lofe

EHUDICHEG L, KRS HADFOSHUT 5
EDWTHARRE - RERRW2ORIER
FRETHTEIZL TN, BREALEL T,
ILSIDA v & —% oy MIHAANTESL S Z
szl (BH2),

i, BEEBHRELT, 5EDI0H3~6
B2 T, Jt&E (China Resources HotelE

EERNMATF7/0Y—F8% (IFBC)

IFBCD 3 — 7 4 ¥ 271X 19994F /8 D IG B 5
& 2000418 DEHE A X iz,

FOH I TR XNk, SFIC
THbNBEUEDMHE (?7) OBRIKICET S
DADFME RS D -7 (HABEIZED
FAABLNDT AV IS="TEWN),

Gk, RESOBMELEZL2EBICIHV,
T ABKTRETHANRD - 72,

1999F D EEN RS
1. ILSIgZ— w8 J—NLT— FEL L
DI T1998%F 6 AREDEIZ /%2 &5
ORHBEDT - a9y TDFELHETOY
—F 4 VT2 EHRRL 7=,
2. BXMWOBENAAHEDT L TV X -
I-TH4 VT EXBELE, XBORNBII S0
77 LDERE., WEDREE., BNEEOKE
B, BEREROIERKTS -7,
- 24 XE

19994 3 A17~18H NV a w2

(FE:BHER»S $HEE 24)

- TILEY Y F U HER

19994FE- 8 H24H TJxZ/ZAT7A LR
- HET A - HNEAL Vb

ILSI. 1L — (No.62) 2000.3

THER)E) T3l Asian Conference on Food
Safety and NutrtionZil# FH#l : 400%) #Fd
Xhsd (BE3) », SEEXETLHE
HERICBET Iy ¥ a YRR SR TS,
HA»S, L DFRE (KA 4 -REELEL)
BHIREE NS,

KA —K)

19994610H26~27H bR
- HRESGH
19994£10H29H
C A YRR
1999114 1 ~2H
- AET T A - BRI
19994E11H29~30H #4 n
3. 199947 H21H Y F = —Tfrbh 785
THEMCHARROREED T s 5 L0720,
A=A TV TXEANFF 22 PEEHBEL
2o £, SAIZVVHAFR—NL - 24 -2V
—v7 A VRV TTibAhRERRIREY
IF-EEMT VT XE L HEEEL 2,
4, BREAAXY) ) 272 FLERRL.
BXEHANTE = RER L,
V=2 T LDOREIL
HE, BE, SHBOISDSA A 572 oy
—DTaT 5L A b
- ILSDSA A F 7 s ay—DHRMD Y X b
- B L K- P RUBLEEDOLR -
RXE
CBENAF T UV -0 - IBH - &
MBS RHER R RHI X E D B
- [SIBHHOE S -2 ED T 55 4

Jyo

NATIIN=F

/55



LofeSerence L Laalidly of Loife

RAE—=H—DY X+, BE
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LTNAXF I /us—Dry Y g V%l
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20004E D P

1. 2000E2 A HRDILSIA VN —-D R &
NAXTF 7 saY—I1ZFT 3REANDELE
BHEELT S,

2. XPOBEFIZIBATRWMNAA T /1
C—llETAY A TV RI—T 1 VRBEED
HfgEBIhS,

3. 2000F-3 AICHADELEVHMEST 52
=T 9 U A4 A RSB IE E) & IR
57-0HAXHE LFAEELTS. (FRE
W ICBERN eNE 25D 7)

4, BENAATF 2 )0V — BT 25EY
BEINSITa 75 L) A MDT v T T— b

5. BENSAATF O uY-ORERNERE
AF LT 5 7-DMOME L DIL(FE
DEZEH5,

6. FMBERmOREMEEMNNA ATV /1
V—IZBT 3 RIEERS RO BRLE A D

T n EERERZEES

S DR & ERERZEE S 1 A22H
(1) AN TED»E 0S5 2 LT, ATHREE
TIUAD U/NMEZYSHE A EMEE R &
EDATD LT, T, THEIIZEBD
Del Prado Room™NEA% ) L 7= 233 & W Wy,
R THN7=0rganizer®Dr. Onno Korver
(Unilever Research Center) 73 [Tea Subcom-
mitteelZ O NEZ S L5 HRIEZ| &/NAE

36

T —INEA VI THDBEHIZEDB,

IFBC x* ¥ 3—4% (19994F)
AgrEvo USA Company

The Coca-Cola Company

Dow AgroSciences, Inc.
F.Hoffmann-LaRoche Ltd.
Kellogg Company

Kraft Foods, Inc.

Mars Incorporated

Monsanto Company

" Nestec Ltd.

Novo Nordisk Biochem N. A. Inc.
The Procter & Gamble Company
Ross Products Division/Abbott Laboratories
A.E. Staley Manufacturing Co.

(E © 19984F- & Mo LU T5+L%k)
1999 D £ 213 $13,500

AH T
Dr. David Neumann
Ms. Sharon Weiss

Ms. Frances Deluca

(A BE%)

IS TRV, BROZ LI [HIETH
A3WNEZHERE2ATE IO EEH
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Ehi, PMEIZHIRBER® G2 60 E £ HE
Ui bk oot Mk, MEHER
B, KAK (uyva-¥423V) kE%E
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Wity 3 — o2 RETREVD, I /NE
FEBOHZES ELEDOTRS B E, XT,
Dr. KorveriZ 115D 7 — 2 ¥ 3 5 FIZ DO X EH
WZHEST L, BT ZhIZT] &Hhok
WHORIZECEF N A—F,

56U EPMER [H—EBRRIZDONTIE, &
BRgarnTansdhrb, 97—V 397DV
v - FARBERICE., MOBRE AL
FTELW] LET2 X L7, AEBHFZOMr.
Mike Shirreffs?? [V —2 Y 3 v LV R— M
Eimttil CHRFEZLHT 5, ERIEKEICNH
T WIS ME L, X6I1IT/ED [k
FRDNEL BILEDBR A THEREEVE
FOIZERUADIXEERS S, KT x/—
VORI EERCFMAICRE L, AR FE
HMTHEICE»S, BRLAKEED, KT
BENVS/PMNEDRRIIE > R H7=0] EDR
WIZIE [ZREBELDHEMENTH I LT,
RS OBBBIEBEBLN] EF 5Tk,
S5 TILSIBRAEICKH L CIHZ HADR

Roundtable k&

1 H22B8%#%. 32070 —F1I25hsw
VEF—=TAI-FA VRN, B
B2 MaeRRA LA NI FEE L5
WENREONTHD., BRASTEIBH S
2o TDHR, THhZNDT - TLDOAERERITHR
PITHONETBNEORRIT EE R L Ehi,

ISIZEHRE LT T 4+ —h AT REZMEDE
MmEHRFNLTHD, BHAZHELTEINS
DEEIZ, SRIVRHALZHED DI BNEEERL
7o
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MEEREBE I TIREEBED 20 LD/
AOFIZIE 20014 ICHRTE | OEEB S
ZEDRDBH] EERRERBYE-P, EBALT
KNz, ZDH=0D, ES5SVIBIZT B0
THEENIIRET T2 HETEL 20, YL
TRLAHSEE 57, E58. KOHIK
5% [ILSIOM—RBELTET IR A K]
EERTERETNEV LR EERS. 50T
BITEWTSF. L0I &3 BRCEZIT-,
[Z5RY 7z /=] THBREE D IR
CE LA, H—BRREEROBA L
T, AR, R, v—aryRE»%2a&8L.,
ROBEBEMIZIRD . ILSIELTED LS &I
HEHELRET S, BLOHE TS, &
ROBREEEMHE L0, MEBEHIZZ= 4
—d—INFETLL, TAOKES 2 B
HBLEULHLK DETHEBINE» > -DIKRS.
ROBESIZHAL 70y, ‘
(& fiEZ)

1. The Nutrition and Physical Activity Needs
at Children and Adolescents
TAVH, EU. ®BE7P7, HE»SBRE
JUEBIIRE S Eh, TOREEI L SR,
T AR

1985—1997F- DHBOEIRFE L L TDORA
DORtiGFAEE RV ME e (CDCEWI) .
TS OFERTIE, SME B IEWE DR NE
LSHERL Tz,

1999$l:ILSI ; CHP—PANT'© &' 5 & % 1T
V. ZORRPSFEOFFTEICHRE 0 s T L
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ELTAE IS, ¥/2US—DHHSE DOHdE
Fuv s P BEFTL TS, ERMICKRA
KO/NRDIES BEBEVWEDTHBE0HIR
MTH5, THIZHNT, Take 107025 4
DN =Ty b EdiZfTbhz, &
TS T LIZDNTDIN, Ty bl & S 4E
HIHEIZIT 5 FE,

- EU

45% (THTFIT754%88L) D822 7
F—ARXYN— %, 2F~BRAENRIC
AEGE TV, A MR ERTT 5 TE,
F7220014R 10 Z OREFEFHICE OIS E L
—T—=0v 3y TERETE, Eiivou,
MERBEBROLEN., REL2FAEL TS,
-HETYT

REENAEE EHICEIT2E=4 —-FE
H19994F 9 Hizfrbhrz, CPANT 2 s 5 4
D4y bTOTFTLABRY VHR-ILTHE
fih, AFE7—8 AICFFMliZ LT, @610
5 (REXR. EPoLEN) 275 FE,
T = VFILSIAXE, CHP, k2 —<v Y =2
— MUY g VIR EDORIE T TS T L %%
fTL. BEEOHA K4 VEERTEZ L,
YHEOFRE LT, AEI0FICIER TR X
% [3M7 Y 7RELREMOER R
IZADLETEIDT -2 Y 3 v TEFETE.
{iX# "Special Session on Dietary & Physical
Activity" . FZBHDHDOT 0T 5 L EE
Fo

- HAK
ANER»5 ., EREBHERAEICE DT,
Fip. HHOBRRERE., —HFOMEIZ, &
WEHEDERTELERS,

®#%I1ZDr. Schneeman 1ZXk54&k5% v F

3

F—=TNDFE LB EIDT,
1) BEEEH., BEE 2 —VIZBET 5 5k

=2A

R ENSFETITS
- HHRTHEATIRA0ER
- RO 0N F—-Ya V)
—RHE
—BEFEINE -
— W8 K UFEEE)
- FAERE RO
- HEERIP BT 2 kA
- F= A PED D DR LR
2) by T EOVIC K BIEFEGES
- TEL 3
3) NEwTE. hEMER, BEeTE (RR
BIERSE) . RaM / BEEI (EHEZR L)
KRR —K)

2 . Microbial Risk Assessment (MRA)

& #ZD. Morris Potter (Executive Director,
ILSI) *5MRAD 2V 7 b LEHEMIZOW
TOTFVEY T =Y a Vs, fTDr.
Leon Gorris (Chief Food Microbiologist,
Unilever) 25 EDBRLLD TV E Y T —
3 VHd -7z, ILSI Europe Tid Z DREREIC
HLUERAT T x— A&k L THRDHA T
%o

% D%, Hazard Identification, Exposure
Assessment, Dose Response Characterization
D 3 DOMEIZDONTEE#ES & SNz,

LW, BRMA LKL T 7o —F 5
HEEhTnassy, EHThHsI L. HMEY
DREER»SEEML, WERE. . H
# & v zfarm-to-table. source-to-taplZ X5
BIEDBBZEHMEE XDHEEIIL TS,
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MmO MBKAKETH 0. HWEREMED & a7
U TV B B38R &S 5 ZOMOREY
LT HNX L Hh, HACCPLDENWLE WS Z
Ly@mlonsl-,

FeHE L TRUTIERTRETNXEE
DOEBIZRb 7208, HAXE LLTEHFL
HERET T2 BEEC -,

1) Hazard Identification
Identification and prioritization of pathogenic
microbes in food and water that cause adverse health
effects
- intrinsic properties, i.e. virulence and resistance,
toxin production
Surveillance activities and prevalence
information
Emerging pathogens
- including toxin production
Different objectives of HACCP and MRA, and
the links between them
- opportunity for communication or training
Sharing knowledge, such as changes in
virulence
2) Exposure Assessment
Impacts of processing on the survival/growth of
microbes in water and foods
- including changes in microbe characteristics
- data availability and comparability
Consumption dietary intake studies: national
and regional
- data availability and comparability
Recontamination
Identification and consideration of more highly
exposed or sensitive subpopulations
- specific exposure data and better define sensitive
groups
Sampling methods and protocols

3) Dose-Response Assessment

ILSI. 1L — (No.62) 2000.3

Availability and use of epidemiologic data
- improve data, e.g. from the healthy exposed
Characterization and modeling of virulence
factors
Use of animal models and data
- improve animal models, determine what models
can and can't tell us
Human feeding trials
- existing data may be combined and reevaluated
- variability of host susceptibility
- models with a virulent studies
Threshold versus non-threshold studies

- global approach important
(BH D)

3. Micronutrients- Global Issues and ILSI's
Response

Bro7us s 2lih-> Tatamn e 5z
1. Ongoing efforts to set upper limits for micronutrients
a. Overview- Dr. Steve Olin (ILSI Risk Science

Institute)

b. Presentation by Dr. Dietrich Hornig (F. Hoff-man

La-Roche, 1td.)

c. Discussion

2. ILSI fortification activities- panel discussion

a. Overview- Dr. Junshi Chen (ILSI Focal Point, China)

b. Panel presentations- the following individuals/
branches discussed successes and failures of
fortification efforts from their country/region
Mr. Takashi Togami, Project IDEA (Vietnam)
Dr. Junshi Chen, Project IDEA (China)
Mr. D.H. Pai Pandandiker, ILSI India
Ms. Marta Elena Soto Rojas, ILSI North
Andean Study Group
Dr. Detlef Miiller, ILSI Europe

c. Presentation by Dr. Luis Meijia, Kellog. A

5



LoifeSerence L~ Laality of Loife

multinational perspective on fortification

d. Discussion

3. Micronutrient Intake Analysis - An HNI Proposal

by Dr. Suzanne Harris

4. Next steps for ILSI
7Tw3—=1 3y bOREIZ., ARREERL

DENIZHELSZ50BMELHED D 5,
Sy MNELEDBOLRLEDREEH 57~

< 2flT#£ % (Scientific Program) >

B, EETF- RSB I 6DMEL B
Bi%,

Project IDEA B&ETEHLX LR HI1FO
DHBHTLHMEIN, SROBLEVE 6 &
N7z, Fex HDIZEEIER 2 BREIC L T <
HTHEITED D Z BRI R,
ILSInY w7 7Fuszy b & UTHEICRE
BEENREL T RERERS I, BAX
e UTORD MARILO BN &L 72,

(FL E7D

AF-DScientific Programid, FEEL S 1 BMATT7 vy v a vaslEN: (TR, A —HF 4
ARk e LUTid, ILSI North America’’ 4 , ILSIHESIZ 2, ILSIRSIA 1 & &> T3,

FryvavidnIhd SKEEPER IR, BRA VM ODR, 4~68D0TLEVT -
g VENRILT 4 ATy a vy iMfibiz, LTICEEy Y a2 VORBELZRET S,

SCIENTIFIC PROGRAM

DIET, SUPPLEMENTS AND PERFORMANCE: BENEFITS AND RISKS
Organized by ILSI North America
Jan. 24, 8:30 a.m. - 12:00 a.m.

TAKING RISK ASSESSMENT INTO 21ST CENTURY:
CHEMICALS AND MICROBES IN OUR FOOD AND WATER
Organized by ILSI Risk Science Institute
Jan. 24, 8:30 a.m. - 12:00 a.m.

AGE-RELATED DETERMINANTS OF HUMAN SUSCEPTIBILITY TO TOXICITY
Organized by ILSI Health and Environmental Sciences Institute
Jan. 24, 2:00 p.m. - 5:30 p.m.

BIOTECHNOLOGY AND HEALTH
Organized by ILSI North America
Jan. 25, 8:30 a.m. - 12:00 a.m.

EMERGING TECHNOLOGIES AND THEIR APPLICATION
Organized by ILSI Health and Environmental Sciences Institute
Jan. 25, 2:00 p.m. - 5:30 p.m.

HOT TOPICS IN FOOD SAFETY
Organized by ILSI North America
Jan. 26, 8:30 a.m. - 12:00 a.m.

MAKING SENSE OF DIETARY GUIDANCE: DIETARY GUIDELINES-
SCIENCE VERSUS REALITY
Organized by ILSI North America
Jan. 26, 2:00 p.m. - 5:30 p.m.

a0
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v 32 1:DIET, SUPPLEMENTS AND
PERFORMANCE: BENEFITS AND RISKS

P.M.Clarkson(Univ. Massachusetts), S.A.
Craig (Cultor Food Sciece) DElIZIZ&L D, X
ElCi3ARO Al BalOBREEAIZBI.O A
BES>THORL GEFERMHENFTEL LT
5 M, ECA Stack (Ephedrine, Caffeine,
Aspirin 3FIDOEEEE) Lo EERE WA
23DFETEHEONTOB LD ERNT, %
DR E ) 2 712D TREWAIT T 5,

H.R.Lieberman (U.S.Army Research Institute
of Environmental Medicine){d, [Mental Ener-
gy: Supplements with Ginseng, Ephedrine, and
Caffeine] TMental EnergylZ DWW C#EHEL, T~
FLE —RDRS B B L VbR T4
#HBhAIGinseng, Ephedrine, Caffeine® 3 i
Dy TMental EnergyfiE 8RR & 38 -X72 03, B
7 V7 T&L b bGinsengllid Z D%h
R 517, Ephedrine, Caffeineldphysi-
cal performance % mental energy® & T % &
RE,

M.M.Manore(Arizona State Univ.)iZ. [Phys-
ical Energy: Energy Bar Formulation - Carbohy-
drate, Fat, Protein, and Additives] TPhysical
EnergylCDWTHEHEH L., AR —Y v /¥ H
BILRBIEDLIZE LA ALY -RRED
&S Energy BarlZ DWW i, Z 2150
M Energy Barld X ¥ — Y Ed & BRHEEIE I
3 ETHhbh, 7T08L L2 B 5P RETIE
"Nutraceutical"%3H > 72 & O £ THIEED T
5, 7AY — Mo TRR{ILIE 5 V8o
BEOEEE L feli oY) L BES EE &
U. Energy Bar®HEf L UTid, THI &M%,
KOR X, REEE., RRAKILY L@ LIE
g vosogE, AR-YHKTORIEWE

ILS]. 12— (No.62) 2000.3

(Caffeine, Ephedrine®) # & AW IZ LT, &
SBEDELRANEEINTHWAZILELEE
o

W.J.Kraemer(Ball State Univ){X. [Increas-
ing Muscle Mass-Protein, Amino Acids, Crea-
tine, Minerals] T, HAEZ¥ME 512134
VSO BRT7 I JBREHICZIMA . Creatine
(25g/day) W EZITH % & L. Ergogenic Acids
A2 E S »REERE Lk,

J.L.Ivy(Univ.Texas) iZ. [Decreasing Body
Fat - Thermogenics and Exercise] T. &g
EWADXEL-HOEI., ThEb I —
BEHROwEAD, BIHRROBEAS. vy —HE
DR, BMEBROBFZENZOVTRER T 4
v b &Y RV M. mIEDHFA TPUFA
(omega-3-polyunsaturated long-chain fatty
acids) B HERGTR A B EE K O F B % il L Agih
FEA IR 250 H 5 Z L #4E L7z,

32 2: TAKING RISK ASSESSMENT
INTO 21ST CENTURY: CHEMICALS AND
MICROBES IN OUR FOOD AND WATER

J.Doull(Univ. Kansas Medical Center),
M.Mendelsohn (Lawrence Livermore National
Lab)DHEIZ T, BmPHBAKIZEEN 5%
WERWMEHD) 22 7 XX AV F ORJEH
Himshi,

R.Walker (Univ. Surrey, UK)i&. [Chemical
Risks: Harmony or Cacophony?] T, Y X 2 &F
i DEBRAFAM AR A . HEBOER. REN
FERMEE TV, U 2 EHOBAGHMHIE % 3%
L7,

R.L.Buchanan (U.S. FDA) {Z, [Human Health
Risks from Exposure to Pathogens] T, FDA®D
MG L BMEBRNYF - FDIHBTEHRIE

a
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J.Fawell(WRc National Centre for Environ-
mental Toxicology, UK)iZ. [Balancing Chemi-
cal and Pathogen Risks]) C. WER#EEME Zh
a2V ba— LT 53-00LEWEE DN
VADEN) A EREETL LNBEEHE,
BRIK DR FE . THEBOE, |B&ROWMEDTE
ZUDRIRE % 3w L 7=,

D.Bernard (National Food Processors
Assoc.) i3, [Risk Assessment in Process Con-
trol] T. BmDERNRBICE T 2 HEEH
OB, HEHIII T 28 L RE KK
(appropriate level of protection: ALOP){ZDW»
THEFEWE. EFRMEHRE #H.

v 32 3: AGE-RELATED DETERMI-
NANTS OF HUMAN SUSCEPTIBILITY TO
TOXICITY

R.Brent(Alfred I.duPong Hospital for Chil-
dren),C.Barrow(Dow AgroSciences) D #] 2T,
FHICHT 2 REZMEAE P OEHBBNE S
RUTW B0 %L 7=,

P.Guzelian (Univ. Colorado){d. [Characteriz-
ing Age-related Susceptibility] T, BEEHIZH
kA L EMEICRB IR FOL 4T
FA4TEAXAY ML, EEEOEOLY
22T 7o A=k 5P EHS.

F.P.Guengerich (Vanderbilt Univ.){d. [Role
of Polymorphisms and Metabolism] T, & +®
BIZNZERE (H4BTORIZNES. 55
Population T1%2L FD B S THE I 5T 3)
- THEZ b TETED., K
IZXenobioticE DHIZBI 5§ 5 BERICH W
TREHEBISEZ S, BELRLEWEDRK

i

£%éﬁ§é@5&7@?§b@ﬁ@7@fﬁ%é

ZMIc#ET 5 Z &, Pharmacodynamics®
Pharmacokinetics 2B 5§ 2% @Iz T DI
Pharmacogenomics & X 35 # UWESFE 2 H
bbb TnsZ &, FEKODin vitro, in vivo
study. # DV 2 7 ~\DEEIZE K,

D.M. Bier (USDA)iZ. [Role of Nutritional
and Disease Status on Susceptibility] T. %%
EABIETF . BRI RO BIR % M.

S.L.Makris (US EPA){3. [How U.S. Environ-
mental Protection Agency is considering Sus-
ceptibility Issues] T, KEIREIRER 51996
£ PIKEFood Quality Protection Act(FQPA) T/
Wiox4 2REMRE. "EMY A7 ICED#M
ATND Z L&,

J.J.DeGeorge(US FDA) X, [Age Related
Susceptibility to Pharmaceuticals: Perspective
on Nonclinical Safety Testing] T, RE3 5 1<%t
T HEZMIIDONTARME, HH, BIL TR
% Z &, FDADO/NRIZX§ 3 BBl H (Pedi-
atric Regulations) & #3771

v 32 4: BIOTECHNOLOGY AND
HEALTH

FE &
Dr. Diane F. Birt (Iowa State University)
Dr. Mark Empie (ADM)

HE
Dr. John Pierce (du Pont)
Dr. Nancy F. Millis (University of Melbourne)
Dr. Karl-Heinz Engel (Technical University
of Munich)
Dr. Alan McHughen (University of

Saskatoon)
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JEKEDDr. Diane F. BitdD/SA 72 /u v
—MHBBEOBE L REOMERH S LD
AL, HEE XY v bO» 5B AEHD
Py 2 2L L THERDHZT AT 7 LT
7 WHAR SN2 L OFNITHDTHREED
MEEISINT 4 2y a VifTbhbh:,

BHID#EE DDr. John Pierceds/ S A x5 &
Y —llk3BH0HBENDS T — v T
M ABEEIZ YW TR,
BEOHZHMEE LT
- WIS 5 ACID BXERERR
- BHEORE |
- RAETEEN ZBEOMHS
- il & RO A
BETF LN, HFLOMEOAEDOH & LT,
BREESA L ->THEAB L EH L
WEHANTERZEET 22T THHAL
oo FLTNSAA T I uy — 3 RMEGE,
RECEE, AROREN., BIRICHRN L
Hffitd 5 LMD < o7z,

BODIADEHITZNThT U THIX, 3
— 2y 8, kORI EEL =,

ABIC OO TIRRICEHFLVWE DR A h o
7z#%. Dr. Karl-Heinz Engel 2N BRI M %
TEMFMICBRIOZLEEBRAL. AL
[SE] & [EBALZLDOUNDSE] & [SET
] O3DIZHHEL. SETEWEDDEF]
ELTNZAFTADY v HAEEET T,

INEFIUT 4 A v ¥ g vid [Acceptance &
Data Assessment & Perceived Benefit] % H 4§
LT, $fionrgett, EomsH. HEES.
FMEMEOFIE, ETLOMLZOBH»SL
B bHN7z, Dr. Nancy F. Millislid 7 ¥ 7D

ILSI. 7L< — (No.62) 2000.3

W% KU CBROBD ., AR L
DD T 4 v POFIEEFASI L &
#FE L5, Dr. Alan McHughenid % + & T
133 9#&b 72, Dr. Karl-Heinz Engeli [too
late] LIBA. E5ICEALZDNADLZLM
LFNRNEVEVWTEVWETFIEL (F:3—n
IINKED T —<IZH R T 5), HiskDE
FEEMEERIC I 5 72,

% ¥, Dr.Nancy F. Millis D V£ TIZ. H
AORPICKE LREEECH H D . FiKE 18R
UGB L 7228, BHARDOERAEL
THS ZEHBDENDT, TTEKERMOZEE
RROWEICE . ML BHRNENHEL » -
&I ThHb, BEXTOHERRBREOLEL %
WO TERERLE-KRETH S,

v 32 5: EMERGING TECHNOLO-
GIES AND THEIR APPLICATION

Vi Fe
Dr. Jack H. Dean (Sanofi Pharmaceuticals
Inc)
Dr. Kendall B. Wallace (University of
Minnesota School of Medicine)
BHE
Dr. Eric C. Holland (University of Texas)
| Dr. J. Carl Barrett (NIH)
Dr. William D. Pennie (AstraZeneca)
Dr. William S. Stokes (National Institute of

Environmental Health Sciences)

Dr. Eric C. HollandiZ [3&fxF#H#: 2 8¥fE
BOF LT Ta—FLZOEH] LELT
RCAS viral X7 & — %1 > TOE KD
BIETEADOHMAET 72, ZOHFEDIGH
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IZKDIREANLE B RBHRDOMEESTES Z
LE7I ZADEFITHAL 7=,

Dr. J. Carl Barrett& Dr. William D. PennielZ
&G IZDNAF » T DI T, #WEANDILH
&N IBEELENDICH B L 72, 72,
INEDF— DT — 2= 2{LEBREY X
TLDORME HFEL T,

Dr. William S. Stokesi3 Z DAkIZ U THA¥ &
= Lg ke KSR TERRET S5
DHFEICCVAM (The Interagency Coordinat-
ing Committee on the Validation of Alternative
Methods) DFHM & EBDEFOHMA %17 -
7z
- Z O#ERIZ199745 H %L
- 14DFFTERE (HHIY)E L iFZeEB) %

m
- BRI RO, B, AR, M—ICBY

% R
- FEBHEREIC & 72 23 B RREBRH L D S
- BB~ DOEh
+ FDA, CDSC, USFWS, EPA, OSHA, DOT @

ABEBEI & 5 KRR

1]

BRICIZEBEFHEZ BROFHEIZON
THTdbh. FHIHDOELy ¥ 3 VOFIEED
EHo7M, ENETFBMEIZL > GEIET
HRZ BEOGHEVSI DRBEOLEEIZZ >
TWBEH T ERBD TR =,

HoT. BEAEHDODZ L AEZEZBL., BK,
B4, BHEF. #@E, BETEZhThod
RS, BR2EE (BETEEDLD)
Lo TOTEERFI»BIDZ 5 58HR%E
BEIRVELLEoTLESDIXFEABRE )
A9, .

EEMN NAARETD1IHE ST,

aa

v 32 6: HOT TOPICS IN FOOD SAFE-
TY

D.R Lineback (Univ. Maryland),].Nagle (Kraft

Food, Inc) DHE]R T, BOREIZET 5EID
bE o 2 HEER S N

P.S.Mead(CDC)iZ. [Recent Advances in
Surveillance for Foodborne Illness] T. &M
FRFEROEE L., BERAEHETHIAENES
=T B5DEHRIHIETIDERELI L
TH 55, RKECDCTRIFLVLERY X7 4
& L TR P HEREDDNA Fingerprinting %
W/zPulseNet#EA L2 &, FmETIE
CDC & &M D fEEfR ., USDA. FDA L L[FE L 7=
FoodNet#EA U TEH L T\ 5 Z & & B,

C.W.Donnelly(Univ. Vermont){X. [Listeria
Monocytogenes: A Continuing Challenge] T,
Y27 7IZ K B5FEE131989-1993D 3k L
7273, E.coli O-15708FH XL TW3,
1999k v P Ry 2R F VI T vV TY R
TV TRHERLZZDEHIZUSDAD X IG .
HACCPO RE L ERELBRRERMT 5728
DBER &I,

J.D.Miller (Carleton Univ.)iZ, [Mycotoxins
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v 332 7: MAKING SENSE OF DIETARY
GUIDANCE: DIETARY GUIDELINES-
SCIENCE VERSUS REALITY

J.E.Collins(Monsanto Co),B.0.Schneeman
(USDA) DRI T, KET20HACHTEEA 5 FEhE
ENTOBB—MEIZFIRD LA 5 L Dietary
Guidance DR A 5kam S Nz,

A.H.Lichtenstein (Tufts Univ.){Z. [U.S.
Dietary Guidelines for Americans: What are
They Telling Us to Eat?] T. Dietary Guidance
DRGNP OSICEDIETEREZEDEHD
Guideline % f##%. Dietary Advisory Committee
1320004 Dietary GuidelineZX % BUF 12421 L
7=, “MAGEEORREEN o H
fTDGuideline#BIEL, WAWAkh 7T
—HhomRBEELONVBINTES LS5LE-L
BEW A A4 Fe#RETLIE5ICL T3,

E.Kennedy (USDA) i&. [Consumption Pat-
tern in the United States Population] T, CSFII
(Continuing Survey of Food Intake by Individu-
als) L EIREFRBRRAEBEIC LS ENHER T —
A BBE0FICEDFEHE TS, {KIER
BEE DA MIIBEFR ARSI BE ¢
% Dietary Guide!lZAH L 7-BFHEE ST 3
Zenbr b L,

C.A.Beres(NPD Group)id. [Food Consump-
tion Patterns: What Do We Really Eat?] T. X
ECREABTLrBERROBEEENR LT
S>THY, ARMBEROHFE., REKREDT =
g2V, RERERET QS S LDMEIC
B> T 5 & DHE,

W.D.Clay, Jr. (FAO)!Z . [Food-Based
Dietary Guidelines: Are We Getting the Same
Message?] T, BMIZB$ % Dietary Guideline
OHRIZ. 2 TOEED HELRIL LT,
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Two-Generation Reproduction Study According to the New Guideline:
Practice and Evaluation

Hiroaki Aoyama, Ph.D.
Institute of Environmental Toxicology

Ministry of Agriculture, Forestry and Fishery (MAFF) in Japan is in the process to revise a series of toxi-
cology testing guidelines for pesticides including two-generation reproduction study, of which sensitivity for
detecting reproductive toxicity of test compounds has been enhanced by adding several new endpoints. To
evaluate the effectiveness of these newly added endpoints for detecting endocrine disrupting effects as well
as other reproductive toxicity, we have been conducting validation exercises with organochlorine pesticides.
This paper describes interim results of our exercises for validating the reproduction study according to the

new testing guideline proposed by MAFF. In our exercises, Methoxychlor was used as an estrogenic refer-

The 2nd ILSI Japan Seminar on HIROAKI AOYAMA, Ph.D.
Endocrine Disrupting Chemicals Institute of Environmental Toxicology
"Two-Generation Reproduction Study

According to the New Guideline:

Practice and Evaluation”
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Animals in the mid- and high- dose groups showed a significant decrease in mating index, fertility index,

and/or numbers of implants and newborns. Alterations were also found in such new parameters as sexual

cyclicity, sperm counts, and sexual maturation dose-dependently. These results suggest that two-generation

reproduction study according to the new testing guideline is useful to evaluate reproductive toxicity of pesti-

cides consequent to their estrogenic activities and that new parameters as well as classical ones are effective.

We experienced, however, some difficulties with several new endpoints for evaluating the adversity of

treatment-related effects. One example is how the sperm number should be evaluated in the case that sperm

number per cauda epididymis decreased while that per gram cauda epididymys did not. An alteration found

in sexual maturation of F1 animals is another example of difficulties in evaluating the adversity of chemical

effects when further reproductive and/or other abnormalities were not observed in the adulthood. It is sug-

gested that accumulation of background data is necessary for resolving these problems.

FMUWHAL RS VISR > eSS EER DR & £ D F i

MAREEA PSR
BHE—I LEENHRE 25 SR

BMAKEETIE, BEOBGPHICEDLS
—EDHTAF 74 (BT 5 RBRRE
EERT 512> TOREE (), EikE380
B, BI04 4 A17H) O RE UIEENET
HThHbd, ThoDHAFIA4 Y () iF,
KEEPA®K K UOECDDH LWWFH AL F54 v
EDBAMIZONTITHIZEE I TED,
L7 o THR I N 3R AT EREE L 3
(KE, OECDB L UHA) BTIZE A LR—
DEDELSTNSE, LEALENS, BIZE

50

HOFBMHRERIZOWTIE, EBRICB MY
BE2HAOTERL ZBREEABRD T — 4 % £
52 LRI S RFEMIC SRR 29,
EFNEDHA FI4 VISR EN-HLDRE
EHEHOEMERLZ LI O TIRLT LR
AEREERTHABRTIEE AN, AL, THh
EDAAF T4V DEFALIZHS > T, B
AR & AT HRARICDOWT, A bRy
s 11— )L &p,p-DDT% FH\ 7= BREEEAER % EHE
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HTEAOROBDZENTOIEMBTHO,
BWRIIVWThAREINSITPETH S, ART
3, HELEEERAGONZX P F Vo
=02 HREHEHEERRIZIONT, Hil
BEMEh-REOEDER, Bon//R%
S % L TOMEE A EHRT 5,
SHDHA KF54 Y (K) THZIZEMS
NEREEEZ, HOMEERE, BOBT
BT, AETENR AT O 2B HITE R R e s B A
FRBRE, MRAR, RIMoORBSERIER
AR U 7= HLF AR Fl 22 e R R B O B E 7 &
T®% (Table1), £72, OECD TIXHRHINS
WHRELLZE ORI & Zak LT P EREFL
TURAFUA FFRLEYDOIMPEEHIED
PBEE SR IS, BRTCIEZEhEDT
— ZDHFIYRHEROBNR L EI2 D0 TR
RIRRPLICE D K —ED M &2 T3 Z & A INE
£72%, HEIM LT 5280500
mafflko>THB,
WEOMEMIZ>W T, BIESREMG %

Table 1. Enhancement of the two-generation reproduction

study guideline

ANUTRYIOH 2 5 XBIOREOHE GER
FRBATHGRERT) T TOHMERERY
RELTCRTHEN B THS, LIrL,
SHEOBHABRTIE, —FIRBEHEBELET
5 Z &k RIERIHD b REHRANEERIT
ThHEEAAEN-Z L, BLY, BERAH
DER U 7= 84 1B R OB (2EH)
FIZHTRD G (RO FKEHH» & XEIOF
BHOMH X TOHKEE kD 5% Tl
HEARDEZLATERVEFRLIELIE
BOONBIZ LB EOBBENRELC, ZBHO
SEIME & B U 72 DR A T A R
3G EHENKRD 6 s WEKRD 57 — 4
AT A Z IR0 E/LEVD, ZDXS
BHAITEZOREN R 2T EIEE &% &
hB3BhEHHDT, FHIIZIE 2 EEEMN
WBEELAS,

BrREIC>VWTE, BFER (1,500 ppm
58 OBYORBTFEICBEL T, BHE Lk
RBYD (LT, R4 D) ORI
AT ERICER AE TR S
N300, FEHE LEAROHANE
BYDICHET 2 EEE L ITIE
BIUCEE BB L0 -REEREDS

Parental animals
+ Detailed examination of female estrous cycle
+ Sperm examination
+ Determination of reproductive organ weights

- Detailed pathological examination of reproductive organs
- Examination of sexual development (1 parental animals)

- Hormonal battery (in future?)

Offspring
- Measurement of ano-genital distance (when needed)

+ Determination of organ weights (Brain, Thymus, Spleen, Uterus)
+ Preservation of organs for future histopathological examination

7= (Table 2), 2D &S5 kidrA
3, RO TFBICDOWT K
Mo, ThoBEHER
COHYORENRF L Er o722
LICERTRHRETHA I N, &£
MFERIZATE S b Off % ZFi 12
WA RENPEERDOHND L Z
AThbH, b5, HlZLILES
HEOHEMNEDOEHIZ DN THRE
LR REMB AN REOMRICE
Lo A6 e USFFICRIE I &
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Table 2. Group mean epdidymal sperm number, percent motility and percent normal morphology, and tes-
ticular sperm number in FO and F1 parental male rats: Methoxychlor

Gen- Dietary No. of Epididymal sperm count (x10°)

era- level males percauda per gram cauda Sperm mortility Testicular sperm count (x10°)
tion (ppm) examined  epididymis epididymis % motile per testis per gram testis
FO 0 21 190 = 45 701 £ 149 725+ 55 236 + 32 139 = 16
10 18 187 +- 48 678 + 133 70.8 =52 249 + 32 141 £ 15
500 19 166 £+ 41 682 = 112 734+ 6.6 240 = 29 142 = 12
1500 17 138 = 25" 696 = 116 748 + 6.4 216 = 29 140 = 15
F1 0 19 188 = 52 572 £ 124 721+ 8.5 230 + 52 134 = 22
10 19 177 + 34 568 + 92 74.0 = 6.3 240 + 44 137 = 19
500 23 167 = 30 568 * 87 734+ 76 202 + 28 129 £ 18
1500 10 132 £ 16™ 580 + 60 72.2 + 6.0 174 = 25** 124 = 19
Values represent mean*S.D.
**: Significantly different from control at p<0.01.
WEWS VNS, BTOWMECHERICEE (ERELEZEATCROY) II20WT, Z0#HE

ﬁ&mmmﬁiiwﬁ(bénuﬁﬁ)®$
NEEYDORTESEREEL N HIRER
BWEWIEZERHB—HT, MEEIEEREX
¥E5-DICEREOREICIELL T —EKU
LOBFROLBETHIEZELIONBEI 0D,
R EIRRE (b5 VITHEE) %0 O {KiE
BALNNITEFHERENICEERS 5 L ¥
ETRETHDEELEDELEHD, TDEMIC
DT, SHREILLIREFIVPBELLES S,
F18OMRAICBE L T, WRIHER L
=HER (5008 & 01,500 ppmi% 5-8) 1ok
W, REDBR T HEEER Bk OB B 2 BT
B/ (Table 3), 7=, MO
DNTIE, HRICAEBAZZAOhEN 72
LOD, BEAOPEE I HOKREII N
BOEL D ERIE» 572, ThE DRI
HEO MBI EE S (BRUERE & Z &
nie), MOV & iz Z & &mid
5, L»LAaWRS, ZhsOBEOREN

/52

DAHED LI RTH L T HEMER
&I IcBbhd, RABDOMEEICHRARD
B 2B ICBER LU 2R ENRAS
hz0, EEOREEDN EHT 5 4 E O
BHMSEEEINEZBAICEERE LML
fﬁna%zahéﬁ REOLZ 5, WiE
(R RITTHE R ICBR I h 5 1
ﬁ)@@%@% AT U ETRNTHRHL IS
EINTWBE DI TidAL,
SEOREBETH LN BFRE RO
BREFER MR 6 DBRIEH Th 5 BhlEE
FTOBRERER (Table 4) #HET S L, W§
NOBELIZFTFECHETELLTWE Z &
BHRErELED, ThbE, MEBHOEER,
BEFEDET & 5 WV IidHRED (R 0BT 2
BRI -PREB ICEHER T, k2
bOETH HHriRsE, HER, FREB &
CAGFHERBR S EDORIBICE AR LK T
BisEhTH0, #5HEE TN 5 DE{D
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Table 3. Sexual development in F1 parental rats: Metahoxychlor

Dietary Completion of preputial separation in males Completion of vaginal opening in females
level No. No.
(ppm) examined Days of age Body weight (g) examined Days of age Body weight (g)
0 24 392+ 1.7 200.4 + 14.2 24 312+1.8 114.6 + 13.0
10 24 390+1.2 201.3 + 13.2 24 31.1+1.8 113.9 = 11.0
500 24 40615 1927 + 12.1 24 30.3 £ 2.1 102.7 = 14.0**
1500 19 44,2 & 2.0*** 1972 = 12.8 24 306 = 1.6 97.0 = 10.3**
Values represent mean=+S.D.
*: Significantly different from control at p<0.05.
**: Significantly different from control at p<0.01.
***: Significantly different from control at p<0.001.
Table 4. Reproductive data for parental rats: Methoxychlor
Days No. of No. of
Gen-  Dietary Normal of Implantation pups
era-  level  estrous Mating index Fertity ~Gestation ~ gestation sites delivered Sex
tion {ppm) cycle Male Female Index Index (days) (mean+SD) (meanxSD) ratio
FO 0 2324 22123 23123 22/23 22/22 22.1 16+26 14+£26 0.470
10 24i24 23/24 24124 19/24 19/19 222 1617 13+3.0 0.492
500 2324 22123 23/23 20/23 20/20 222 1325 1143.2* 0.536
1500  24/24 22124 23124 18/23 18/18 222 10£25™  76+29™ 0.538
F1 0 2424 20/24 22124 20/22 20/22 22.2 15+24 13428 0.516
10 24/24 23124 24124 19/24 19/19 221 1629 14+£26 0.561
500 24/24 24124 24124 23124 23/23 222 12427 Mx24* 0.492
1500  18/23* 20/23 22123 10/22** 10/10 225 82+2.14" 70424 0.476

Mating index = (no. of copulations / no. of males or females used for mating) x 100.
Fertility index = (no. of pregnancies / no. of females copulated) x 100.

Gestation index = (no. of normal parturitions/no. of pregnhancies) x 100.
Sex ratio = total no. of male pups / total no. of pups delivered.

* Kk

RE L OFETHIERZHERICER S

RAHoh

5, MADERIZKD, 2 MFPrvu—-ntk
Z DGHEY (2,2-bis(p-hydroxyphenyl)-1,1,1-
trichloroethane; HPTE) Zi3 = X b1y Vi
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,and ***;Significantly different from control at p<0.05, 0.01 and 0.001, respectively.
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B, WO S HELR AL ML 5 Tz,
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Table 5. Mating results of Methoxychlor-treated rats with untreated rats?

Gen- Dietary Males Females
era- level Mating Fertility Mating Fertility Gestation
tion (ppm) index index index index index
FO 0 33 23 17 1M 117
10 6/6 5/6 5/5 35 2/3
500 5/5 5/5 313 2/3 22
1500 6/6 6/6 6/6 5/6 2/5
F1 0 5/5 5/5 4/4 4/4 4/4
10 5/5 5/5 5/5 4/5 4/4
500 (| 1M 1M 171 7
1500 13/14 13113 13/13 5/13 4/5

" Male and female rats which had failed to produce offspring were mated with untreated animals to confirm their fertility.
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