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Summary

No concept had been available on “functional food” until 15 years earlier, when an ad hoc research
group in Japan initiated a relevant study. It traced a unique pass of development and then was
followed by the National “functional food” policy that involved the “foods for specified health uses”
defined by new legislation. These academic and political events were reported in the news “Japan
explores the boundary between food and medicine” [Nature 364, 180 (1993)]. The concept of the
functional food science as a novel area of nutrition has thus been internationally accepted, and even
a great deal of industrial efforts are being paid for its further development. However, it is now
needed to stress the importance of strengthening a product-driven rather than concept-driven
process of this sophisticated science. With it as a background, a symposium on functional factors and
products is to be held in Tokyo on the 14th of November. A number of top Japanese scientists will be
invited as speakers who would set a new color and tone on the functional food symposium. They will
also address that the mainstay for the advance of this new science depends on its potential of

industrial application.
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Initiating Project PAN
¢ |[LSI’'s Physical Activity and Nutrition (PAN)
Program

DEBRA KIBBE

Associate Director,

PAN Program

ILSI Center for Health Promotion
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ILSI’s Physical Activity and Nutrition

(PAN) Program

Associate Director,

PAN Program of ILSI Center for Health Promotion

In response to the alarming increase in
childhood obesity around the globe, ILSI
launched the Physical Activity and Nutrition
(PAN) program in 1996. One year later, noting
the statistics about global aging, Dr. Alex
Malaspina, ILSI’s President, initiated the Adult
PAN program to address healthy aging through
the lifespan. The PAN program’s mission is to
transfer the science learned in the academic and
laboratory setting to community intervention
research. Several past and current PAN

initiatives are described below.

¢ Design and implementation of original survey
research on family physical activity patterns
and school-based resource needs for physical
activity and nutrition promotion.

¢ “The Causes and Health Consequences of
Obesity in Children and Adolescents”—a
supplement to Pediatrics distributed to
approximately 60,000 health professionals,
public health officials, and obesity researchers.

¢ The ILSI PAN Fellows program supports
research in academic institutions. The Fellows
are charged with facilitating the design, imple-
mentation, and evaluation of physical activity
and nutrition programs for children.

e Take Ten! ™, a unique, classroom-based
physical activity promotion program being
implemented in over 110 U.S. elementary

schools that provides children with ten-minute

Debra L. Kibbe

sessions of physical activity integrated into the
academic curriculum.

® The Commissioned Papers on Nutrition,
Physical Activity and Quality of Life in Older
Adults is a scientific review to be published in
late 2000.

® Publication of the Physical Activity Guidelines
for the Health and Well-being of Older Adults
is planned in early 2001 and will be approved
by the Centers for Disease Control and the
American College of Sports Medicine. The
guidelines provide recommendations to health
professionals in counseling older adult
patients about cardiovascular conditioning,
muscle strength, and balance and flexibility.

e Healthy aging physical activity and nutrition
education materials for health professionals,
older adults and caregivers.

e Original research in optimal methods for
assessment of moderate intensity physical
activity in adults will be published in
September 2000.

Increasing interest in obesity and healthy
aging around the globe has resulted in PAN
collaborating with ILSI’s worldwide network of
branches to expand PAN-related research and
programs. PAN will focus globally on supporting
education, information dissemination and
encouraging data collection and new research in

physical activity, nutrition, obesity and aging.
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Summary

With the patronage of ILSI Japan, the Committee on Dietary Reference Intakes (DRI) organized a
seminar meeting during the 54th annual meeting of the Japanese Society of Nutrition and Food
Sciences held on May 13 in Matsuyama City. The primary purpose of the seminar was to introduce
the members of the Society to the concept of DRI and the basic of NOAEL and LOAEL. The
participants enjoyed presentations by Dr. N.Hosoya on Dietary Reference Intake for the Japanese in
coming 5 years; by Dr. Y.Hayashi on NOAEL and LOAEL; by Dr. T. Nakamura on Effective use of
the 6th DRI and issues for improvement.

The Committee has worked on development of evidence-based concept on respective items for DRI
for the Japanese which is to be revised every five years.

In the 6th DRI established in 1999, a new concept, DRI, was introduced at the first time and was in
effect as of last April. This seminar was very much helpful to the members of the Society for well
understanding of the basic on DRI and NOAEL and LOAEL. There are still many issues to be solved

for establishing realistic DRI. The Committee is carrying out to solve these issues. ILSI’s cooperation

with scientific support would be appreciated.

200045 H 13 H Ehg KL+ v v 7S 22T &
HHEULUEN D4 A | L B L TILSI Japan D %4% T
DN, BMEP S T2HBIRAKIC
WiH Tz, 199946 HIZHE & 7= 58 /5 KR eUE H
AANOFFEIT BRI OFEIE R & DREAN
BEZFBOLKOPRLES, T58bBRIIRT &
Iz HEEULHE (Dietary Reference Intakes :
DRI) E W3 EZSTHbB, ZOHZHITKE, 7
;& a—uays, TVTHELHRD AN, 5%
EFEAIZ A &2 130 > TREMBERARET S Z

itk b, HFEICE L > TETOREREHKT
RUEDIZHARYID TTH B,

SHOBEHEDOHNEIIDRIZHKIZLAZEDT, B
AREEHARANDRBEMERRERNZRART
» 5 M B EBH KL BB S B1RTPVIEY
DB/ EIREAD ) 22 25+ R EHIULHED
ZAHRHERIZIOVWTEED B DEh% 5 H o
e

iF 7 FPRIEEUE (Tolerable Upper Intake Level :
UL) 28R ET 2512 3aIEMIERBE (No

Report on “Progressive Dietary Reference Intakes”
by The Japanese Society of Nutrition and Food
Science, Dietary Reference Intake Committee

Dr. NAOTAKA HASHIZUME M.D.
Professor, Director

Department of Laboratory
Medicine, Ohashi Hospital,

Toho University School of Medicine
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ETRE, RERRITA VN IA VHRETR., 287
LWETFEMF L L TOBNEMBERR. EERZR
DimdE., BEAEHEIEL ., GHEINZEEEST
HoTz,

—-AFEOAXFEESH (ALINORM 01/22) i i3
—F w2 A0k —bX—TD “Reports of Codex
Meetings” 128 5 TWBDTE USRI Iz

L,

http://www.fao.org/WAICENT/faoinfo/
economic/esn/codex/

. FE2sEBEREFB=ARTHE
1. HEREFT : 2000465 H9H —12H
T2, AT R

2. 2% 44 HEH, S0EFBEES» S 28245
(ILSIE& LTiRSmEESML &h -
720)
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HE 1 BEOER
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CERAER EE) OEE, NI, &7,

BRFEIZBET B3 H A4 F o4 VER(ZT v
7°6)

AT o uY—KDBOoNIAER

DFANICET 581 (ARRROERIZ

B4 % — MR EUERUE OIREER)

a) Section2, 4 DEIEEZR(ZAT v 76)

b) Sections DEIEDIREREEK (X T v
73)

AERBDORRNZET 5 —

%) DYE DEE

s vE (SR

CRBERITARSA VORGTORERE

£(ZX57 v 73)

TN - L —LADERICET 38

DREFER (AT v 73)

R YTV ORHEBEOKBEICET
5574 K74 VOREER (T » 7'3)
SHOMEE. XOSERFH L
B
BRIZBABERIIONTOREE
- BEMEMARERIZOWTORE
WEFOFIR

Report on the 28th Codex Committee on Food
Labelling

Dr. SHUJI IWATA
International Cooperation Committee
ILSI Japan
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GEBEE 5 NMFFo/0 —-LkUBEShZER
DRTICETI8LE (IRBERKDERT
CBT 3 —mMBEREDREESE)
a) Section 2 (AARBDER). 4 (7L ILF
CEBRTR) DEBEEE (X7 76)
b) Section 5 GEMEFHEERR) DEIED
REEE(XFv7/3)

(123 7 E & 108895 5 & 2 WGk, RN L
LTRI 7574 v A—F(DG) &K, 73V
MZC2EDEHEER TSI T V2T, ATy
F3L ULTO0OF2RICY —F 27— v & —%Mlff
L7, DGRA—Zb 57, 75V, HEK,
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1. FHEEDE# (Section 2)
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DIZKWEL LS OED® S BRAAZE N, “certain
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— D) LEE, WGFI7 7 bD&a A FLg
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TG (A B A, ZOFTEIMBEL LV 5 25k
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BEALTHE) Ik Tn,)

O “genetic modification” & “genetic engineering”

RO L8 -7z, BB IIHERIZD DI

WEWHB RS L KDEH “modified” % X7 L 7=
M, BREIBEOZH NI H KB LS. HC
(“modified/engineered”) & $3E L L 7=,

OBEER. 1 A REFZREZE (the Cartagena
Protocol on Biosafety) DE#& 7 F 2 MZHEVY, $%
5 00 X 5 &4 &5 D FilR T O M FEEA O $FE I
VAN YAl O

O “no longer equivalent” & “differs significantly”
DBRIENTELERICEEL TS I L,
Zhicigb o TERUETH DHIBRT I NE L
DEREHD., shfElOE L& L,

@7 L LF¥F-RHTEMARAZHEDEBER
(Section 4.2.2) IZBIL THBR AL X7 v 78I,
FEEDEET S (Section 2) I3 AT v F6DEF L
L. BESEBERZRD 3L L %,
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OHA, EUZZOERA TV 3 vQ&XZH. K
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YT 4 #FERL, BRIEKI Y 2%
BBIZIEEREL -2,

OBREEANIA TS a2 vQEXF, [F TV 3
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Eol, WFhOT —<v & Fahstidgemy —+
YOI —=T(IOA THTE) ILZhbohbl &L
BT,

SEOSAETIHSZDLAZEE[EL VIS4 F
7 uY— ] OFFRITEETMEE A & Bl
AT-HMBEBMAEKTHLENSIZEL BNT,
FAO/WHOBMRZE,FIE LT 5 [ FEERES
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EEEDProf. R. Kroes(ILS| Europe2E)ld. BYEROBRANSEEENNELEYHEORE |

CB5TBCE. BEO. HEWMBEOERIABORECBYBESS 2HES. THDS. S {

HRIEEC D DB 5. BB SOREES CHEEERND T & [CET3ECONTHE |

|

|

|

|

|

|

|

|

|

|

|

|

|

|

|

~Nfe,

HEE1 A B OBEY. TDHSE — Prof. W. Witte (K 1V, Robert Koch Institute)
FT. REOHRBED LOERDOTHEBEDCOHICIEYMBZFERT D EERIC. & DR
BEDCOHICHEYENMERIN TV C EZEALLEN S, BmEBEO2AICE > THAEYEM S
MEDHHIRLU TOVDERIRICDOWTENz, RIS, HEMHEBAOIETITEENICDOLTRN, #iE
MDFUNIVDEFIFTEEIEICEDWVT, MUZEE T AN XLICDWCEEEDI,
TH[IC, RAVICBWT, EBT RIREDAIYF U VES KO T IXRTY A R LH >
TWBTEICDWTEN LR, ZNZENOEICH U GEIRNIFALEZ L. TMEDILDD ZES &
[EDWVWGHN, EBEZEMHS LS olz,

EHE2  MAEYETMEE A D#IT — Dr. K. Stoehr (F 3. WHO)

SPEUTE M BAUTHEYENFERINTVS &, BRUZDEGFREEICOWVWCEHBELR. 1
FUX(CHWWT Salmonella typhimurium DT 1040+ /OVEEARE LI EP. 1990~
1998FDBI(CA VIS5V FETIT—IVATEEMUEZERIENBATWVDIE. P AURICBNT
Campylobacter®+_/ OVIHEDLFEE Ulc EICDWTEM U,

|
l
|
|
|
[
l
|
FES3 | ADEEE E BRI & OBFF |
—— Dr. J. Threlfall (Z[E. Public Health Laboratory Service) |
%ﬁ\@E—DyNﬁt%?ﬂ»E*ibbJEDROQ—@mHﬁﬁﬁ%[%ZKBD\it\:
ZTHUCHEANUIHHEDEND. NOBREERABEOMERENMEREDICH D, THIC. 1990 |
FLE, UV(CBVT. SEIMY. sHobs7YEYUY, 40547123, ARUTRTA |
VY. ZWTAVTIRE. T RSUASUVBEELHT BMUNREHEICEIAENL |
Salmonella typhimurium DT 104(MR DT 1045588 LTV BEICDWVNT, HICE>THIEL |
feo FREBLEICEEE UICHERELS. virchow, BKUS. hadarlCEEIMMS U < [FZEIMEEF DOEH'E ;
2 TWBT ERBAL,
EmRAEEDEYCO 70704V VEEDRBR DD e EZERTRENEONTED., & :
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REFBBEEDTVD, 0-167BNOBREEAGE)ICFFELEIMIEITRTHDHD. HDIEDH
EE. BICAWT VT I REPT SSUA T U VERLEICHT DMHERIFEA TS,

S#HDXFE — Prof. T. Verrips (45> 4. Unilever)

FT. EPZOHERD S TN, HMEYICERIEELBINEND D EFANTHDEL. TFE.
MIEEYZE XU FEYELES UCEMNMI T, MEYHINNERICHL. EDRInL. LML
TEEERTDNCDOVWTDORLDERNET SRBIFIC. MIBROHICES—T Y hERET S L
TORUBBOND XD e &N,

THENEREMEYZ(CBAUTE., BNICERULIE oTFOMAIC. KADEFNE77O0—F&. 4l
AR FA VI OHIYBNIIREE A DIEEDERGNT JO—FHUETH S i\,

Filo. BEFEBIBYON—N—CHINEYEDELGFZERET DI EICL T, HEMMEZ
BBt OEGFIREBICHNT D EZH<HEBBER EHANEREEFRU,

B
MEYEMEROBBESHFAENICERLFEE CH > C. BBIUEENICARESE - #ROED'S
EEZEITDINETH D, WHO. EURFEMIBIUABICHVWSDHEYEIST L. RENFEIEZIIT

ONECHD.
(ILSI Europe Tld. HEEEZTHITIOFTECHD.)

ILSIFFZ B & V) D i FriEER

The ILSI Research Foundation,”CEO Update, July, 2000

ILSI {3 B fERKFEHE Listeria monocytogenes D% % #EiE

UXFUFPREITTERINCEBRE. D205k, RPSOEFERE SN, HiRHOLME. FER.
BREFEOHAIRFICEBKRT DD, PAUATIEF. URTUPEFBICLEDEEL,H500 AW EKRSEE
D. BO0ADFETELTWLD,. ILSIEListeria monocytogenes DIRFEMES KUEBHICEELTD. XK
ERFEHRET DHZUR— MERDERFEERT. FREXTICERDFECTHD. TDUR— M.
FER. RAEHDZIERICRKIDEETELD . AKICELLDED. EORVEDZHET DT
EED. ILSIEFRE. URATUVREDELGSEER, DB BEXERLEETDCHDFHFTLWLIXD
“ALERRECTABEED 4 DOTOT S LZBATNS, TfF. FERHLZEL TSI L
Ho. HBEILEDTHERBEEEICE>TH, EERZRE<ATEIDINEZHREIOLHR
BEETHD.

ILSIUR 784 T2 RAFEMIE. BPAREVZX V2 - B TEER
REVPEBROZE2MICDOWVWTOERMEBLNEESH. ILSIURTT A T AMRATICKDEHRES
F. BEEETCVT. BYTholc, b b AR. ZILTDHEY. T« —CILOEHRZDM. RE
hORFEPEREEZSITDREITES., BMHADBRIFIEVEDERZE LD, T MILEEIAR
SEUDRIF. RERARRH—RY - T3v o, YV, BEF IV ZRRET—HERALTVS L,
FEBEMRET D, YO, I\LAAI—TIFFDRIEEBIHONT. T—F LG FOSEES
EHBCTHOETINTVDDT., EFDURITEIAXY MIDWTOHEIF. EVERMEHEINT
Weo ILSIDUR T A TURREFMIE. v STEEHHFONDF. MTFHAESEEDICHTH D
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T, BRBETERELLZV, EBRXTWVWS, TDOUR—EThe Journal Inhalation Toxicology
2000F2 - SASTARRINTLD,

ILSI Europe EILSIEBEERNAF 77/ 00 —RELIE., EGTFHRABROFENE
IS OREE IE
BEFHEEZBROREE
AE12811~138IC. ISvBILT. BEECLDI—IY 3 v IHEHN. EUDSARS
NIERTRAISA > o, RS CHEREG IR BROBHED. MO TLHRERICHHINDTF
To CDT—IY 3w ITE, BHNE. BRINTIEE. RIEERICHL. BTOYYTUVTE,
BUSEDRE R A EREICERSE TN S, ILSI Europe. ILSIEE/NA A T2/ O0I—&S
2F. IOV BEDEIRE Y I—EHEATI—o Y 3 v IESFEL TS,
#H% X DNA
200046 826 ~28HICE#E U ILS| Europe EEDT—2 3 3w I T, DNADRFEMEICD
WTERST e, BLTERIBRICHEET DHEBIDNAZZHT. DNADEEN - BIEICDONT
B TOT—Y &Y D, CTTldER. BRODNABBAME®E ~OMEEROESTT DNA
[CADRDTENHEDNESHEBET Do TNOSOZBROERE. ERICEEHONDFE.
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BRANZIEERNDOEWSEE B U, SonERIEEY - XEERAED. ILSI. CDC. TEY
—KRZOHECKD, 2001 F5A7~9BICTY bSVITRHESND. CORZECIE. MERER
RZIENDOHNE LT, B, YTUXY b BREELLE. —E0ERZSOLSBELETOY
D LDERKEDFLEED,

NhFLICE T HEESE (IVACG) |
2001 E2BICN ML \/ATITONZFED. ERESY SV ABBERIVACG). EREME
BEE(INACC)DAREREE LEICBIIB Y I ABLUHRILRROBR S AZBEI DT
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U 2 VRS 1985 FLER. MREAZEXELTHD. STDARLIET D,
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10025 153* MBEICHEEM L, TBUCHE L TIEAEKX
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Bt RIcET 2B O F RS HEIC L DD
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Translation

Health Claim on Functional Foods

Report from Task Force on Functional Foods

§1. Introduction

ILSI-Japan has prepared and issued a paper
entitled “The current status and problems of
Japanese functional food” in 1998 (ILSI; no.55,
pl8-54, 1998). After one and half years had
passed, the number of Foods for Specified Health
Use increased from 100 items to 153* items. The
Japanese government also reconsidered the
differentiation between foods and drugs to
discuss a new system of so-called “dietary
supplement”. In overseas countries, the policy
on the system of functional food is becoming
clear in each country, including those described
in the Codex. Considering these circumstances,
investigation results of domestic and various
international situations after the previous report
are summarized in this report. Based on the
information, we reconsidered the future subjects
we had discussed in the previous report, such as
problems in differentiation between food and
We also

summarized our ideas in three areas: the

drugs and scientific grounds.

description of labeling, an effective system to
make the most of the label information, and the
responsibilities of the companies.

The Study Committee on Health Claim on
Food organized this time is consisted of an
Expert Group on Research and Development and
an Expert Group on Regulation and Market,

added to an Administrating Group that manages

the cooperative work between the two expert
groups. The total report, subjects and
suggestions are described first, and then the
investigation items and results, was already
published in Japanese and is now prepared in
English. The part of the subjects and suggestions
is published in both English and Japanese in this
journal. The items of investigation and results in
the total report are as follows:
(I) Laws and regulations
1. Domestic regulation,
1.1 The Pharmaceutical Affairs Law, 1.2
The Nutrition Improvement Law for
FOSHU and Food for Patients, 1.3
Reconsideration of the differentiation
between foods and drugs, 1.4 Legal
System for so-called “Dietary
Supplement”
2. International regulations
2.1 CODEX, 2.2 North America, 2.3 EU,
2.4 China,
(IT) Market
1. Domestic Market, 2. Overseas Market
(III) Scientific basis for the expression of
health benefits
“Functional food” is a term proposed by the
Japanese scientific academy in 1980’s, and Japan
has been leading other countries in the
investigation to frame a system for functional
food. In 1991, the term “functional food” was

changed to a new term “Foods for Specified
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Health Use”. Legalization was then attempted to
notify its efficacy on the label. This is a
Japanese government system to approve
description of a label regarding an effect of food
on the human body for a specific health-related
use, which is to be approved by the Minister of
Health and Welfare.

Since then, functional food has attracted
attention in western countries. The Codex of
1999 proposed “Enhanced Functional Claim” and
“Indication of the reduction of the risk of
diseases”. Currently, discussion is being made
as to how we should identify the health-related
label as an international standard. Functional
food can be understood in its true meaning, both
by consumers and manufacturers, only when an
appropriate definition is written on the label.
Therefore, it is necessary to establish regulations
for labeling with regard to scientific evidence.
Also, the regulation, which relates with the
health related claims, will determine the market
scale for each functional food. Legalization for
claim of functional food with international
consistency and scientific evidence is urged. This
is because the needs of functional food are
increasing in accordance with the aging society
of developed countries including Japan, and it is
also due to the growing number of life-style
related diseases along with an increase in the
health-consciousness of the public and the

government policy to reduce medical care cost.

* An additional 13 items were approved by
November 22, 1999, thus the total approved
items increased to 167 as of the end of
November, 1999.

§2 Subjects and Proposals

(I) Definition of nutrient and non-nutrient

The term “nutrient” can be categorized into

the following 4 classifications based on the latest

nutrition science:

(1) Macro-nutrient: The 3 major components,
represented as protein, lipid, and
carbohydrate, are categorized as macro-
nutrients. These are divided into the
structural components that form the body
structure and the other components act as
the source of energy.

(2) Micro-nutrient: Vitamins and minerals are
categorized as micro-nutrients. All of the
micro-nutrients are essential elements which
cannot be replaced by any other components.
A small daily uptake of such elements is
essential for a smooth life activity, although
a part of the minerals are included in the
formation of the skeletal structure as
mentioned in the macro-nutrient definition.

(3) Functional non-absorbable non-nutrient:
Components that cannot be absorbed in the
body, such as dietary fibers, are included in
this category. It affects the bowel movement
and its relation with other biological
functions has been pointed out.

(4) Physiologically functional non-nutrient:
Many physiologically active (or bioreactive)
substances were found except for minerals
and vitamins in food according to researches
in medicine, pharmacology, and nutrition
science. These are necessary for

maintenance and improvement of health,

and prevention and treatment of diseases
due to the recent changes in people’s life
styles. These changes include new materials
for food, dietary life, a progressively
increasing elderly population, and the
increase of life-style related diseases. this
category includes various carotenoids and
polyphenols as antioxidant substances, and

immunoreactive substances.

In this present report, we define the types of
nutrient as follows considering the international

agreement (or international harmonization) as
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described in the codex.

1. Nutrient means the Groups (1) and (2) as
mentioned above. However, in Japan,
sometimes nutrient necessary for
supplementation means vitamins and
minerals because the lack of the group (1) is
very rare.

2. Non-nutrient means Groups (3) and (4) above.
They indicate bioreactive substances present
in food and components originated in herbs,

which are not regarded as nutrients.

(D Scientific ground for health claim

1. The concept of experimental methods for

the scientific basis

1.1 Basic ethical policy on human

experimentation (or clinical trial)

The indication on health beneficial effect
should be based on the evidence of usefulness,
which fulfills safety, and efficacy concerns for
humans. Namely, an intervene clinical trial is
mandatory to prove the efficacy of the material.
This test should show the statistically significant
differences in the test results of humans in order
to describe the labeling of the given substance.
However, in cases where the efficacy of the
subject is already scientifically proved, such as
by the epidemiological studies and other clinical
tests, a discussion is necessary whether to
perform additional intervene clinical trials or not
to permit its health claim. The epidemiological
results are considered insufficient to prove the
causal relations compared with those of
intervene clinical tests. Therefore, it is natural
that high quality is required in the
epidemiological data to be the evidence for the
indication of effectiveness on health if intervene
clinical trials are not performed. It is very

obvious that in cases where an intervene clinical

trial cannot be performed because of difficulties
due to ethical reasons, another scientifically
appropriate test is required to substitute for the
intervene clinical trial. Based on these
conditions, appropriate health claim should be
officially approved in accordance with the quality
of the scientific reasons submitted.

The purpose of the intervene clinical trial is to
investigate the efficacy and preventive effect for
life-style related diseases and the safety of the
test food in terms of side effects. Another
purpose is to evaluate the usefulness of the test
food in the ordinary diet based on the
comparative (side effect) evaluation of the test
food. The clinical trial should be conducted in a
scientifically appropriate manner considering an
ethical aspect, since the clinical trial is to be
done on humans. It is necessary to evaluate the
results of the intervene clinical trial objectively
and scientifically in accordance with the policy
stated in the Helsinki Declaration. This takes
into consideration of protecting test subjects’
human rights and guarantees the reliability of
test results, in order to ethically and
scientifically performs the clinical trial.

The following is our committee outline on the
guidelines for clinical trials. The detailed
guidelines should be prepared with respect to the
methods of the clinical trials for target of health
claim group with reference to the opinions of the
specialists. It is hoped that this will be used as a
reference for the research and development staff
after receiving authorization from the official
government organization. Also, it is important
to include policy regarding the statistical
analyses in the guideline. This is in order to
apply appropriate statistical analysis methods
for the test procedure of human subjects, the

methods, the evaluations, and the analysis.
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1.2 Proposal regarding clinical trials

1.2.1 Test methods and analysis of the

results

Subjective and clear preliminary definition is
necessary before the clinical trial to ensure the
reliability of the test results. Such preliminary
definitions include the study subjects, selection
of the subjects, grouping for each test, methods,
test period, and evaluation items.

Statistical analyses are necessary to
accurately and objectively evaluate the test data.
Therefore, special knowledge of statistics is
required to form the study plan, to implement it,
and to analyze the results. In the report of the
test results, the method of statistical analysis
should be described.

1.2.2 Implementation of the clinical trial

The clinical trial should be completed with an
accurate and consistent method in order to
obtain the significant results for scientific
evaluation. The clinical trial should be conducted
under supervision of a physician subject to

approval of an ethical committee.
1.2.3 Study subjects

The study subjects should be selected from
appropriate persons that fit the target of the
indication of the health effectiveness. The
suitability of the subject selection should be
discussed in each labeling item for health effect.
The subjects, in general, are either healthy
subjects, poor health subjects, untreated subjects
who have a potential for life-style related
diseases, and patients with mild disease who
have not been treated. For example, if the target
customers are people who have a borderline life-
style related disease as defined by medical

associations (such as hyperlipidemia and

hypertension), the test subject should be from
this borderline population rather than healthy
people.

In general, pregnant women, suspected
pregnant women, or children should be excluded
as the test subjects. However, if the indication
on the efficacy of health is for such people, the
clinical trial should be performed under careful
medical considerations.

Human clinical trial required to prove the
health indication in Japan should be tested on
Japanese subjects. However, clinical trial
results of foreign people may be acceptable in
cases where racial differences, environmental
differences, and eating habit differences are
considered inconsequential to the usefulness of

the test material.
1.2.4 Clinical trial study design

The study design, in general, needs to include
a parallel study™ for correct theoretical analysis.
However, a crossover method™ is also very useful

in cases with a limited subject number.

' A method to allocate different subjects in
each test condition for comparison.

"2 A method to let all of the subjects
experience all of the conditions irrespective

of order of the experience.

1.2.5 Test group composition and allocation
for the test

In comparative tests, control groups such as
untreated groups or placebo groups should be
utilized to avoid systematic bias in each test
group. Also, use of random sampling is the
desired method to ensure (accuracy, fairness
and) the comparative grouping with high
probability. These methods will provide the
scientific base for a statistical analysis.

In general, a double-blind, randomized study™
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is the principle. However, if the double-blind
test cannot be applied, or another blind test is
difficult to perform, then the reason, an
alternative method, and the anticipated effect
should be described.

"3 In this method, neither the test subjects nor
the researcher in charge of the test know
the contents of the test sample. The
sampling is randomly chosen.

1.2.6 Number of subjects

The subject numbers should be sufficient to

evaluate accurate and objective statistical

significance using a statistical method. The
subject number is desired to be 10 or more in
each group, though the number depends on the
study design or the scale of efficacy.

1.2.7 Test food

As a basic principle, the test food is desired to
be the final product of the target health
indication. However, if the difference between
the effective constituents and the final product is
very small or if there are other rational reasons,
only effective constituents may be sufficient for
the test.

1.2.8 Investigation of the dietary life of the

subjects

A crucially vital factor is to determine whether
the subjects have been eating the test food as
prescribed. It is necessary to investigate their
eating habits closely. Then, we can clearly
decide to continue or discontinue the clinical trial
in cases where the subject did not follow all of

the rules for the clinical trial.

1.2.9 Analysis method

There is a possibility of incomplete test
results; thus not all of the results can be included
for the evaluation of the clinical trial. It is
necessary to decide the guidelines for each
clinical trial regarding whether to include or
exclude the incomplete data because they may
cause an abnormal inclination during data
analysis. Therefore, prediction and policy on the
handling of each abnormal case considering the
reasons for specific results are required. In
general, a statistical analysis is to be performed
for evaluation with respect to efficacy, safety,
and usefulness. Regarding the major statistical
analyses, consideration of the statistical
hypothesis and preliminary selection of the
appropriate analysis methods to verify the
hypothesis are necessary, along with the items
subject to analysis. Also, a clear definition of the
statistically significant differences, reliability
coefficient, and selection of either the two-sided
or one-sided test is necessary.

As a basic rule, the two-sample t-test™ (or
student t-test) is used, and the significance level
is defined as 5% or 1%. In the statistical test,
the presence of a statistically significant value
and the number of variants in each group and
along with the probability. of significance (p-

value)™ should be described.

* A method to test two independent groups,
and is used for parallel group comparison.

* A probability to support the hypothesis

verifying no significant differences between

groups. When p-value is below the

significant level (5% or 1%), the hypothesis

can be withdrawn and be defined as a

significant difference.
1.3 Summary

The policies and methods of clinical tests were
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described above. The important point is to
contribute to overall human health by keeping
the quality of the test high and to accumulate
data for future reference.

As mentioned earlier, it is desired to prepare
guidelines for the methods of each clinical trial
in each health claim group, to be authorized by
the proper government organization, and to be
used as a reference of researchers. Also,
appropriate application of statistical analyses is
crucial in the design, implementation,
evaluation, and analysis of human clinical trial
subjects. Accordingly, guidelines for statistical
analyses of clinical trials need to be prepared.

The physician in charge of the clinical trial,
the person who performs the test, and the
related committees involved should pay
sufficient attention to the human rights and the
safety of the subjects. Also, they must recognize
that a scientifically accurate decision is
important based on the knowledge and

experiences of the special field.

2. Proposal of the system and labeling

related to scientific evidence

Foods for specified health use (FOSHU) can be
interpreted as a food approved to claim a health
benefit for showing a specific efficacy on health
after intervene clinical test. Based on this idea,
the expressions corresponding to the scientific
evidence in the clinical test results need to be
approved for the health claim of FOSHU.
However, the fact is that the health indications,
currently approved for specified supplement
foods are sometimes indirect and difficult for
consumers to understand fully with regard to the
significance of their meaning.

The evaluation of anticipated action and
efficacy of FOSHU is not for the treatment of
diseases as medicine, but improving effect before
developing a disease. This includes evaluation of

health maintenance and effects which improve

one’s health condition. With this background,
the health labeling of FOSHU has been limited
to an indirect expression. However, we suggest
reconsidering a balance between the scientific
reliability of clinical trial results and the
approved health claim. The important thing is to
inform the consumers of the health effect based
upon scientific facts. Therefore, an appropriate
description should be prepared corresponding to
its scientific facts.

In the future, we hope to obtain a government
approval for the clearer labeling of beneficial
health effects for humans in cases where

scientifically evident intervene clinical trials

~have been performed. Also, appropriate

guidelines, which are useful to establish
scientific reliability for clinical trial results, are
desired.

On the other hand, problems exist for
manufacturers of FOSHU who bear a heavy
burden financially for the cost of development.
Secondly, there are ethical problems such as
protection of human rights for the subjects,
although clinical trials are the most important
foundation to support the scientific ground for
the health claim. If possible, alternative non-
clinical tests or measurement methods are
desired. The health claim is unlike that of
medical drugs because its use is different from
treatment or diagnosis of diseases. For example,
clinical indices such as measurement of the
reduction of tumor size, which is used to evaluate
efficacy of an anti-tumor agent, are not necessary
for functional food. The efficacy of functional
food can be evaluated if it can suppress the
development of the disease by referencing the
physiological changes that may relate to the
onset of the disease.

Based on this consideration, a concept to apply
a “marker” is being proposed. In European
counties, mainly at the European Branch Office
of ILSI, the importance of “marker” was pointed

out during the investigation of functional food.
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And a development of a new “marker” was taken
as the major theme for future research and
development of functional food. In Japan, the
“marker” is being studied for its importance as
the indices for evaluation. However, the
development of the “marker” has only recently
started, and has not yet replaced the significance
of the clinical trial results. In the development
of “markers”, which will be the indices for the
condition of human health, a promotion of a
systematic basic research is strongly desired.
This would include absorption of constituents of
ingested food, their metabolism, or internail
kinetics, delivery/action to the target site of the
body, and the methods to deal with the clinical
trial and epidemiological research results.
Because all of these basic research items cannot
be performed in one company, collaborative work
with researchers of various fields, including
medical science, is necessary. Therefore, an
arrangement of a national support system is

desired in some areas.

(IIT) Proposal for the labeling of beneficial
health effects

Many years have passed since an aging
population and increasing medical care cost
came to be regarded as social problems. In
recent years, a concept of “life-style related
disease” has been applied for adult diseases such
as cancer, cardiovascular diseases, and cerebral
stroke. This is due to the idea that the onset of
such diseases can be prevented by improvement
in one’s life-style. It has been widely
acknowledged that appropriate eating habits will
play an important role in maintaining a healthy
condition, prevention of diseases, and reducing
"~ relative risk of disease. Among information
related to health care, labeling on food (so called
functional food and nutritional supplement food)
shares an important role.

Based on these circumstances, an introduction

of the following descriptions regarding health-
related claims is urged.

The most important thing in the labeling of
food is that the consumers can correctly
understand the features, contents, and usage of
the food. Therefore, the labeling should be clear
for the
misunderstanding.

The term, Health-Related Claims, can be

classified into the following three major

consumers and avoid any

categories: 1) Nutrient Function Claim, 2)
Structure/Function Claim or Enhanced
Functional Claim, and 3) Health Claim. The
labeling of these foods should be made based on
scientific evidence always bearing in mind
harmonization with global international
standards because the food business is being
globalized. Active discussions are necessary in
the Codex Committee on Nutrition and Foods for
Special Dietary Use (CCNFS) and the Codex
Committee on Food Labeling (CCFL) of the
Codex, to reflect the opinions of Japan and Asian
countries, considering international
harmonization of the systems, laws and
regulations. In the labeling of functional food,
supplemental conditions such as the adequate
intake should be written in order to prevent new
problems such as excessive intake. Beside the
indications on the label, a campaign for general
education is necessary through school programs
and adult consumer re-education by the food

industry.

1) Nutrient Function Claim: According to the
definition approved by CCFL of the Codex in
1995, the Nutrient Function Claim should
cover the growth of the body and physiological
role of the nutrients. The nutrients include
the 3 major nutrients, 10 different kinds of
vitamins, and 6 different kinds of minerals.
All of these are internationally approved as
nutrients in general. An example of such a

description 1is “caleium aids in the
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development of strong bones and teeth.”

2) Structure/Function Claim: The Structure/

Function Claim should describe that
physiological action of nutrients or non-
nutrients will provide good effects on the
growth, healthy physiological structure, and
function of the body. Nutrient was not
defined to be included in the Enhanced
Functional Claim proposed by CCFL of the
Codex in 1999. However, nutrients excluded
in the Codex were limited to the above
mentioned nutrients only, and other nutrients
are considered to be included in the Enhanced
Functional Claim. The purpose of the
Structure/Function Claim is the description of
nutrients and non-nutrients excluded in the
Codex. The contents should be similar
expressions to those of the European
Commission Concerted Action on Functional
Food Science in Europe, which is co-ordinated
by ILSI Europe.
For FOSHU, the labeling of constituents of
the Structure/Function Claim has been
approved to describe the components of food
of which the scientific effect is proved. This
includes conventional nutrients. The project
of ISLI Europe also includes nutrients and
non-nutrients as well as specified supplement
food. It applied the Enhanced Functional
Claim that is the same as that in the Codex.
In 1994, the Dietary Supplement Food
Education Act (DSHEA) of America enhanced
description on the structure and function in
vitamins, minerals, and herbs, along with
their respective scientific evidences.

3) Health Claim: The health claims are to
describe the positive effects of the nutrient or
other substances in the food which provide
improved strength in disease resistance and
in physical condition. The description should
be limited to the reduction of disease risk and
improvement of health, however, it should not

be applied to descriptions which may relate to

the pharmacological efficacies such as
prevention or treatment of diseases. For
example, a description, “risk of having
osteoporosis can be reduced by the ingestion
of caleium” belongs to the health claim
category. But the description, “osteoporosis
can be prevented by the ingestion of calcium”

is currently not approved.

Most of the descriptions of Japanese FOSHU
are close to the category of the Enhanced
Functional Claim. Although their descriptions
are approved to mention an improvement effect
on a preliminary stage of a disease or a
borderline condition due to an unbalanced
nutrient state, a description which relates to the
disease itself is not approved. In America, the
Nutrition Label Education Act (NLEA) in 1990
approved mention of a specific disease name with
FDA approval. Labeling regarding reduction of
disease risk has been proposed in LISI Europe
and the Codex. Further consideration is
necessary to approve the labeling method of
FOSHU with relation to specific diseases, along
with so-called “dietary supplement food”, which

is presently under discussion.
(IV) Proposal for maximum use of labeling

1. Revision of the definitions in the
Pharmaceutical Affairs Law, reconsideration
of the 46 Notifications, and a new systemized

differentiation between food and drugs

After revision of the Pharmaceutical Affairs
Law in 1960 in Japan, Item 3 of Article 2
(Definition of pharmaceutical products) states:
Medical drugs were defined as “the products
desired to effect the physical structure or
function of humans or animals, not including
equipment or devices (excluding quasi drug and
cosmetics).” Whereas, food was defined as food

and drinks which do not fit the category of
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medical or quasi drugs.

The phrase “excluding food” had been written
in the above definition before revision. This
indicates that although things which effect
physical structure or function were approved in
some general foods, the revision stated the
category of food was defined not to influence
physical structure or function. In 1971, the
standard for the category of pharmaceutical
products was established in the 46-notifications.
This stated that pharmaceutical products should
be comprehensively decided according to the
constituents’ substantial substances, forms,
labeled contents, and other information. It was
stated that “obvious food” and “Foods for special
dietary uses” defined in Article 12 of the
Nutrient Improvement Act are not categorized as
pharmaceutical products. We can interpret that
the Pharmaceutical Affairs Law will not be
applied to these two lines of products, even if
they are supplied in order to effect one’s physical
structure or function through ingestion.

Enactment of a new regulation is necessary,
which repeats the old phrase “excluding food”. It
should clearly define that regarding food and
drugs, “some foods have an effect on the physical
structure or function of humans or animals”, and
supervise the industrial activities. In other
words, reconsideration of the 46 Notifications
and the alternative differentiation concept of
food and drugs are necessary.

New government systems to comprehensively
deal with the issues of food which directly relates
to daily life and health of citizens are necessary
in order to meet the medical cost reduction policy
and to support aging populations with increasing
consciousness of health maintenance. For this
purpose, a new Japanese government system is
desired to be restructured, that is, being
combined food and drug categories and
administers these similarly to the FDA, or being

unified administration of production, safety,

sanity and labeling of food which corresponds to
the system “Directive General 12” of EU.
However, in order to reform the Japanese
government system for prioritizing medicine, the
EU type management might be the better fit,
because it has a strong specialized section with a

unified administration system for food.

2. Approval of food additives related to

nutrients

There are many food additives, which are
approved in the USA and EU, but not approved
in Japan, although regulations on dietary
supplements such as vitamins and minerals are
being eased. For example, in minerals,
appropriate sources of supplies such as zinc and
selenium are not approved and cannot be
incorporated into food products practically. For
international harmonization, a system is
necessary to substantially consider the status of
the approval in foreign countries and the actual
results of eating habits. With respect to safety
and approval, there should be some exceptional
cases to incorporate food additives into products
relying on the responsibility manufacturing
companies, such as “GRAS” and “Self GRAS” in
America. This would replace requiring the
approval of the Minister of Health and Welfare
for all food additives. Therefore, collaboration
between the government and the industrial
companies is necessary to discuss the
establishment of an organization to evaluate

safety and approve food additives.

3. System for labeling

An individual investigation committee of the
Director General, Environmental Health Bureau,
the Ministry of Health and Welfare in Japan,
“Investigation Committee on handling so called
dietary supplements” was established in

December 1998. The committee has been
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investigating vitamins, minerals and other
nutrients as a new category. In the official
report issued by the investigation committee on
June 16, 1998, it stated that “(dietary
supplement) is a food packaged in the form of
capsules or tablets. It is designed to supply
vitamins minerals and other nutrients, which
are lacking due to unbalanced eating habits.
More scientific research is necessary in various
aspects including education of consumers,
definition of appropriate amounts, and
appropriate labeling.” Kinds of nutrients, shapes
of food, appropriate labeling, and problems in
management were considered in this
investigation.

The first step was to define the kinds of the
nutrients. Establishment of a labeling system is
necessary regarding the functions of 16 vitamins
and minerals. These are mentioned as the
subjects for the Nutrient Function Claim, which
was approved by the Codex in 1995. Secondly,
nutrients considered to be deficient in Japanese
people need to be added, as mentioned in the 6th
edition Recommended Dietary Allowances and
Dietary Reference Intakes in Japan.

Regarding the labeling and administration of
this system, comparative study with the existing
FOSHU is necessary. The nutrients for this
investigation should be the ones defined
according to various health benefits. Standard
intake and upper limits for safe ingestion as well
as function should all be based on solid scientific
facts. Using this premise, individual verification
of each functional product is not necessary.
However, a fixed and common standard should
be established for labeling each nutrient for
proper management.

The form or shape of products need not be
regulated, since nutrients are better ingested as
ordinary forms of food than forms of capsules or
tablets. Therefore, ordinary forms of food should
not be excluded in the regulation to avoid

excessive ingestion to supply nutrients to cover

the tendency of alimentary deficiency. That is,
considering the first priority is to maintain
health of citizens.

Regarding the claims, we suggest that the
government at first should propose a rule on the
specific labeling description and then opinions
should be received from the general public.

In the legalization of the Structure/Functional
Claim and Health Claim, a harmonization with
the existing FOSHU, which currently has a part
of the labeled items, is necessary. Dietary
supplement is defined for scientifically proven
food constituents. However, verification for the
function of these two health claim items is not
sufficient in general. Therefore, it is necessary
to examine each subject food. From this
viewpoint, an product-specific study is
considered appropriate. It would be similar to
that for FOSHU. Regarding these two Claims,
we consider that an investigation on the
extended understanding of FOSHU system
would be appropriate for international
standardization and prompt action.

In the expanded application of the labeling
contents, the reduction of the risk of diseases is
the issue. The labeling description for the risk
reduction of diseases has been discussed on the
point that the differentiating it from the
“prevention of diseases” is not clear. Specialists
have also been investigating the decision not
only in Japan but overseas. In the future, the
term that clearly differentiates from the meaning
of “prevention” should be defined by the
collaboration between the industrial companies
and the government. This would familiarize the
new term in the same way the term “life-style
related diseases” is getting to be generally
understood as replacing the term “adult

diseases”.

The classification of Function Claim on food
and regulatory established food is defined as

follows:
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Table 1. Classification of FOSHU and “Dietary supplement”

(non-nutrient)

Standard Regulation Type Individual Inspection Type

(Generic function labeling) (Innovative function labeling)
Nutrient Function Claim “Dietary supplement” FOSHU (existing)
Structure/Function Claim Not exist currently FOSHU (existing)

Health Claim

(Risk reduction of diseases)

Not exist currently

FOSHU (not exist currently)

4. Systemization of prioritization of

developers

Foods in general that exist in the natural
world commonly and have been eating for a long
time are difficult for material patents. Industrial
proprietary rights cannot be sufficiently covered
by a patent only because similar substances may
follow which are manufactured from other types
of edible raw materials, even if an approval for
labeling is obtained after discovering a new
physiological function in the constituent of food
and confirmation of safety. Although a long-term
monopoly should not be held by the company
which developed the product, a certain
prioritization is desired for that company. The
idea is the company, which obtained the
scientific data individually confirms the safety,
develops the constituents and materials which
have a new function, and launch the production.
Then, a regulation for a certain period is to be
allowed for the company, which developed the
product that prevents other companies from
developing similar functional products using
similar material. Such a system will be an
incentive for a company to develop new products
with health benefits, and will promote research

and development hopefully.

(V) Education of consumers and

responsibility of industrial companies

Anxiety regarding health is increasing among
Japanese people centering on life-style related
diseases due to current westernized eating
habits, increased mental stress, and lack of
physical exercise (according to the “Survey of
people’s consciousness on life-style related
diseases” of the Tokyo Metropolitan Bureau of
Public Health.) Since the influence of eating
habits on life-style related diseases is significant,
suppression and prevention of the onset of the
diseases will be possible by making changes in
dietary patterns. A complicating factor is that
most of the life-style related diseases are chronic,
and patients are often not so much aware of their
subjective symptoms. Also, mild-stage patients
tend to want to manage themselves without
using pharmacological agents. Therefore, many
people desire food that will help maintain health,
prevent life-style related diseases, and subdue
the advancement of symptoms.

Since long ago, so-called “health food” has
been sold in Japanese market. However, the
quality of most such “health food” did not fulfill
the requirement of “health food” for consumers.
This is because the accurate labeling of its
function is not possible due to strict restrictions
on health effect labeling by the Pharmaceutical

Affairs Law of the Japanese government.
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Information on health food materials has been
disseminated through media, such as TV,
newspapers, and journals. However, information
based on scientific grounds, universality, safety,
and relation to medical drugs is not sufficiently
given. Therefore, consumers have been confused
with the information they see and hear. In the
future, it is necessary to provide needed
information from a collaboration of government,
companies and researchers, which is based on
the current nutritional and health condition of
people.

Companies should introduce appropriate and
scientifically proven products to consumers. For
this purpose, special sales staff, who know
comprehensive information on the scientific
ground of the labeling and standard regulations,
are necessary to provide information and
introduce the most appropriate products for
consumers. On the other hand, consumers select
the optimum product for their own health
condition based on the information they receive.
Both the companies and consumers should be
aware of the responsibility for the selection and
action they make by themselves. To achieve
these purposes, we propose to establish the

following facilities and systems in the future:

(1) Establishment of an institute to provide
information on food
We propose to establish an institute with
collaboration of industries, government, and
academic organization to provide comprehensive

and current information from domestic and

international sources. This would be regarding
the following food-related items that influence

health based on confirmation by scientific facts.

(1) Physical condition adjustment function.
Effectiveness and function confirmed by
evaluation tests.

Mechanism of active function

Appropriate oral dose.

Problems of an overdose or ingestion by
inappropriate persons

Domestic and international experiences of
eating.

Forms, and contents, specification,
standard and delivery route of the product.

Discussion content on food for individual

@ © & 6

evaluation between companies and the
Ministry of Health and Welfare of Japan.

(2) Establishment of official qualifications
Provide training to have specialists with
official qualifications in basic biochemistry,
nutrition science, food hygienics, and domestic
and international food-related laws and
regulations. These specialists would all posses a
knowledge level equal or greater than that of a
dietitian. Such specialists are necessary in sales
to provide consumers with information based on
scientific evidence and to introduce commercial
products which will suite each consumer. In the
future, a rule will be necessary to have staff with
special qualifications in each shop; for example, a

pharmacy should have a pharmacist.
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