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Opening remarks
8:55 ~9:00 Masafumi Hashimoto (AIFN)

Session 1: Food and dietary supplement Safety controls - considerations to ensure consumer
protection
Chair : Sachie Ikegami, Ph.D. (National Institute of Health and Nutrition, Honorary Member,)

+ Noe Galvan, Ph.D. (CRN Senior Scientific Advisory Committee)

9:00 ~ 9:30 What safety criteria necessary to protect consumers?
Masakazu Furukawa, Ph.D. (Tokyo University)

9:30 ~10:00  Role of industry for consumer health and safety and what resources industry needs?
Allowing grand-father ingredients
Jun Sekizawa, Ph.D. (NPO Food Science Association)

10:00 ~10:50 Overview of USA Regulatory requirements to ensure safety of Health Foods/Dietary
Supplements and Severe Adverse Event Report system
Michael McGuffin (AHPA)

10:50 ~ 11:40  Drug-Supplement interaction(through skype/video conference system)
David Greenblatt, M.D.(Tufts University)

11:40 ~12:10  Panel Discussion + Q&A

Lunch : Keynote Panel Discussion
12:10 ~12:55  Yoichi Sekiguchi (Allied Health Food Industry Associations)
Heizo Takenaka, Ph.D. (Keio University)
Kazuyoshi Miyajima (Japan Direct Mail-Oder Industry Association :JADMA))

Session 2: Key elements of Quality Control systems for health foods and dietary supplements
— criteria needed to harmonize HACCP and GMP
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14:00 ~14:30  Quality control principles from viewpoint of ISO17025: How to maintain reasonable
amount of functional ingredients?
Tomoji Igarashi, Ph.D. (Japan Food Analysis Center)

14:30 ~15:00  Current Japanese quality control and GMP for “so-called health foods”: A view point
from industry experience
Shinobu Nakayama (Api Inc.)

15:00 ~15:50  USA quality control requirements for foods & dietary supplements and implications of
FSMA
Stan Hazan, Ph.D. (NSF International)

15:50 ~ 1640 International experience on the development of a Global GMP framework for food
supplements
Sam Jennings (IADSA)

16:40 ~17:10 Panel Discussion + Q&A
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Masakazu Furukawa, Ph.D.

Project Associate Professor, The University of Tokyo

Project associate professor, Division of Information Science and Economics, Research Center for Food
Safety, Graduate School of Agricultural and Life Science, the University of Tokyo

Ph.D. (economics)

Graduate School of Economics, Kyoto University

Institute of Economic Research, Kyoto University

Publications: "Behavioral Economics of Twisted Brain" (Nikkei Publishing Inc.), et al.

Food Safety assurance for consumer protection
Abstract:
Incidents and accidents related to food safety, a major concern of the public, have a significant impact
on the whole society. Unfortunately, the time and places where they occur cannot be predicted as is
the case with health, environmental issues and disasters. Even if safety is scientifically assured, it does
not necessarily mean a sense of security among consumers. Thus, how consumers comprehend safety
information to determine their attitudes, how much they can pay for safety, and how they can assure
safety should be understood for consumer protection.
Consumers occasionally take excessive reaction to risk information. The reaction is closely related to
their risk perception, as well as the effects of media reports and experts' comments. One reaction
is overestimating the probability of a rare event. Consumers overestimate the actual probability of
risk, and do not change the subjective probability even if it changes. Cognitive characteristics, called
heuristic bias, also have a major impact. Consumers tend to fall into dualism regarding risks. This is
partially explained by the fact that the prejudiced judgments and uncertainties of risks vary with data.
What labels make consumers underestimate risks? What labels makes consumers feel protected from
risks to increase willingness (economic value) to pay for the goods? For this purpose, frequency rather
than probability, relative expressions, and risk probability data should be displayed.
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Jun Sekizawa, Ph.D.

President of Non Profit Organization - Communication Center for Food and Health
Sciences

Graduated from the Tokyo University PhD. Degree from graduate school of the Tokyo University
Research and official activities : Worked for the Tokyo Metropolitan Research Institute of the
Environmental Pollution, the State University of New York, a research institute of a flavor and
perfumery industry, the National Institute of Health Sciences, Tokushima University, National Food
Research Institute, Worked more than 20 years for the International Programme on Chemical Safety
(IPCS) of the World Health Organization (WHO) and published 18 volumes of environmental health risk
assessment documents, etc. from WHO, Ex-president of the Society for Risk Analysis, Japan, Ex-chair
of the Expert Committee on Risk Communication, Food Safety Commission, Member of the Central
Environmental Council, Environmental Health Committee, etc.

Important roles of risk analysis and communication on the nutrient

products and health foods

Abstract:

We find terms health foods, dietary supplements, nutrient products, and foods for specified health
uses in the title, the aim and the background of this symposium. However, there are significant
differences among them, hence my presentation will focus on the nutrient products in the beginning,
and then on health foods later. The consumption of the nutrient products/health foods is increasing
sharply in line with the diversification of eating habits and aging of society. Although over 50 years of
risk assessment experience on food contaminants and food additives have established internationally
principles of food safety risk analysis, assessment of the safety and efficacy of the nutrient products
may need different approach. Homeostatic mechanism works in a certain range for essential nutrients,
however the capacity of this mechanism varies depending on one’s age or stage of life that certain
products or varying amounts may differ in its effectiveness. Extracts or concentrates, even fully natural
ones, may cause harm or fail to work if taken in the wrong way or in the wrong amounts. Regarding
health products, epidemiological evaluation of scientific evidences of functional effects to humans
are still at the investigative stage, Currently, there are reports of accidents of health damage owing to
misuse of so called health foods that preventive measures and effective suppression of propagation
of accidents are discussed. Wide recognition and understanding of food safety are necessary for this
purpose, though an easy way for consumers is simple avoidance or acceptance of some compounds
based on allegedly claimed stories such and such are scaring to health or all natural origins are
safe. Works to design messages and ways of communication must be elaborated to convey reliable
information to people. In conclusion, it is imperative to establish principles and methods of risk analysis
for these products and also to carry out appropriate communication based on reliable information and
educational activities to assist better understanding.
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Michael McGuffin

President, American Herbal Product Association (AHPA)

Michael McGuffin is the president of the American Herbal Products Association (AHPA) and has been active in
the herbal industry since 1975. He has owned and managed both retail and manufacturing businesses in this
field.

In addition to his work with AHPA, Michael serves on the boards of the American Herbal Pharmacopoeia and
United Plant Savers, and on the Advisory Board of the USC School of Pharmacy Regulatory Science Master's
Degree Program. He is also the managing editor of AHPA's Botanical Safety Hanabook, first (1997) and second
(2013) editions, and of Herbs of Commerce, 2nd edition (2000).

Michael was presented the Cliff Adler “Heart in Business” award in 1994 and the Nutrition Business Journal
Award for Efforts on Behalf of Industry in 2004 and in 2011. He was inducted into New Hope Natural Media’s
“Hall of Legends” in March 2013.

Overview of USA Regulatory requirements to ensure safety of dietary
supplements: Ingredient controls and severe adverse event report

system
Abstract:
Dietary supplements are marketed in the United States under regulations established to implement the
Federal Food, Drug and Cosmetic Act (FDCA) as amended in 1994 by the Dietary Supplement Health and
Education Act (DSHEA).

Dietary supplement are regulated primarily by the U.S. Food and Drug Administration (FDA), the agency that
enforces the FDCA and DSHEA. Dietary supplement regulations include:
. Mandatory facility registration with FDA.
. Product claims restrictions that prohibit drug claims.
Label requirements to provide nutritional information and allergen disclosures, as needed.
Compliance with extensive current good manufacturing practice (cGMP) regulations.
. Ingredient controls to ensure product safety.
. Conformity with the U.S. law for serious adverse event reports (SAERs), which applies to both dietary
supplements and over-the-counter drugs.

This presentation will provide an overview of the U.S. laws and regulations for dietary supplement ingredient
controls and serious adverse event reports. These elements of the U.S. regulatory structure, along with FDA's
cGMP rule, ensure that legally marketed dietary supplements meet a high standard of safety and are properly
controlled to protect the health of the millions of American consumers of dietary supplements.

The presentation will identify the specific categories of ingredients that are allowed to be included in
dietary supplements. It will also describe the regulatory process for introducing new dietary ingredients
(NDls), including the requirement to submit to FDA a premarket NDI notification. The information needed to
complete an NDI notification will be presented, and an analysis will be provided of some records of specific
ingredients that have been the subject of new dietary ingredient notifications. Particular attention will be
paid to notifications for which FDA identified concerns when originally submitted but which were later
resubmitted to address these concerns.

The presentation will also provide a thorough review of the current U.S. requirement for every dietary
supplement company to submit to FDA any serious adverse event reports received by the company in
association with its products. There was no such requirement for dietary supplements when DSHEA was
passed in 1994, and a history of the supplement industry’s leading role and support for a new law to establish
this requirement will be provided. Information will also be presented on the numerous rules that must now
be met by dietary supplement companies, including labeling, record keeping and inspections, and actual
submission of reports. In addition, data on actual SAERs submitted to FDA will be discussed, and FDA's process
for evaluating SAERs will be reviewed.
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David J. Greenblatt, M.D.

Professor of Pharmacology and Experimental Therapeutics,Tufts University School of
Medicine and Tufts Medical Center

Dr. Greenblatt is Professor of Pharmacology and Experimental Therapeutics in the Department of
Integrative Physiology and Pathobiology, Tufts University School of Medicine, He is also Professor of
Psychiatry, Medicine, and Anesthesia, Tufts University School of Medicine, and holds the Louis Lasagna
Endowed Professorship in Pharmacology and Experimental Therapeutics. He is a member of the
Associate Medical Staff at Tufts Medical Center.

Dr. Greenblatt has previously served as Chairman of the Department of Pharmacology and
Experimental Therapeutics, Program Director and Associate Program Director of the institution'’s
Clinical/Translational Research Center, and Chair of the Institutional Review Board. He is Co-Editor-
in-Chief, with Dr. Richard | Shader, of the Journal of Clinical Psychopharmacology, and Editor-in-Chief of
(linical Pharmacology in Drug Development.

Dr. Greenblatt received the Rawls-Palmer Award from the American Society for Clinical
Pharmacology and Therapeutics in 1980. He was President of the American College of Clinical
Pharmacology from 1996 to 1998, and received from that organization the McKeen-Cattell Award
in 1985, the Distinguished Service Award in 2001, and the Distinguished Investigator Award in 2002.
Dr. Greenblatt is the recipient of the 2005 Research Achievement Award in Clinical Sciences from the
American Association of Pharmaceutical Sciences. He received an Outstanding Speaker Award from
the American Association for Clinical Chemistry in 2013.

INTERACTIONS OF PRESCRIPTION DRUGS WITH NUTRIENTS AND
DIETARY SUPPLEMENTS

Abstract:

Vitamins, nutritional supplements, and herbal medicinal products are used by some 50 % of the
North American population. Since many of these individuals also take prescription medications for
one reason or another, the issue of prescription drug interactions with nutrients and natural products
is of medical and public health importance. If a nutrient or herbal product causes inhibition of the
metabolism (clearance) of a co-administered prescription medication, the plasma concentrations of
that drug will increase, raising the possibility of excessive effects or toxicity. If the nutrient causes
induction of metabolism, plasma levels of the affected substrate drug will decline, and clinical
ineffectiveness could be the outcome. Aspects of scientific information on drug-nutrient interactions
are often derived from sources such as in vitro models, experimental animal studies, and anecdotal
clinical case reports. Unfortunately these sources may yield data that can be misleading. Only a
controlled clinical drug interaction study can provide direct and applicable data on the influence of
a nutrient or natural product on the pharmacokinetics and clinical effects of a target substrate drug
in humans. These studies are typically constructed with a two-way crossover design. The target
substrate drug is given once in the control condition, and again on a second occasion during co-
administration of the nutritional product suspected of causing the interaction (the “perpetrator”).
Area under the plasma concentration curve (AUC) of the target drug is measured on both occasions,
and the ratio of AUC values provides a quantitative estimate of the magnitude of the drug interaction.
These principles are illustrated through a review of studies of the following potential interactions: the
effect of cranberry juice or pomegranate juice on the pharmacokinetics and anticoagulant effect of
warfarin; the effect of grapefruit juice and other fruit-derived beverages on the pharmacokinetics and
bioavailability of CYP3A substrate drugs such as buspirone and atorvastatin. The findings emphasize
the need to rely on controlled interactions done in humans as the basis for decisions regarding
clinically-important drug-nutrient interactions in human subjects or patients.

N



At+E K=

— R EZABERRIITE Y 2 —REHERIF EE

BBAN 56 & RREIXRFEFIPRIGREFSHEER
BEFN56 F BAB@RDF2—AF
FRLAE~8F FRILAFRFHM-HARE

FRY 8 F EFEL GRS

TRy 124 BARB@AT 22— BRMRR RE
TR 17 B SREMNFR ISR

FRE 255 @ REGBREPI ES

WEER R B R EDZEMZLEDLSITHHEFEIANED
~ 15017025 FHERPRER EDE =D 5

C=h
[REOFIGHEMRTHIEICET 55 THEETSUREINREERRDIDDAFHTIF TO
BEMDEDDITOREMICEZIHAEDDITI DMEEINTWVD, BROIELEND, B, ®BELD
\RRRETZDINIC K DEEMMRAEENGVIRY, HEEDEREZEKRE T HFEEERTHIEIIRY I
WTHAD, REKHCISO, GMP G4 EDEMMEEA BT A e B EEIEERAMOERDL 5L AR TH 5,
AT —CIEBRLBRAMTITHED AL SN D EOX LM ZIBRT DO DEENGEZ HZR
MBIE RO S T TzLN,
EMEENSEZDEBMBEERDHD 15022000 &ZDHDEYE - IITIHF B L7z FSSC22000(Food
Safety System Certification) DRHHEMICEHE LT, RRIEFEDOHDEEIRIL1S017025 GRERFAEEE) |CHEHLT
BTEEENTVS,
MNZATCODEX THEPAITHED B HRERS X L TISOT7025 NDEHLEHEZE L TWNB T EDHD, Fifckx
BEEMERRICBITDOMERDZYMEITIZISO17025 (R T B HEMN—DDIIEL HYEDIET TH
o
1SO17025 & 1S09001 IL B I D RBER X —I AV b AT LI MW EREIELZ LR LIEDTHY, ##
FREDRANCEDIIEEV, BN ERBEBEORTIE [(FEHNCOREESGAENIT— 3]
KU THERDOMERE FBEEE) I NEREN, ZOOHDIV—IVEHRBEES, RN\ T— 3> (5
WEE, BE, TEMRAE) ClETBERTAgzmcLic) CEEBRENITRINENDH D, —H T %
BEMERADIEEND T - BEHRSGEEM TIIGIREICERTHHEELELY,
BLlE, 232, 2T, RRREEERE - HEERD(ICISO17025 DR EEEEILALTEY, INET
DIRREEFE A CHREME RN ZRE LIIRIRE REZ R T 5,

12



Tomoji Igarashi, Ph.D.

Director, Nutrition Division ,Japan Food Research Laboratories

1981:  Graduated from the Department of Environmental Protection, Faculty of Agriculture, Tokyo
University of Agriculture and Technology

1981:  Hygiene Test Division, Hygiene Test Department, Tokyo Headquarters
Between January 1992 and January 1996: Trainee at the Bioactive Chemistry Course, Faculty of
Agriculture, Tohoku University

1996: Doctor of Agriculture

2000: Section Head of Scientific Research Section, Tama Laboratory

2005: Head of the Nutritional Sciences Department, Nagoya Branch

2013:  Director (Nutrition Division)

How to validate the content of functional ingredients?
- Point of view from I1SO 17025

Abstract:

Safety policy, suggested by the Consumer Agency in the "Study Group on a New Labeling System for
Functional Food Products," proposes (i) analysis of relevant ingredient amounts and (ii) analysis of
ingredient amounts for safety. Of course, if the contents of both raw materials and products are not
guaranteed by accurate analyses, the new functionality labeling system based on consumers' trust
cannot be managed. Also, quality control based on the international standards (e.g., ISO and GMP) is
essential for international harmonization.

In this seminar, the international concept to assure the validity of the amounts of functional ingredients
will be technically examined by those responsible for food analyses.

In view of the international standards, the ingredient amounts of raw materials shall comply with
ISO17025 (Laboratory Accreditation) in the framework of 15022000 for food safety assurance and FSSC
(Food Safety System Certification) 22000, specialized in the manufacturing and processing.

In addition, the CODEX recommends laboratories involved in import and export to comply with
ISO17025. Thus, 1SO17025 should be complied with to demonstrate the validity of analyses in the new
functionality labeling system.

ISO17025 is the quality management system of ISO9001, with technical requirements added and the
principle of continuous improvement retained. Of the technical requirements, "analysis validation
including estimation of uncertainty" and "quality assurance of results (quality control)" should be
emphasized and ruled. Particularly, validation (accuracy, trueness, quantification limit, etc) should
objectively demonstrate that intended use is met. However, complex functional ingredients, such as
polymers and composite components, often preclude validation setting.

We expanded the scope of accreditation of 1ISO17025 to nutritional and functional ingredients, such as
vitamins, minerals, and fatty acids. Current situations and challenges regarding functional ingredients
are outlined based on previous experiences.
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Shinobu Nakayama

Director, Production Division,API Co., Ltd.

1981 -2000  Director, Production Division, Hotta Pharmaceutical Synthetics
(manufacture and sales of medical pharmaceuticals)

2001 - 2008  Head of Functional Excipients Sales Dept., Chemicals Division, Freund Corporation
(manufacture and sales of pharmaceutical excipients)

2008 - Director, Production Division, Api Co., Ltd.
(manufacture of health supplements and honey bee-related products)

The GMP of Japan’s “so-called health supplements”
Abstract:
Since its foundation in 1907, our company’s business has focused on honey bee-related products,
and since 1994 we have gained more customers through entering the health supplement field.
We currently have four plants, including one under construction, involved in health supplement
manufacture, each specializing in different products. Our Motosu Plant and part of our Ibigawa Plant
are FSSC22000-certified, and our lkeda and Ibigawa Plants are equipped with a quality management
system for health supplement GMP, manufacturing products in a range of dosage forms.
The administration of Prime Minister Abe, under its initiative to revitalize Japan and extend the
healthy lifespan of the population, has called cabinet meetings to discuss various regulatory reforms
and put measures in place to enable display of new health supplement functions. Joint discussions
have been held centered on such measures, which are a main topic for the industry, as well as the
safety of ingredients. There has been a certain amount of discussion regarding production quality
control, within the course of carrying out functionality display. However, in order to ensure product
safety, focus has begun to concentrate on “cGMP”, the quality management system employed in the
United States which features functionality display measures and fully guarantees not only the safety of
ingredients but also of the manufacturing process.
In this symposium, while touching on the overall state of Japanese health supplement GMP, | will
present how our company is dealing with the situation, introducing a number of actual examples,
such as problems encountered by customers in the product manufacturing process, new products still
in the development phase, differing quality demands (double standards) between customers, certain
difficulties involved with using multiple ingredients, and the issue of conflict between quality and cost.
| will also talk about the issues involved with, and the expectations of manufacturers towards, the new
quality management system required for the functionality display products manufactured in future.
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Stan Hazan, Ph.D.

Sr. Director, Scientific & Regulatory Affairs for NSF International

Stan Hazan is Sr. Director, Scientific & Regulatory Affairs for NSF International based in Ann Arbor,
MI. Stan holds an MPH and MBA from the University of Michigan, and Honors Bachelor of Science
degrees in chemistry and biochemistry from the University of Toronto. He has holds an International
Food Law & Regulation Certificate from Michigan State University. He is the principal liaison to
U.S. federal legislators and agency regulators on matters concerning food safety, water quality and
environmental health. Stan is Chairman of the Board for the Partnership of Food Safety Education and
on the Board of Directors of the Food Safety Services Providers, a third party certifier consortium. He
is a member of the Regulatory Affairs Committee of the Association of Food and Drug Officials, the
American Chemical Society and the Institute of Food Technologists. He also serves as Secretary to the
NSF Council of Public Health Consultants, which oversees all NSF consensus public health standards.
Additionally, Stan serves as the principal NSF International liaison to WHO and PAHO on behalf of the
NSF/WHO/PAHO Collaborating Centre for food safety and water quality, and to Codex Alimentarius.

USA quality control requirements for foods & dietary supplements
and implications of FSMA

Abstract:

In the U.S., foods and dietary supplements are both regulated under the Food, Drugs and Cosmetics
Act (FD&C Act) and have significant overlap in ingredients, processes and GMPs, however, they are
regulated differently. Foods are regulated under the U.S. Code of Federal Regulations (CFR), Title
21, Part 110, which specifies the Good Manufacturing Practices (GMPs) by which foods must be
produced. Dietary Supplements are also regulated by 21 CFR, but under Part 111, as specified by the
Dietary Supplement Health Education Act (DSHEA), which specifies the GMPs under which they must
be manufactured. The recent passage of the Food Safety Modernization Act (FSMA) represents the
single largest change in food safety regulations. It's impact on food safety practices are significant. It’
s impact on Dietary Supplement safety practices is relatively minor, and is focused on ingredients. The
reliance on Hazard Analysis and Critical Control Points will increase. Exporters of foods and dietary
supplements to the U.S. will be required to make changes and improvements to their product safety
practices and most of that responsibility will fall to the importer of record. The presentation will focus
on the major elements of FSMA, on GMPs for both foods and dietary supplements, and how the new
FSMA rules will impact manufacturers and importers.
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Sam Jennings

Chair of the International Technical Working Group,International Alliance of Dietary/
Food Supplement Associations (IADSA)

Sam Jennings works for the UK-based international food science consultancy, Berry Ottaway &
Associates Ltd., covering scientific, technical and regulatory aspects within the food industry, especially
the dietary supplements sector. She provides advice to industry and regulators globally on technical
and associated European regulatory issues, including the nutrition and health claims regulation.

Since 2006, Sam has been Technical Adviser to the Council for Responsible Nutrition (CRN) in the UK.
She is Chair of the International Technical Working Group that operates under the auspices of the
International Alliance of Dietary/Food Supplement Associations (IADSA) and is also a member of the
IADSA Scientific Council.

International experience on the development of a Global GMP

framework for food supplements
Abstract:
The International Alliance of Dietary/Food Supplement Associations (IADSA) was formed in 1998 as
an international body bringing together the supplement sector in Codex Alimentarius discussions. It
now represents more than 20,000 companies over six continents. In addition to an ongoing scientific
programme aimed at addressing the most relevant and challenging issues for policy makers, IADSA has
a technical programme that concentrates on building quality into the manufacture of supplements.
At their Annual General Meeting (AGM) in 2010, IADSA members discussed the need for a global guide
to GMP for supplements. There are numerous international issues that challenge the safety and quality
of supplements and IADSA members recognised that there was a need for a specific global guide
to GMP for supplements. A working group of international technical and regulatory experts from
the supplement industry was convened to work on this project. It was considered essential that the
guidance document should be suitable for use by the smallest independent business to the largest
corporation, and within the poorest region to the wealthiest. Considerable discussion was required
during the preparation of the guide, particularly on semantics. The final Global Guide to GMP for
Supplements demonstrates the standard to which the supplement industry should be aiming to work.
It is hoped that the flexibility and avoidance of prescriptiveness in the guidelines will be recognised
and retained by regulators when producing national laws.
Following on from the publication of the Global GMP Guide, it was agreed at the IADSA AGM in 2011
that such technical guidelines were essential for helping to raise the quality standards of supplements.
The decision was taken to expand on certain key aspects of the GMP guide and produce additional
technical publications that would provide more detail on specific areas. In each case, a working group
was formed of international teams of experts on each topic. The first topic to be considered was
the handling of adverse event complaints, with the subsequent guidance document designed as a
training manual for use within companies. This publication was followed by guidance on Shelf-life
Recommendations for Supplements, whilst a fourth publication is currently in progress, considering
guidelines on the preparation by suppliers and use by manufacturers of Certificates of Analysis for raw
materials.
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