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The NIHS emblem appearing on the cover was designed by Yutaka Eda, a member of the Dokuritsu-Bijutsu-
Kyokai. It symbolizes the endless pathways in research on evaluation of quality, safety, and efficacy, which is
the mission of the National Institute of Health Sciences.
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The National Institute of Health Sciences (NIHS), which celebrated its 150th anniversary in 2024, is the longest-
running national research institute in Japan. When founded in the beginning of Meiji era at late 19th century (1874), the
NIHS was mainly responsible for quality inspection of pharmaceuticals imported from overseas. Today, it covers not
only pharmaceuticals, but also numerous chemicals present in our living environments, such as medical equipment,
regenerative medicine products, daily commodities including cosmetics and detergents, foodstuffs, food additives,
residual pesticides, and plastics used in food containers and packaging. Furthermore, microorganisms in food are also
targeted. Our mission is to conduct test, survey, and research on these chemicals and foods to accurately evaluate their
quality, efficacy, and safety, and to pass on to the health, labor and welfare administration and other national policies,
thereby maintaining and improving the public health and living environment.

With the progressive advancements in scientific technology, health and environmental issues associated with chemicals
and foods keep changing. The NIHS is responsible for harmonizing the science and technology with “human and
society” and coordinating them to serve the interest of the citizens. This kind of research is referred to as “regulatory
science.” We are conducting our daily operations with the aim to actively promote the regulatory science.

The NIHS was relocated to the KING SKYFRONT area in, Kawasaki in 2017. Our new mission is to collaborate with
research institutions, companies, and universities in this area through regulatory science, supporting the development
of cutting-edge medical products such as innovative pharmaceuticals, medical devices, and regenerative medicine. We
aim to provide the highest level of healthcare to each individual, contributing to the realization for a society of healthy
longevity.

We take pride in being a pivotal research hub for regulatory science in Japan in the 21st century. We are committed to
ensuring the safety of pharmaceuticals, food, chemicals, and other products, safeguarding the health and well-being of
the nation, and contributing to both individuals and society. With this sense of pride, we look forward to passing on this

Howkn SLi)

Yoshiro SAITO, Director General

legacy to the next generation.
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HISTORY

The National Institute of Health Sciences (NIHS), which was
established in Tokyo in 1874 as the Tokyo Drug Control Laboratory
(later renamed the Tokyo Institute of Hygienic Sciences), is now
a major organization within the Ministry of Health, Labour and
Welfare (MHLW). It is the oldest national research institute in
Japan and currently consists of 21 divisions, 5 of which belong to
the Center for Biological Safety and Research (CBSR).

Initially, the NIHS was principally engaged in the analysis and
quality inspection of imported drugs and in the analysis of
chemicals in foodstuffs and drinking water as well as hot spring
water. After the outbreak of World War | in 1914, research on the
manufacturing of essential drugs became of major significance
due to difficulties and in some cases the cessation of their
importation. This paved the way for Japan to establish a modern
pharmaceutical industry.

In 1922, the first Experimental Station for Medicinal Plants, which
was established at Kasukabe, began research involving trial
planting and other activities.

In 1938, the Institute was placed under the control of the newly
launched Ministry of Health and Welfare. In 1946, the Institute
has been relocated to Yoga from Kanda Izumi-cho. In 1949, its
name was changed to the National Institute of Hygienic Health
Sciences. In the same year, the Osaka Institute of Hygienic Health
Sciences became the Institute’s Osaka Branch.

In 1978, the Center for Biological Safety and Research was
established in the NIHS together with a new building and animal
facilities. The Center serves as Japan's leading safety testing and
research organization.

In 1980, the main Experimental Station for Medicinal Plants was
moved from Kasukabe to Tsukuba, where it became the Tsukuba
Experimental Station for Medicinal Plants. While strengthening its
operations, the Station also established a system for researchers
to communicate with other laboratories in Hokkaido, Izu,
Wakayama, and Tanegashima.

Since 1985, various new substances (or materials)/products
requiring the evaluation of quality, safety or efficacy have
emerged. These include not only newly developed drug dosage
forms and recombinants DNA (medicinal) products, but also
medical devices and their materials, newly developed food
products, and natural food additives. New research activities to
evaluate their quality and safety have become necessary.

In 1987, a concept "Regulatory Science" was proposed by Dr.
Mitsuru Uchiyama, the 21st Director General (Deputy Director
General at the time).

In 1997, with the reorganization of the regulatory system
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Previous NIHS facilities (1946-2017)

for pharmaceuticals and medical devices in Japan, the
Pharmaceuticals and Medical Devices Evaluation Center was
established in the NIHS. This Center is responsible for pre-
marketing evaluation of pharmaceuticals and medical devices.

In 2002, consolidation of food-related fields and other evolving
fields resulted in the reorganization of national research institutes.
This led to the closing of the Experimental Station for Medicinal
Plants in Izu and the establishment of the Division of Cellular
and Gene Therapy Products, the Division of Biomedical Food
Research, and the Division of Medicinal Safety Science in the
NIHS.

In 2004, the Osaka Branch was reorganized to conduct research
that will provide the basis for developing epoch-making
medicinal products through the application of genome science,
protein science and other evolving sciences. As part of this
reorganization, the Branch was relocated to Ibaraki City in Osaka
Prefecture.

Meanwhile, unification of the approval and examination system
of pharmaceuticals resulted in the Pharmaceuticals and Medical
Devices Evaluation Center merging with the Pharmaceuticals and
Medical Devices Agency.

In 2005, the National Institute of Biomedical Innovation was
established to conduct research on converting the fruits of basic
research into pharmaceutical and medical device development
as well as supply research resources for supporting such
development in Japan. Jurisdiction over the Cell Bank Division,
Osaka Branch, and Experimental Stations for Medicinal Plants
(Hokkaido, Tsukuba, Wakayama, and Tanegashima) was
transferred to this Institute.

In 2014 and 2015, Division of Cell-based Therapeutic
Products,Division of Molecular Target and Gene Therapy
Products, and Division of Risk Assessment were established with
organizational reform according to revision of Pharmaceutical Affairs
Law as well as enactment of the Law on Promotion of Healthcare
Industries and Advancement of Healthcare Technologies.

In 2017, the NIHS has been relocated to King Sky Front area,
Tonomachi, Kawasaki-ku, Kawasaki City from Kamiyoga, Setagaya-
ku, Tokyo.

In April 2024, Division of Genome Safety Science was established
to research on health disorders such as lifestyle diseases caused
by chemicals.

NIHS is a key organization engaged in testing and research from
an international perspective, and also provides international
cooperation in relevant fields.
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The NIHS is engaged in developing and standardizing the evaluation methods for the quality, safety, and efficacy of
pharmaceuticals derived from chemical synthesis, biotechnology-based pharmaceuticals,” oligonucleotide therapeutics,
Radiopharmaceuticals. diagnostic agents, gene therapy products,”® cell-based therapeutic products,” crude drugs, and
medical devices, and conducting related studies and research. It is also engaged in testing and research on controlled
substances and plants and on the detection of biomarkers™ related to serious adverse drug reactions and various factors
that affect the occurrences of adverse drug reactions for promoting the proper use of medicines and ensuring their safety.
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The NIHS is engaged in testing and research to establish standard methods for analyzing contaminants in foods (such as pesticide
residues, ® veterinary drugs, environmental pollutants, heavy metals, and radioactive materials). It also conducts testing and research
to establish the standards and ensure the safety of food additives, food utensils, packages, and other items, while also conducting
testing and studies to prevent health hazards caused by food-poisoning bacteria, microbial toxins, etc. It is also engaged in testing

and research to evaluate the effects of the substances contained in household products, drinking water, indoor air, etc. on the human
body, and in testing and research to establish the standards and ensure the safety of cosmetics and quasi drugs.
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CBSR conducts tests and research using laboratory animals, tissues, and cells to ensure the safety and efficacy of

chemicals, including pharmaceuticals, foods, food additives, and consumer products. This includes studying the effects
on the whole body, specific organs, tissues, or genes. We also research the establishment of safety assessment methods,
including computer-based information analysis. In addition, we are refining conventional testing methods, developing
various new approach methods (NAMs) that do not use laboratory animals, and conducting research on their international
standardization.
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The NIHS is engaged in testing and research on the synthesis methods, molecular structures, and natures of various
organic compounds including pharmaceuticals and in biochemical testing and research on biological effects and
reactions such as allergy to substances in drugs and foods. It also collects, assesses, and disseminates information
pertaining to the safety of drugs and foods (including functional food) both in Japan and abroad.
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*1 The drugs whose active ingredients are the peptides and proteins produced by applying biotechnology such gene-recombination technology and cell culture technique

*2 Chemically synthesized oligonucleotides that exert therapeutic effects without being translated into proteins

*3 Products aimed at treating diseases by administrating genes into the body or modifying genes within the body

*4 The cell-based products that are implanted to the affected site for the regeneration of tissues and organs with normal functions, or the cell-based products aimed at treatment of diseases
by the administration of cells

*5 Substances in the body, such as proteins and genes in the body fluids and tissues, that correlate with changes in disease conditions or responses to treatment and are used as their indicators
*6 The pesticides that remain in foods after being sprayed on the soil and agricultural products
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DIVISION OF DRUGS
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In order to ensure the quality, efficacy, and safety of synthetic pharmaceuticals, research activities in the division focus
on the following areas: 1) characterization of the physicochemical properties and stability of active pharmaceutical
ingredients, 2) quality management systems throughout product development, manufacturing, and distribution,
3) analysis of formulation composition, 4) bioequivalence testing and alternative methods, and 5) evaluation of
pharmaceutical properties and performance of formulations with novel administration routes and/or drug delivery
systems. These research outcomes contribute to the revision of general tests and monographs in the Japanese
Pharmacopoeia and the establishment of new quality-related guidelines. Official tests and precise quality evaluations of

pharmaceutical products on the market are also conducted to ensure and improve their quality.
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Dissolution of drug from a tablet is measured in a simulated

digestive fluid in a beaker to investigate the relation with
drug absorption.
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Evaluation of stability and performance of pharmaceuticals
using X-ray CT with spatial resolution of hundreds of
nanometers
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Pharmaceutical active ingredients, excipients or water

content of products are characterized using rapid and non
destructive near infrared spectroscopy.
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The relationship between the physicochemical properties of
nano-sized drug formulations and product performance is
studied using state-of-the-art technology.
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DIVISION OF BIOLOGICAL CHEMISTRY AND BIOLOGICALS
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This division is responsible for the biopharmaceuticals including biotechnological products such as monoclonal
antibodies, biosimilars, biological products, and polysaccharides, and exosome products that will be developed in
the near future. In order to ensure the quality, safety and efficacy of these products, we engage in their experimental
preparations, the development of methods for their characterization (in terms of their structure, physicochemical
properties, immunochemical properties and biological activity, etc.), as well as in the standardization of analytical
procedures for quality control, the establishment of test methods in Japanese Pharmacopoeia, and the official testing
as an Official Medicine Control Laboratory. Advanced basic and applied studies related to this research are also being

conducted.
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Studies on evaluation methods for protein aggregates and
subvisible particles in biopharmaceuticals
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Characteristics of manufacturing process and structure of
biopharmaceuticals
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Multi-attribute method (C KT AR R DEEIFIEEH

Studies on evaluation of structural characteristics of
therapeutic antibodies by Multi-attribute method
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Studies on Cell-based assays for evaluating biological
activity of mAbs
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DIVISION OF PHARMACOGNOSY, PHYTOCHEMISTRY AND NARCOTICS
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The division engaged in research and testing works for ensuring quality, efficacy and safety of herbal medicines
and herbal medicine products, studies on herbal medicine resources, structures and biological activities of natural
products, and research and testing works on narcotics, stimulants, and illegal drug substances. The division performs
further regulatory scientific works on those natural products and help formulation of the official specifications such as
the Japanese Pharmacopoeia for herbal medicines and pharmaceuticals derived from natural products. Studies on
boundaries for foods and drugs, contribution to the consultation for international harmonization of standards for herbal
medicines and herbal products, and maintain and run a shared analytical equipment in MHLW are other division’s
assignments.
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Standardization and international harmonization of herbal Narcotics, cannabis, new psychoactive substances and
medicines other illegal products
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Comprehensive component analysis of herbal medicines Visualization of internal morphology of crude drugs using
(crude drugs and Kampo medicine) X-ray computed tomography (XCT)
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DIVISION OF CELL-BASED THERAPEUTIC PRODUCTS
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Recent progresses in regenerative medicine and stem cell science provide new approaches to innovative therapeutics
such as cell-based therapeutic products derived from iPS cells, ES cells or somatic (stem) cells. We are engaged in
the studies on the evaluation of the quality, safety and efficacy of cell-based therapeutic products. Biochemical and
molecular biological studies related with this field are also conducted at the division.
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Study on assessment of genomic instability during the cell- Studies on quality and safety evaluation of tissue engineered
based therapeutic products manufacturing process products using human mesenchymal stem cells
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Studies on viral safety of biological products

Studies on sensitive testing methods for detecting
undifferentiated ES/iPS cells and transformed cells in
products
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DIVISION OF MOLECULAR TARGET AND GENE THERAPY PRODUCTS
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Recent advancements in genomics have uncovered numerous genetic abnormalities that cause previously unexplained
diseases. In response, genetic testing methods using next-generation sequencing and nucleic acid amplification
technologies have been developed. At the same time, innovative therapeutics such as gene therapy products, mRNA
and oligonucleotide therapeutics, and targeted protein degraders are actively being developed. Our division is
dedicated to regulatory science research to ensure the quality and safety of these advanced medicines.
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Various gene therapy products and transduced or Evaluation research to ensure the reliability of diversified
genetically modified cells used for gene therapy diagnostic methods
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DIVISION OF MEDICAL DEVICES
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There are so many kinds of medical devices used clinically used, such as scalpels, cardiac pacemakers, X-ray CT,
software and so on. And they are made of different kinds of various materials. The division conducts researches on
evaluation mainly for characteristics and safety of various medical devices and their materials for ensuring safety of
patients and users. The results and knowledge obtained in the activities are utilized in the drafting of the standards for
marketing approval of medical devices. In addition, the division intends to international standardization of evaluation
methods/systems for medical devices developed in Japan through industry-government-academia collaboration.
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Safety, function and compatibility of innovative medical

materials, including biomaterials, are evaluated by various
analyses.
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Hazard identification and risk analysis utilizing various

methods are performed based on clinical failures caused in
medical devices.
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Researches for development and standardization of

biological safety evaluation systems for medical devices and
materials are conducted.
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Mechanical properties of implantable materials for medical
devices are evaluated. The pilot in silico study on their
biocompatibility is also evaluated.
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DIVISION OF MEDICINAL SAFETY SCIENCE
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This division is in charge of regulatory sciences on drug safety. Current major activities are 1) collection, evaluation and
release of a variety of drug safety and related regulatory information, and pharmacoepidemiological analysis using real
world data, 2) Exploration and validation of safety biomarkers using omics techniques, characterization of molecular
mechanisms underlying development of severe adverse drug reactions, and identification of patients’ risk factors on
severe adverse drug reactions, 3) Regulatory evaluation on biomarker assay validation. This division also maintains and
controls the intra-network of the institute and its security.
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Collection and evaluation of drug safety and related Exploration of genomic biomarkers predicting severe
regulatory information, and its release to public adverse reactions and their inclusion in the package insert.
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Identification of endogenous macromolecules associated Identification of endogenous small metabolites associated
with incidence of adverse drug reaction with incidence/severity of adverse drug reaction
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DIVISION OF ENVIRONMENTAL CHEMISTRY

FRNZER. (EHERBICEERREL KB IOKERR. REAREICSETNYBEOEREZNABRB LU
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In order to ensure the quality and safety of indoor air, cosmetics and quasi drugs, tap water and water supply, and
household products, the division is engaged in the determination of the chemical substances present in indoor air and
the sources of their contamination, research on standards and the development of analytical methods for ingredients
or impurities in cosmetics and quasi drugs, the establishment of test methods for the chemical substances in tap water
derived from raw water and water supply equipment, research on the chemical substances that are produced during
water treatment process, and research on exposure assessment for the standardization of the harmful substances
contained in household products. The division also investigates the health damage due to household products and
cosmetics, and water pollution.

EQPOLEMEDOY Y PV T ERATOF vV N2 B EHER KEKPOBRIEZPED—F I

Active sampling of gaseous air pollutants and determination Simultaneous analysis of the organic pollutants in tap water
of the emission of volatile organic compounds

OHI R DM EED DO FREARICESINZESYEDDH

Analysis of the trace impurities in lip sticks Analysis of the harmful chemicals in
household products
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DIVISION OF FOODS
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[CRRIEELEFBE. HEET. BREEEERFICHITIBRGLERRDEROERE U TERSINTVETD,

To contribute to food safety in Japan, we are studying on the development of analytical methods for residual pesticides,
veterinary drugs, radioactive substances, dioxins, natural toxins, heavy metals and so on, and conducting on the other
research related to the safety of foods. The developed analytical methods are utilized as the Japanese official methods
in the quarantine inspection centers, the local government research institutes and the registered inspection agencies
and so on. In addition, we conduct studies estimating dietary intake of pollutants such as radioactive materials, heavy
metals, dioxins and PCBs, as well as investigational surveys of pollutant levels in foods. The data obtained in these
studies are utilized for the policy ensuring food safety by the Ministry of Health, Labour and Welfare, the Consumer
Affairs Agency and the Food Safety Commission of Japan.

FEENBERRNYEARETS WEBRMEEYEZRBEABND ORI, B BEiE
T2HEZEHRFETD
The methods to efficiently extract, cleanup, and concentrate

trace amounts of chemical substances from foods are
developed.

Foods consumed daily are tested as a sample.

BYDPOMERMEFEYER LC-MS/MS ECEHRE - &0 REE BEYPOREME LY DA, ANOYF DA 90 BikEL TRIEL
ITAIEYS 2 W3

Trace amounts of chemical substances in foods are Radioactive cesium and strontium 90 in foods are continuously
analyzed with high sensitivity using LC-MS/MS etc. monitored.
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DIVISION OF FOOD ADDITIVES
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BOZE[CEMULTVET,

We perform the testing, research, and examinations to ensure the quality and safety of food additives and food
contact materials. Our main research themes are development of analytical methods, identification of constituents,
and estimation of daily intake. These results are used to draft and revise the Japan’s Specifications and Standards for
Food Additives. We also provide consultation to industry regarding applications for new food additives. Through these
activities, we are contributing to the food safety in cooperation with the Consumer Affairs Agency (CAA), the Ministry of
Health, Labor and Welfare (MHLW), and the Food Safety Commission of Japan (FSCJ).
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Our activities for food safety
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Development of analytical methods for food additives Consideration for specifications and standards
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DIVISION OF BIOMEDICAL FOOD RESEARCH
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I5(C. BESORERURBIAICEY $38E - iRZTD L EBICREEDBEEEZ{T>TWE T,

The division is in charge of food safety issues relating to the control of microbiological and chemical hazards in foods
contaminated through food chain. The division consists of four sections. The section one deals with the pathogenic

microorganisms in foods. The section two deals with development and accreditation of the detection methods for
marine toxins. The section three deals with epidemiology and microbiological risk assessment of foodborne diseases.

The section four deals with studies for control methods of viruses in foods.

BRICSFEN2EEMEYORFEMEFHE PERBEEEETFE
OEMEFHEEZRELTND

Studies on the pathogenicity and control of foodborne
pathogens by microbiological methods including next-
generation sequencing (NGS) technology and the related
methodologies
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Studies on the microbiological examination of foods and
hygiene management in food manufacturing process

PESORIAICET AR, BNEKEYDHRESED
B, WL TPV RASREBRZTO>TUVD

Studies on the development of detection method of marine
toxins, their prevalence in domestic foods, and national
reference laboratory for accreditation of the detection
methods for marine toxins

BRENUTERL. BRESDRREEG DDA IV ADFREL.
HHEEIC DOV TR ZT> TS

Research on methods for detecting and controlling
foodborne viruses in food production process
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DIVISION OF MICROBIOLOGY
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The division consists of four sections. We engage in microbiological testing and examination for the control of
contamination in drugs, foods and environments caused by bacteria, fungi and parasites, and development of analytical

methods for their toxins. The developed analytical methods are practically used for detection of food contaminants. In
addition, the division conducts research into the biology, chemistry, and genetics of bacteria, fungi, viruses, parasites

and microbial toxins.
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Sterility test for sterile pharmaceutical products held within Development of analytical methods for the determination of
an isolator. mycotoxins in foods.

BRSEEOFHEN AU ENGREEDRFES KU FTHD BROEROHESICEFRTIERDIAR

Development and evaluation of effective detection methods Fungi associated with food spoilage and mycotoxins.

for foodborne pathogens using their characteristics.
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DIVISION OF ORGANIC CHEMISTRY
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DFEDOHBEMERICET 2ERNMRZITOCVET ., TOM, BAMEERORED LULLMFHEHICET 2
WRZERELTNET,

The division consists of three sections engaged in organic chemistry research on chemical substances with regard to
molecular structure, reactivity and structure-reactivity relationships to clarify the efficacy and safety of pharmaceutical
substances and other chemicals. It is also involved in synthesis of physiologically active new chemicals, determination
of their reactivity, and investigation of interactions between chemicals and biomolecules through physico-chemical
methods and computational calculation. Additionally, we perform research related to the quality and safety evaluation of
radiopharmaceuticals.

V21— ETUVTICRBENI VN TELEMBEEDOHEERRITEE Itz
BIBLFYEZRFTITDHDEERBERZSAS

Computer modeling of interaction between chemical and target protein.
The modeling provides important information for design of highly active new chemicals
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Series of pharmaceutical substances are synthesized to Retrieval of chemical structures, optimization of synthetic
allow investigation of their reactivities. routes of chemicals and their physical properties using a

variety of database are evaluated.
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DIVISION OF BIOCHEMISTRY
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The Division is dedicated to research including analytical chemistry, allergy & immunology, molecular cell biology, and

radiochemistry to understand complex biological systems. Substances in medical and biotechnology products can

unexpectedly cause allergic and toxic reactions.

Our mission is to predict and evaluate the substances that may show allergenicity and toxicity based on solid scientific

evidence to contribute risk assessment. Members participate in scientific committees such as the Food Safety

Commission.
Meadursmenis
?f-:-ud ' \ Voray, B-ray, o-ray et

B REREES SCREPOBAEWEDDITEICET
DR

Radiation management and the development of analytical
methods for radioactive materials in environments.
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Development of new analytical methods for biotechnology

products such as genetically modified organism (GMO)
based on genomic sequences.
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Investigating analytical methods for detecting allergenic
substances in processed foods and novel pathways of
sensitization to food allergens.
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Decipher biological function/mechanism of compounds in
medical products and biotechnology foods to understand
how compounds affect human.
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DIVISION OF FOOD SAFETY INFORMATION

BRORZEMEICEET SEROINELEN. FHOFOMFRZIT > CLWET ., EEEEPENES - SHIHEN oD
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WET, ZDIEFN. BRRRONEZDEE - FRIERHT —ERZET>TVE T,

The mission of the division is to search, collect, analyze and evaluate safety information on food. We publish biweekly
bulletins to the public on the web page, regarding the latest safety information on food obtained mainly from international
organizations, foreign governments and regulatory bodies. We study on the trend of food poisonings and prevention
methods, the way for acquiring and building of the scientific evidence leading to the promotion of the international
harmonization of the food safety measures, and ensuring the safety of functional food. We also sustainably contribute to
establish Codex standards and related texts. The division also provides operation and information services of the library

of the Institute.
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Codex [CHBITDBEEDERRBRENDEH

Contribution to establish Codex standards and related texts.

TBELEBICM-—LAR—ITRHELTVD

Web pages providing safety information on food. Bulletins
are published biweekly.

BEECRESNTV B LYKILLZEAEBHEROFRA

The library houses the Pharmacopoeia handwritten draft prepared by
Dr. Geerts.



ZEREYIRAREY I —

CENTER FOR BIOLOGICAL SAFETY AND RESEARCH (CBSR)
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ZEBWIEWETTEREHEE S UTDNew approach methods (NAMs) DEFGE, LF 15 MU —H A TV AR
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Center for Biological Safety and Research (CBSR) was established in 1978 in response to major social concerns regarding
the health effects of pharmaceuticals and environmental chemicals such as thalidomide, arsenic, methylmercury, and
PCBs. It serves as a neutral institution for the study of the safety of chemicals, particularly their biological effects. Its
mission is to conduct research and testing on the safety of chemicals, food, pharmaceuticals, and other substances
related to various industries. It also aims to provide comprehensive safety assessments based on scientific evidence,
including toxicity prediction methods. In addition, it focuses on the development and improvement of test methods and the
management of risk-related tasks. Currently, CBSR consists of five research divisions, the externally certified experimental
animal facility, and the Japanese Center for the Validation of Alternative Methods (JaCVAM), and is advancing regulatory
science research, including the refinement of conventional evaluation methods that involve animal testing, and the
development of various new methods known as New Approach Methods (NAMs) that do not rely on test animals.
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Experimantal Animal Faciity
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E*E’J%igﬁiﬁgifgiﬂﬁtyg_ (JaCVAM) JAPANESE CENTER FOR THE VALIDATION OF ALTERNATIVE METHODS
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JaCVAM was established to promote the 3Rs of animal welfare and contribute to the development of alternative methods to animal testing that can be accepted as
regulatory test methods, as part of the safety assessment of chemical substances defined in its organizational regulations. Through this, it is expected to support
the preparation and review of application materials for domestic pharmaceutical manufacturing and marketing approval, the revision of cosmetic standards, and
the appropriate regulation of chemicals and pesticides. To achieve this goal, JaCVAM is involved in evaluating the usefulness and limitations of safety test methods,

assessing their suitability as regulatory test methods, making proposals to regulatory authorities, validating newly developed test methods in collaboration with domestic
and international organizations, and engaging in international projects such as those led by the OECD.
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DIVISION OF CELLULAR AND MOLECULAR TOXICOLOGY
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FEZERFE T DROMENRECFHRRFTP, IFZME U CIRSN DO DB /YT UPIILOEFEEZIELL
T T 2 RDFHBREDRFE. CNOZEXADEBMARECIIHATHET,

Toxicology is an area of science that considers to protect ourselves from substances around us harmful to human health
and the environment, and to maintain our safe life. To put this into execution, the division has played a central role to
evaluate their biological safety.

Our recent study includes comprehensive gene-expression analyses to develop a method for predicting toxicity to
humans, testing method development to correctly evaluate biological effects of nanomaterials that are becoming widely

used as new materials, and basic research that supports them.
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Development of a new safety evaluation method for human Study on sick-house syndrome: very low-dose inhalation
based on the toxicogenomic data (Percellome project) system & behavior analysis as biological endpoint
A. Direct-Injection Whole Body Inhalation System B. Outline flowchart of A. Digital PCR system
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C. Macroscopic view of
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B. Exosome detection system
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D. Morphology of aerosol
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Development of system for safety evaluation of advanced Development of a novel toxicity test method by state-of-the-

materials; nanomaterials-inhalation toxicity art life-science technology
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DIVISION OF PHARMACOLOGY

EXE&G. tZYEFOPHRE@RER. DMER. FRERERICHITDIFECEHU CEEZNRHEER - Rz
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HARSAVDERBREICHSITDELEDIC, BFIRE UCTHEDHICHIT2EBENEZERPERREICES

LTWLET,

The division have investigated the effects of chemicals including medicines on central nervous system, cardiovascular

system and metabolism pharmacologically. In particular, innovation such as human iPS cell technology are used

to make more predictive testing methods in human. The division has engaged in development and evaluation of
safety testing methods, in establishment of various guidelines related to safety and efficacy, and in committees and

conferences for regulation of chemicals as experts.
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Study for preventing the adverse effects of drugs and

chemicals on the central nervous system. Cooperation with
the government based on these studies.
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Evaluating the efficacy, safety, and quality of drugs and
chemicals through pharmacological approaches using cell-
based assay

KOS - #i2CH T IERE P EFYEDTETD. &
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Study for preventing the adverse effects of drugs and
chemicals on the peripheral organs/cells.

el ZERL. EEREFPEDER RN, 5.
. Pt) ZRFR AWM - Z2MHBZETVET,

Evaluation of drugs and chemicals on efficacy and safety
using human cells, based on absorption, distribution,
metabolism, and excretion analyses.
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DIVISION OF PATHOLOGY

EERD. BE. By, REEEVEZFOLREUZER T DD, EREYICINSIEZYEZRS L.
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The division conducts a variety of in vivo bioassays on drugs, pesticides, food additives and environmental chemicals

to assess their safety to humans by analyzing histopathology and other toxicological endpoint markers. We also
investigate the molecular mechanisms underlying chemically-induced toxicological/neoplastic lesions, the modifying

factors on carcinogenesis, and the new bioassay systems, consequently providing basic data closely-linked to human
health.

REMEEEZHIC DLW TDOAY TP YR BEO HE £2EEA (L) DOED. RIEZHZXIHEERNIC
T DIHIATO R L FIRA

Conference aimed at discussing hitopathological diagnosis

HE staining (upper left) and immunohistochemical
demonstrations

BREBMICBIZECTFREBTOILHOYA7O 1D HBERMERICBIDZI0MLZRAVE/INZ TR D
2 aVEIC K B R B BBAIDEREY 1))

Collection of specific regions by microdissection for gene Preparation of tissue slides from the block embedded in
expression analysis paraffin
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DIVISION OF GENOME SAFETY SCIENCE

DNACIBEBEZSITRIIRRI [ErnsEt] SFEEN. ZOXSBRUBZERIEEVER NECHEEYE] LT
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TR OCVE T, &5IC. BAEBYRBRABE LMY Y— (JaCVAM) BHBEEUCEMERNE AR E 251
U. REEERBERIFEFEEE (OECD) BREMETDEBREEEDEREICERULTCVET,

The mission of Division of Genome Safety Science is to identify genotoxic chemicals causing cancer, i.e., hazard
identification, and evaluate the risk to humans, i.e., risk assessment, and remove or reduce them from our environment
through administrative regulations, if necessary, thereby assuring the integrity of human genome. In addition, we
have tried to provide an understanding for genomic instability associated with epigenetic changes in order to reduce
the risk of health disorders such as lifestyle diseases caused by chemicals. Furthermore, the division supports the
establishment of the new test guidelines for alternative toxicity methods as a secretariat of the Japanese Center for the
Validation of Alternative Methods (JaCVAM) which contributes the international activities such as the OECD chemicals
assessment programs.
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Gene mutation test and prediction of genotoxicity by in Analyses on chemical-induced genotoxicity and molecular
silico/ QSAR mechanism of mutagenesis using microorganisms, etc.
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DIVISION OF RISK ASSESSMENT

EEZPEDOLZEMZHRRIT DICHCRETNDHRCBRLZEMARGRPERBERZD LI, EEREP CTRE
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Z2MEE (IPCS) DEEEBE(ICEEZEDCEICIKIEREMZERICLTVET,

This division is in charge of affairs in human health risk assessment associated with the potential effects by various
chemicals (chemicals in foods, drinking water, drugs, cosmetics and personal care products) exposure and
conducts related researches which include development of toxicity databases and methods for risk assessment
and management. Also, the division develops in silico prediction system such as the Quantitative Structure Activity
Relationship (QSAR). The division also contributes to the international activities under the OECD chemicals assessment
programs and International Programme on Chemical Safety (IPCS).
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The chemical safety assessment support system IPCS documents and Japanese translations

QSAR Y—)UIC KBTI
Analysis by QSAR tools
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EUIEEDRREERRMICIE. EEHE
BOHEFIARLEEE LT, NMRIEIC2E8D
UL ST =L FO—T[BEKRE00 MHzEB R U1EDEFRE00 MHZEBN BB N TV 2. SR - EIC260
DIV T —ILFO—TE#K600 MHZEB., 180DR—/N\—7—)LO0—71B#K600 MHzEBHSRBINTVET,

NMRFEEZE. EEmR, BRSIUEEEEVBEOZEMERDICHICEERREZE>TVET,

Nuclear Magnetic resonance (NMR) apparatus is used for obtaining structural information about organic, inorganic and
polymer compounds from analysis of the absorbing and emitting specific electromagnetic waves performed by atomic
nuclei located in a magnetic field. The most unique point of analysis using NMR is that the method is non-destructive. The
apparatus is used for determination of chemical structures of pharmaceutics, foods, and environmental substances, as well
as measurements of absolute quantity of compounds, and prediction for chemical stability of compounds. Our institute
is equipped with two 800 MHz NMR apparatuses with highly sensitive ultracool-probes and a 600 MHz solid-state NMR
apparatus in the NMR-Building, and they are offered as sharable devices of the Ministry of Health, Labour and Welfare.
Three other NMR apparatuses of 600 MHz, namely two with highly sensitive ultracool-probes and one with highly sensitive
supercool-probe, are located in the Main Research Building. The NMR facility in our institute plays an important role for
assuring safety of pharmaceuticals, food stuffs and environmental substances in our daily life.
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LIBRARY
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Cfth, BE. KARATIT D EMAEF RS PHRNFZHH U [ENERRBREEMFIRS] ZikRE - F#17
LTW&ET,

The library houses 45,000 books and subscribes to over 70 periodicals including electronic journals from both domestic
and overseas sources. These books or publications cover various fields including medical drugs, food, environment, toxicity,
and chemical substances. Various computerized services such as commercial on-line databases, the Internet, and an in-
house library system are available. The library also houses various pharmacopoeias from different countries. Four volumes of
handwritten drafts prepared by Dr. Geerts, a Dutch consultant, for the Pharmacopoeia which the Meiji government established
are held as rare books. The library staffs compile annually the “Bulletin of the National Institute of Health Sciences”.
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BT —IWEEB  (Tunnel washer for housing cages)

The laboratory animal facility was established for animal studies related to jurisdiction affairs of the NIHS. The animal rooms
are appropriately managed as a barrier system in terms of both hardware and software, and are equipped with facilities
for chemical safety, biosafety, and inhalation exposure experiments. The management of laboratory animals is regulated
by the "National Institute of Health Sciences Regulations Concerning Appropriate Animal Experiments" based on relevant
Japanese laws and guidelines in accordance with the "3R principle," the global standard philosophy of animal welfare. All the
animal experiments are reviewed and approved by the Committee for Proper Experimental Animal Use and Welfare, a peer
review panel established at the NIHS in accordance with these regulations. The status of compliance with the guidelines has
been certified by the Japan Pharmaceutical Information Center under its external verification and certification program for
institutions where animal experiments are performed.
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In order to prevent the distribution of illegal psychotropic plants, it is necessary to properly differentiate the plant and to detect
the content of the plant. In addition, since most of raw materials of Kampo medicines originate from plants, safe and effective
use of Kampo medicines requires the differentiation methods and identification tests to discriminate correct plant materials
and purity tests to detect adulteration of incorrect plant materials. It is necessary to keep the plant for the study in a live state
to establish these test methods. Mainly for this purpose, NIHS has the Medicinal Plant Cultivation Facility consisting of a
laboratory with analytical instruments and a greenhouse of about 50 square meters.
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One of the most important tasks of the NIHS is the pursuit of energetic and continuous international activities and cooperation
in diverse areas. Good examples include the publication of our research results in international academic journals and
collaboration with foreign institutions. International cooperation encompasses safety evaluation of chemicals in the IPCS,
evaluation of the carcinogenic properties of chemicals in the IARC, establishment of food product standards in the CAC,
safety evaluation of food additives in the JECFA, safety evaluation of pesticide residues in food products in the JMPR, and
microbiological risk management in the JEMRA, which are part of WHO and FAO activities. Other examples include safety
evaluation of irradiated food products at FAO/WHO/IAEA; establishment of methods for assessing the safety of medical
devices and their materials and cell-based therapeutic products, the detection methods of genetically modified foods,
and microbiological standard methods in foods at the ISO; establishment of WHO guidelines for drinking-water quality;
and discussion of cosmetics safety and regulation in the ICCR. OECD-related examples of cooperation include projects
for evaluating the safety of existing chemicals, newly developed food products and nanomaterials, and for developing
or amending toxicity test guidelines. Furthermore, the NIHS takes part in projects related to the International Council for
Harmonisation of Technical Requirements for Pharmaceuticals for Human Use (ICH), harmonization among the Japanese,
United States, European and Indian pharmacopoeias, and to the harmonization activities on crude medicines at WHO, ISO
and Asian region as well as Western Pacific Regional Forum for the Harmonization of Herbal Medicines (FHH) in the Western
Pacific region.

In the area of technical assistance-related activities, the NIHS accepts trainees from other countries to provide them with
training, while also implementing an expert exchange program through JICA and the WPRO.

CAC: Joint FAO/WHO Codex Alimentarius Commission

FAO: Food and Agriculture Organization of the United Nations

FHH: Western Pacific Regional Forum for the Harmonization of Herbal Medicines

IAEA: International Atomic Energy Agency

IARC: International Agency for Research on Cancer ICCR: International Cooperation on Cosmetics Regulation

ICH: International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use

IPCS: International Program on Chemical Safety

ISO: International Organization for Standardization

JECFA: Joint FAO/WHO Expert Committee on Food Additives

JEMRA: Joint FAO/WHO Expert Meeting on Microbiological Risk Assessment

JICA: Japan International Cooperation Agency

JMPR: Joint FAO/WHO Meeting on Pesticide Residues

OECD: Organization for Economic Co-operation and Development

PDG: Pharmacopoeial Discussion Group

WHO: World Health Organization

WPRO: Western Pacific Regional Office of WHO
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Take the Keikyu Daishi Line from Keikyu Kawasaki Station to
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Kojimashinden Station, then walk for 15 minutes
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Kawasaki Station (East Exit Bus Terminal, Platform 20) Rinko Bus to Ukishimabashi (Express/Rapid) Get off at King Skyfront
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Kawasaki Station (East Exit Bus Terminal, Platform 16) Rinko Bus to Ukishima Bus Terminal (Kawa 03) Get off at King Skyfront

Entrance

* JI|IBERAT BRONRY —=F)L20BEDVR) BEE/NR [+ T 284 TOVRR]1TE (N025%4%) [+ T Zh+ TOVNE] FEIS
Kawasaki Station (East Exit Bus Terminal, Platform 20) Rinko Bus to King Skyfront East (Kawa 02) Get off at King Skyfront West

o RZEBERAT (4B D) [KEMBIRAT TSRO [ZE/NRY —ZF)VIITERN105 [+ TR0+ TOVME] FETS

Tenkubashi Station (Platform 4) To Daishibashi Station or Ukishima Bus Terminal, about 10 minutes Get off at King Skyfront West

< PHE3Y—ZFIL(11EDOVIF) [KETBERFT] 1T [0 204 70OV NME] FEI<
Haneda Terminal 3 (Platform 11) To Daishibashi Station Get off at "King Skyfront West"

97— | By Taxi

 JRJIIBER (BRO-Fa0)) 9 7> —DIIFHH K305 FHZEENSHI105
Approx. 30 minutes from JR Kawasaki Station (East Exit/West Exit) taxi stand Approx. 10 minutes from Haneda Airport

E | ByCar
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Approx. 1-2 minutes from Tonomachi IC on the Metropolitan Expressway Kawasaki Line

- EEEEETIR (X6 1C] 05#9559

Approx. 5 minutes from Daishi IC on the Metropolitan Expressway Yokohane Line
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Bij het samenstellen van deze Pharmacopoea heeft de Commissie, waaraan deze taak
door het Ministerie van Binnenlandsche Zaken was opgedragen, gemeend alleen die
geneesmiddelen op te nemen, welke in de nieuwe geneeskunde gebruikt worden,

terwijl de talrijke oudere geneesmiddelen, welke tegenwoordig meer en meer ongebruikt
blijven, daarin niet vermeld zijn.

2. %DEIEI
While composing this Pharmacopoeia the Committee with the task mandated by the
Ministry for Internal Affairs, has been in the opinion to include only those medicines,
which are being used in the new medicinal practice. Numerous older medicines, which
today are increasingly becoming obsolete, are not included.
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Peter Jongen 1+ (Medicines Evaluation Board, The Netherlands ) ICDh S DHERZEXRLF T,
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Originally built near the Tenno-ji Temple, Yanaka, Taito,
Tokyo, this statue eternally honors the achievements of Dr.
Anton J. C. Geerts. First relocated in 1974 (Showa 49) to
Kamiyoga, Setagaya, Tokyo, for the centenary celebration
of the National Institute of Health Sciences. Since 2018
(Heisei 30) the statue has rested beside the main gate of
the Tonomachi, Kawasaki NIHS headquarters.




Regulatory science
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The concept of “regulatory science” was proposed in 1987 by Dr. Mitsuru Uchiyama, the 21st Director-General of the NIHS, as
a unique scientific field necessary to harmonize the science and technology with “people and society”. It was first published
in the labor union newspaper, “Eiken Branch News”. For NIHS researchers at that time whose daily research work was filled
with just tests and survey, and who were unable to have a deep philosophy or goals as scientists, Dr. Uchiyama proposed
the concept in order to raise their awareness of being in charge of a new scientific field that has the special purpose and
importance different from other scientific fields. Today, “Regulatory science” is widely discussed by the Cabinet Office's
Council for Science, Technology and Innovation and academia, and many academic societies related to “Regulatory science”
have been established.

To commemorate the 150th anniversary of the NIHS, the monument describing the original text of “Regulatory science”
proposed by Dr. Uchiyama was installed. This monument is the proof that the NIHS is the birthplace of “Regulatory science”.
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Eiken branch news No. 272 1987.10.28
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“Regulatory science” MEZaXVh, —kEZBER—)U

Monument to “Regulatory science”, 1st floor multipurpose hall
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Tokyo Drug Control laboratory, the predecessor of the National Institute of Health Sciences, was founded in 1874
by Sensai Nagayo, the inaugural director of the medical affairs bureau of the Meiji government. In its
establishment, Dr. Anton Johannes Geerts, who also contributed to the establishment of the Japanese
Pharmacopoeia, made recommendations.

— = ] [ [P - Ty 1
1 EE LB EIEHFLAR
T210-9501 ) E)EHIEXEBRII=T BH25&E 265
TEL:044-270-6600

https://www.nihs.go.jp/index-j.html

National Institute of Health Sciences

3-25-26 Tonomachi, Kawasaki-ku, Kawasaki, Kanagawa
210-9501, JAPAN
TEL +81-44-270-6600

https://www.nihs.go.jp/english/

2025.4





