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The 7" IJBF Symposium Program
Regulated Bioanalysis, To a New Stage

Date: 9" -10™ March 2016
Venue: Tower Hall Funabori, Tokyo, Japan
(Oral presentation: Small Hall on 5F, Poster session : Event Hall on 2F

Chair: Takahiro Nakamura (Shin Nippon Biomedical Laboratories)

9™ March (Wed.)

10:00-10:05
10:05-12:00

12:10-13:10

13:00-20:00
14:00-15:00

Opening remarks Haruhiro Okuda (National Institute of Health Sciences [NIHS])
1. Open discussion with regulatory authorities
Chairs: Noriko Katori (NIHS),
Kenji Yahata (Sanofi)

Part 1: - Q&A session -
Panelists: Daisuke Iwata (Pharmaceuticals and Medical Devices Agency [PMDA])

Toru Yamaguchi (PMDA)

Webinar: Brian Booth (U.S. Food and Drug Administration)

Pre-answered: Jan Welink (European Medicines Agency)
Part 2: - How should we insure the reliability in drug application? -
Panelists: Daisuke Iwata (PMDA)

Toru Yamaguchi (PMDA)

Yoshinobu Yamai

(Taisho Pharmacetutical, Japan Society of Quality Assurance [JSQA] KT-2)
Luncheon seminar
Fuku-ju (2F): SCIEX
Tou-gen (2F): Shin Nippon Biomedical Laboratories
403 (4F): Veolia Water Solutions & Technologies, ELGA LabWater
Poster viewing Zui-un and Hei-an, 2F
2. Antibody drug conjugates
Chair: Jun Hosogi (Kyowa Hakko Kirin)
Bioanalysis of Antibody-Drug Conjugates (ADCs): an overview of current approaches and
case studies illustrating the challenges presented by hybrid biotherapeutic molecules

Rand Jenkins (Pharmaceutical Product Development)
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15:00-16:00 3. Brief introduction of JBF Discussion Group (DG) activities
Chair: Yoshihisa Sano (Sunplanet)
3.1 DG2015-13: Questions and Challenges in Bioanalytical Study- Find the Loadstar -,
Naohito Yamada (Japan Tobacco)
3.2 DG2015-14: Carry-over, Takumi Noda (Ono Pharmaceutical)
3.3 DG2015-15: Quantitative analysis of endogenous substances (2),
Kazuaki Sakai (Teijin Pharma)
3.4 DG2015-16: Giving consideration to scientific validation,
Makoto Niwa (Nippon Kayaku)
3.5 DG2015-17: Microsampling —Implementation status and operational issues—
Eitaro Nanba (Chugai Pharmaceutical)
3.6 DG2015-18: Analysis of anti-drug antibody;,
Tatsuki Nomura, (Shin Nippon Biomedical Laboratories)
3.7 DG2015-19: Quantitative analysis by ligand binding assay (method development),
Hiroyuki Shimizu (Toray Research Center
(Break 16:00-16:15)
16:15-17:45 4. Collaboration of EBF and JBF (Panel discussion of biomarker assay)
Chair: Takehisa Matsumaru (Otsuka Pharmaceutical)
Theme: What are necessary in biomarker assay for drug development?
Panelist: Philip Timmerman (European Bioanalysis Forum [EBF])
Marianne Scheel-Fjording (EBF)
Kousuke lijima (Kyowa Hakko Kirin)
Yoshiaki Ohtsu (Astellas Pharma)
Toshihiro Oguma (Daiichi Sankyo)
Takashi Miyayama (Chugai Pharmaceutical)
18:30-20:00 Banquet (Fuku-ju, 2F)

pg. 8



10" March (Thu.)

09:00-12:00

10:00-11:00

12:05-13:05

13:15-14:00

5. Poster presentation and open discussion (Zui-un and Hei-an, 2F)
Outcomes and recommendations from JBF Discussion Group

DG2015-13: Questions and Challenges in Bioanalytical Study- Find the Loadstar -

DG2015-14: Carry-over

DG2015-15: Quantitative analysis of endogenous substances (2)

DG2015-16: Giving consideration to scientific validation

DG2015-17: Microsampling —Implementation status and operational issues—

DG2015-18: Analysis of anti-drug antibody

DG2015-19: Quantitative analysis by ligand binding assay (method development)
Audit perspective for bioanalysis assay

Survey results of bioanalysis methods in JSQA
6. Round table talks of biomarker assay (Fuku-ju, 2F)
Facilitator: Takehisa Matsumaru (Otsuka Pharmaceutical)
Guest: Noboru Nakayama (Biosys Technologies)
Luncheon seminar (Fuku-ju and Tou-gen, 2F; Rooms 402 and 403, 4F)
Fuku-ju (2F): Thermo Fisher Scientific
Tou-gen (2F): Nihon Waters
402 (4F): Biotage Japan
403 (4F): Sumika Chemical Analysis Service
7. Audit perspective for bioanalysis assay
Chair: Akira Nakayama (Ajinomoto)
7.1 Follow Up Activity for Japanese BMV Guideline

Relationship between JSQA and JBF
Akira Nakayama (Ajinomoto)
7.2 Common Special Project Group 2,
Japan Society of Quality Assurance: Audit Perspective for Bioanalysis Assay
Yoshinobu Yamai (Taisho Pharmacetutical, JSQA KT-2)
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14:00-14:45 8. Current status and perspective of mass spectrometry imaging in drug
development.
Chairs: Masanari Mabuchi (Mitsubishi Tanabe Pharma, JBF)
Seiji Tanaka (Aska Pharmaceutical, Japan Pharmaceutical Manufacturers
Association [JPMA] Non-Clinical Evaluation Expert Committee, Drug evaluation
Committee KT4)
8.1 Drug distribution analysis using mass spectrometry imaging in cancer research
Mitsuhiro Hayashi (National Cancer Center)
8.2 Introduction of JPMA activities for mass spectrometry imaging
Yuuya Houjyou (Kyorin Pharmaceutical, JPMA Non-Clinical Evaluation Expert
Committee, Drug Evaluation Committee KT4)
8.3 PMDA perspective on mass spectrometry imaging
Shintaro Nakano (PMDA)
(Break 14:45-15:00)
15:00-16:30 9. Microsampling — ICH S3A Q&A and panel discussion -
ICH S3A Q&A update: Noriko Katori (NIHS)
Survey results: Kozo Omichi (Kowa)
Panel discussion
Facilitator:  Noriko Katori (NIHS)
Keiko Nakai (LS| Medience)
Panelists:  Yoshiro Saito (NIHS),
Shin-ichi Kanzawa (PMDA),
Kazuhiro Taniyama (Toa Eiyo)

Eitaro Nanba (Chugai Pharmaceutical)

Closing remarks
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Registration

@ Please click the website below, and then select language English or Japanese.

https://amarys-jtb.jp/7jbfsymposium/?&g=1

Note:

Registration fee

Pre registration
(By 29" Feb 2016)

Company participant JPY 15000 JPY 20000

Participant type On-site registration

Student, Academic or
Agency participant

DG presenter JPY 10000 JPY 15000

JPY 7000 JPY 10000

The registration fee covers a banquet ticket on Mar 9 evening.

The program might be changed without prior notice due to the circumstances of the speaker.

The conference official languages are Japanese and English. (Translation service for English
to/from Japanese will be provided). JBF will lend receivers only to the participants registered in
advance and the guest speakers at the reception. So please register in advance when a receiver is
needed. Please make sure that you will have to pay the compensation expense, 35,000 yen (without
tax), even if the receiver is lost.

Reception time of Day 1: 9:00 to 11:00, 13:30 to 14:00 and 16:00 to 16:15 in the small hall on 5F.
Reception time of Day 2: 9:00 to 12:00 in the entrance of the event hall on 2F, 13:05 to 13:15 and
14:45 to 15:00 in the small hall on 5F.

Please be careful not to make a mistake on the reception time.

The participants can put baggage in the Room No. 404 on 4F as a cloak room, but an administrator

doesn’t put. JBF will not bear full responsibility for damage or loss of valuables.

The program will be occasionally updated on JBF website. Check the following website:
http://bioanalysisforum.jp/en
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Philip Timmerman, Philip holds a master degree in Biochemistry (U-Hasselt, 1983) and
started his career in bioanalysis at Janssen (1984) taking up increasing scientific/managerial

responsibilities in Bioanalysis and Preclinical department and the (discovery/early development)

project axis.

From 2000-2010, as EU head of Bioanalysis, together with his team, he supported all areas from

Discovery, preclinical to Phase 3 and 4 clinical studies, worked intensively with global Bioanalysis partners, both
within Janssen Research & Development and external.

From 2010 onwards Philip assumed a global expert role in Bioanalysis with focus on scientific and regulatory issue
resolution, interactions with Health authorities and building an external network of business experts to stimulate
harmonization and influence regulators.

In this respect, Philip was co-founder of European Bioanalysis Forum (2006), connecting intensively with
bioanalytical community and facilitating stimulating discussions for our industry. In 2010, Philip was co-founder of
the Global Bioanalysis Consortium, focusing on sharing best practices globally.

Over the years, Philip co-founded other international consortia which have influenced the bioanalytical community to
allow better acceptance or positioning of new technologies or processes for bioanalysis (Peptide/protein analysis with
MS, Dried Blood Spots, microsampling, tiered approach, Accelerator Mass Spectrometry, Biomarker analysis).
Certainly the last year, together with other EBF partners, Philip developed high interest in developing the principles
of tiered approach and scientific validation for the industry, principles which can be applied in Biomarker Assay
validation as well.

In 2013, Philip added the responsibility of head of the DSSc (now PDS) Compliance Team for EU and head of the
Beerse GLP Test Facility for Janssen R&D. In 2014, Philip added the role of head of the Quality & Compliance
Management (QCM).

Over his career, Philip was author and co-author of over 50 peer reviewed publications, several book chapters (co-)
and organized over 20 international symposia or scientific workshops. He presented at more than 100 international

meetings.

Marianne Scheel Fjording, Marianne Scheel Fjording is a Principal Scientist at Novo
Nordisk A/S, Denmark. She joined the department of Development Bioanalysis, Novo Nordisk A/S

in 2005 and has been working with regulated assay validation of PK and biomarker assays within

the Novo Nordisk portfolio. Her current main responsibility is to ensure that biomarkers in the

clinical trials and non-clinical studies are assay validated for the intended use of data. Marianne is

working in close collaboration with translational medicine and disease area specialist as well as several special
laboratories in order to obtain the correct fit-for-purpose assay.

Recently she joined the steering committee of EBF. Before that, she was active in a number of EBF topic teams (a.o.
Flow Cytometry and Scientific Validation)

Marianne has a Master of science degree in biochemistry from Copenhagen University, and a PhD in intracellular
signalling. Marianne has 20 years of experience within pharmaceutical companies. Before joining Novo Nordisk,

Marianne has worked at NeuroSearch and LEO Pharma in Denmark.
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Rand G. Jenkins, Mr. Jenkins is Scientific Director for the Chromatographic Sciences
Department (CSD) of PPD’s Bioanalytical Labs located in Richmond, VA, and Middleton, WI,
USA. Mr. Jenkins earned a bachelor’s degree in chemistry from the University of Nevada, Reno, in

1972 and attended graduate school at the University of Washington, Seattle, where he began his

career in pharmaceutical research, conducting GC-MS bioanalysis as a senior research technologist
in the departments of Pathobiology and Psychiatry. Later, he served as an applications chemist at Finnigan
Instruments (now part of Thermo) and a research chemist at the National Marine Fisheries Service/National Oceanic
and Atmospheric Administration (NOAA), conducting environmental bioanalysis in marine organisms. Throughout
the 1980s, Mr. Jenkins was director of research and development at J&W Scientific (now part of Agilent), where he
developed the first commercial bonded-phase fused silica capillary columns for gas chromatography. He returned to
pharmaceutical bioanalysis in 1994 when he joined Pharmaco, which was later acquired by PPD. In his current role,
Mr. Jenkins directs the R&D teams in conducting bioanalytical methods research and development, primarily using
LC-MS technologies. His major focus in recent years has been to establish methodologies utilizing LC-MS
technology for bioanalysis of macromolecules including peptides, proteins, mAbs, and ADCs. Mr. Jenkins also
provides scientific leadership to cross-functional initiatives involving multiple laboratory groups in evaluating and
implementing new technologies and expanding application areas, such as biomarker services. Mr. Jenkins is an active
participant in several cross-industry collaborations, including the Protein LC-MS Bioanalysis Committee of the
AAPS Bioanalytical Focus Group and the Global Biomarker Standardization Consortium of the Alzheimer’s

Association.
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7 JBF

Opening Remarks of 7" JBF Symposium

Haruhiro Okuda
National Institute of Health Sciences

JBF
Bioanalytical method validation: BMV

BMV
BMV

2 LC-MS

Thank you for joining the 7th JBF symposium.

JBF is aimed at facilitating regulated bioanalysis (small molecule and large molecule) and its related
area as well as regulated biomarker measurement. Thanks to the contribution of JMF members, two
guidelines on Bioanalytical Method Validation (BMV, LC-MS assay for low molecular drug and ligand
binding assay for drugs) have been already issued. A manual on BVD was written by JMF members
and published for implementing the guidelines.

In this symposium experiences and challenges in implementing the guidelines will be shared with
audience. New challenges of mass spectrometry imaging and microsampling will be also discussed.

I hope that this symposium is fruitful for all of the participants.
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Program No. = Antibody Drug Conjugates

2 Bioanalysis of Antibody-Drug Conjugates (ADCs): an overview of
current approaches and case studies illustrating the challenges
presented by hybrid biotherapeutic molecules

Rand G. Jenkins
Pharmaceutical Product Development

Biotherapeutics innovation is producing increasingly complex molecular constructs, ranging from
bispecifics and antibody-drug conjugates (ADCs) to fusion proteins and even exotic “living” chimeric
antigen receptor engineered T-cells. These diverse entities present many challenges for bioanalysis due
to their large size and complexity, inherent heterogeneity, and potential to undergo alterations.

Many biotherapeutics are hybrid molecules, combining two or more species that contribute different
functions needed to achieve an intended biological effect. ADCs are major examples, which consist of
two or more highly potent small molecule “drugs” conjugated via linkers to a large antibody protein
that safely delivers them to target cells expressing a particular surface receptor. Because of their
complex nature and the interactions and changes ADCs may undergo in vivo, multiple bioanalytical
methods must be applied to support safety and efficacy assessments in toxicokinetic and
pharmacokinetic studies. Measured species generally include total antibody, conjugated antibody
(ADC), and unconjugated free drug, as well as potential anti-therapeutic antibodies (ATAs). Total
antibody and total conjugated antibody are typically analyzed by ligand-binding assays (LBAs), which
are subject to a variety of specificity issues from potential ATAs, soluble shed receptors, or other
matrix components. Most ADCs are heterogeneous in their drug-antibody ratio (DAR) distribution.
DAR patterns can vary from lot to lot and may undergo post-dose changes. As LBAs are designed to
yield total values, results can be biased if the assay gives varying responses to the different DAR
species. Analysis of free drug, expected to be present at very low concentrations, is typically carried
out using small molecule LC-MS/MS methods. Reference standard purity and handling, choice of
internal standard, sensitivity and carryover are potential issues for these assays.

Many companies are also beginning to apply LC-MS/MS or affinity capture (AC)-LC/MS/MS hybrid
methods as alternative or orthogonal approaches to analyze the appropriate large molecule ADC
species. Conjugated antibody species can be indirectly analyzed by isolating the intact ADCs from the
biomatrix sample and chemically or enzymatically cleaving the linkers, releasing the free drug
molecules for LC-MS measurement. This approach is preferred by many as it provides a measure of
total antibody-conjugated (or active) drug. Total antibody can be analyzed by applying trypsin protease
digestion, usually following an antibody enrichment step, and then measuring one or more surrogate
peptides proteotypic to the ADC antibody. Determining recovery for these assays is challenging, and
available internal standards may not control for some procedure steps.

Along with quantitative bioanalytical measurements for ADCs, there has been a growing need to better
characterize their molecular heterogeneity and any stability- or catabolism-related changes they may
undergo. A key technique is affinity capture-liquid chromatography-high resolution accurate mass
spectrometry (AC-LC-HRAMS), which is a powerful approach to characterize and monitor DAR
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patterns for many ADCs.

This presentation will review considerations and experiences with current bioanalysis approaches for
ADCs, covering aspects of development, validation, and routine sample analysis in regulated studies.
Emerging opportunities to apply LC-HRAMS to solve new problems will also be discussed.
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Program No. DG DG2015-13

3.1

11

Discussion group open discussion: DG2015-13:
Questions and Challenges in Bioanalytical Study — Find the Loadstar —

Naohito Yamada®, Akinori Aoyama?, Harue Igarashi®, Mitsuhiko Kawabata®, Ryouhei Kogai®,
Yusuke Suda®, Shuhei Deguchi’, Masayo Hashimoto®, Kumiko Hikida®, Yuya Hosokawa™,
Seiichi Matsui**, Natsuko Miura

! Japan Tobacco Inc., ? Kaken Pharmaceutical Co., Ltd., * GlaxoSmithKline K.K., * Shin Nippon
Biomedical Laboratories, Ltd., ® Teva Pharma Japan Inc., ® Nippon Shinyaku Co., Ltd., " Sawai
Pharmaceutical Co., Ltd., ® Sumitomo Dainippon Pharma Co., Ltd., ° Mitsubishi Tanabe Pharma
Corporation, *° Ono Pharmaceutical Co. Ltd., ™ Sumika Chemical Analysis Service, Ltd.

DG

2015 5 DG

6 ISR (13 ) 6 ) (20
ISR 3
PK/TK
ISR BMV

Most laboratories and researchers have bothering questions and challenges in drug discovery
bioanalysis. This discussion group (DG) has acted to solve these questions to relieve researchers’
concerns and to share the information with other researchers.

We conducted a survey of DG supporters in May 2015, and obtained many bioanalysis related
questions. On the basis of the survey results, we have focused on the “Calibration curve”, “Data
assessment and ISR” and “Others” and we spent a lot of time discussing to find “the Loadstar” for
researchers. In this symposium, we will not only provide the solution or recommendations for the
questions, which is not applied to BMV guideline, but also discuss your questions and challenges
together.
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DG DG2015-14

Program No.
3.2 1 z s
4 5 6
o 1 2 3 4 5 6

Discussion group open discussion: DG2015-14:
Carry-over

Takumi Noda®, Ayako Kannami? , Saori Kuriyama®, Tomokazu Sano*, Kuninori Mutaguchi®,
Tomonori Yokoyama®

! Ono Pharmaceutical Co., Ltd., ? Mitsubishi Tanabe Pharma Corporation, ® Nippon Shinyaku Co.,
Ltd., * Sekisui Medical Co., Ltd., > Sumika Chemical Analysis Service, Ltd., ® Teva Pharma Japan Inc.

6 JBF DG2014-07

DG DG2015-14 DG2014-07
DG DG

Golden standard

At the 6th JBF symposium, the survey of DG2014-07 (Development of analysis method) showed that
there are many bioanalytical methods used in Japan. We, DG2015-14, focused on the discussion of the
carry-over which was of strong interest to previous symposium participants. We surveyed the

countermeasures for the carry-over which DG supporters use, and spent a lot time discussing the

carry-overs within the members. At this symposium, we will report on 4 carry-over topics. First, the
identification methods of the carry-over site. Second, the methods of minimizing and/or eliminating

the carry-over for each site. Third, examination of items and time periods for the carry-overs. Finally,

the strategies of using the method of having the carry-overs in the PK/TK studies. We want to
exchange opinions with other symposium participants, brush up our results, and create the golden

standard for the countermeasures for carry-overs. So, we hope that we have animated discussions with

many researchers at this symposium.
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Program No. DG DG2015-15

3.3 1 z ;
| |
4 5 6
7 8 9
10 11 12 13
4 SNBL USA, Ltd 15 16
1 2 3 4 5 6
7 8 9 10 11 12 13

14 15 16

Discussion group open discussion: DG2015-15 Quantitative analysis of endogenous
substance (2)
Akane Iwta', Satoko Ueno?, Shoko Ochiai®, Midori Ochiai*, Nozomu Kato®, Satoshi Kawada®, Yosuke

Kotani’, Satomi Sasahara®, Eiichi Shimada®, Eiko Suzuki'®, Keita Nakanaga, Yuki Hashimoto'?, Jun
Hayakawa'®, Shinya Horita**, Yoshinobu Yokota'®, Akira Wakamatsu'®

! Teva Pharma Japan Inc.,? Ajinomoto Co., Inc., * Sumitomo Dainippon Pharma Co., Ltd., * Towa
Pharmaceutical Co., Ltd., > Mitsubishi Tanabe Pharma Corporation, ® Shin Nippon Biomedical
Laboratories, Ltd., * Shin Nippon Biomedical Laboratories, Ltd., ® Towa Pharmaceutical Co., Ltd.(ex
CMIC Pharma Science Co., Ltd.), ? Ono Pharmaceutical Co., Ltd., *° Daiichi Sankyo Co., Ltd.,
Toray Industries, Inc.,*> Sumika Chemical Analysis Service, Ltd., ** Shionogi & Co., Ltd., ** Kyowa
Hakko Kirin Co., Ltd., * SNBL USA (ex Shin Nippon Biomedical Laboratories, Ltd.), °
GlaxoSmithKline K.K.

QC
2014 DG2014-08: LC-MS
DG
LC-MS LBA

Conducting the quantitative assay of endogenous substances in biological samples, “alternative
matrix” is often used to prepare calibration standards and QC samples because the endogenous
substances are contained in the original biological matrix as analyte and the levels affect assay results
sometimes.  After discussion of the quantitative assay of endogenous substance by LC-MS method in
DG2014-08, more detail discussion for the selection of “alternative matrix” would be needed. In this
DG2015-15 the theme is consideration to select “alternative matrix” for quantitative assay of
endogenous substance. Both researchers who use LC-MS and LBA as usual discussed how to select
and verify the appropriate alternative matrix for the quantitative assay of endogenous substance in
biological samples and show some recommendation in the symposium.
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Program No. DG DG2015-16
Scientific Validation

3.4 1 z s

4 5 6

10 1

Discussion group open discussion: DG2015-16:
Giving Consideration to Scientific Validation

Makoto Niwa®, Hiroko Ashizawa?, Takuho Ishii®, Takahide Uchimura®, Nozomu Koseki®, Akiko Toda’,
Kuretake Soejima’, Naoko Nakai®, Naohiro Nishimura®, Tsuyoshi Mayumi®®, Yutaka Yasuda®*

! Nippon Kayaku Co., Ltd., > Kaken Pharmaceutical Co., Ltd., * Sunplanet Co., Ltd., * Chugai
Research Institute for Medical Science, Inc., ® Kyorin Pharmaceutical Co., Ltd., ® Shin Nippon
Biomedical Laboratories, LTD, ’ Toyama Chemical Co., Ltd., ® Daiichi Sankyo Company, Limited,
Sumika Chemical Analysis Service, Ltd. *° Mitsubishi Tanabe Pharma Corporation, * Toray Research
Center, Inc.

9

1.
BMV
" One Size Fits All”  Validation Regulatory Validation Scientific Validation
Scientific Validation

2.

2015 10 European Bioanalysis Forum (EBF) White
Paper (Recommendation) scientific validation
3.
4,

EBF White Paper DG DG

JBF

pg. 27



With increasing diversity of bioanalytical methods and their usage, the idea of appropriate method
characterization that fits for the purpose of the analysis is attracting attention. Under this condition, we
intended to give some consideration to this idea of scientific validation through discussion.
DG2015-16 started in October 2015 and as a first activity we read through EBF white paper for
scientific validation and looked in the details. In poster presentation, we are looking forward to discuss
the each scientific validation item with attendees.
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Program No. DG DG2015-17

3.5 1 : 3

7 8 9

Discussion group open discussion: DG2015-17:
Microsampling —Implementation status and operational issues

Eitaro Nanba®, Katsunori leki?, Kozo Omichi®, Kyoko Kato*, Keiko Nakai®, Kazuo Nii®, Yoichiro
Nihashi’, Kei Masuyama®, Shinichi Yamane®

! Chugai Pharmaceutical Co., Ltd., > Shin Nippon Biomedical Laboratories, Ltd., * Kowa Company,
Ltd.,  Mitsubishi Tanabe Pharma Corporation, ® LSI Medience Corporation, ® Sumika Chemical
Analysis Service, Ltd.,” Shionogi  Co., Ltd., ® Ono Pharmaceuticals Co., Ltd., ° Sekisui Medical
Co., Ltd.

EU ICH S3A
Q&A

3Rs
DG2015-17

JBF DG
66 37

Currently, a Q&A on microsampling is being prepared for the ICH guidance on toxicokinetics (S3A).
Microsampling allows the direct relationship between toxicity and drug application level to be
evaluated in the same small animals, and thus contributes to the 3Rs by, for example, reducing the
sampling amount and the use of satellite animals.

To introduce microsampling rapidly and smoothly, the discussion group DG2015-17 considered it
necessary to clarify the issues involved in the use of microsampling and to discuss countermeasures
among members of the business community. To this end, we have taken a survey on the definition of
microsampling, how it is currently implemented in Japan, and what issues it faces. We have surveyed a
total of 66 pharmaceutical institutes and contract research organizations that are registered as JBF
partners and DG supporters. In this poster, we will show the survey results obtained from 37
companies.
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Program No. | DG DG2015-18

ADA
3.6 : : ;
[]
4 5
6 RI 7
8 9
o 1 2 3 4 5
6 7 8 9

Discussion group open discussion: DG2015-18
Analysis of Anti-Drug Antibody (ADA)

Tatsuki Nomura®, Kazuhiro Miya?, Masako Soma®, Fujiko Takamura®, Noboru Tanaka®,
Tomohiko Hanada®, Michi Kitano’, Ken-ichi Yamamoto®, Hiroe Miyamoto®

! Shin Nippon Biomedical Laboratories, Ltd., > Chugai Pharmaceutical Co. Ltd.,

® Daiichi Sankyo Co., Ltd., * Astellas Pharma Inc., ° JCR Pharmaceuticals Co. Ltd.,

® Nippon Shinyaku Co., Ltd., " FUJIFILM RI Pharma Co.,Ltd., ® LSl Medience Corporation,
% Sumika Chemical Analysis Service, Ltd.

Ligand Biding Assay LBA

LBA LBA 4
6 JBF DG Anti-Drug Antibody
DG ADA ADA
ADA
DG ADA

Biotechnology-based drugs, typified by antibody drugs, are currently being developed for various
diseases. The Ligand Binding Assay (LBA) is being used for the concentration measurement of these
drugs. LBA is also commonly used to measure various biomarkers that serve as indices for drug
efficacy and safety evaluations. In this regard, LBA has been taken up as the fourth to sixth JBF
symposium. This time, our poster presentation will focus on the continuous discussion over the
anti-drug antibody (ADA) assay.

In particular, this DG discussed the “ADA analysis of patients”, “validation of neutralizing antibody
(Nab) assay”, “no positive reaction in clinical phase”, “verification of acid dissociation”, “critical
reagents”, “trouble shooting”, “strategy of ADA analysis”, “necessity/achievement of neutralization
activity and isotypes”.

This presentation gives an overview of the contents discussed in the DG to help establish a standard
procedure for the ADA assay.

This presentation gives an overview of the contents discussed in the DG to help establish a standard

procedure for the ADA assay and reliability of the assay.
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DG : DG2015-19
LBA

3.7 1 :

Program No.

Discussion group open discussion: DG2015-19
Quantitative Analysis by Ligand Binding Assay (Method Development)

Hiroyuki Shimizu®, Hiromi Okamoto® Hiroko Shigemizu®, Mari Masumoto®, Shinro Moromasa’,
Yukitaka Yoshikawa®

! Toray Research Center, Inc., 2 Daiichi Sankyo Co. Ltd., * CMIC Pharma Science Co., Ltd.,

¥ CMIC Co., Ltd., * Astellas Pharma Inc., > Shin Nippon Biomedical Laboratories, Ltd.,

® Kyowa Hakko Kirin Co., Ltd.

ligand binding assay LBA

LBA
Biomarker
LBA LBA
DG 3 LBA MSD Gyrolab ELISA
Biomarker LBA
LBA DG

DG LBA

The ligand binding assay (LBA) is commonly used for quantitative measurement of
biotechnology-based drugs including antibody drugs.

The best of the various LBA platforms needs to be selected in the method development. Furthermore,
the method needs to be highly sensitive, efficient, and reliable. Method developers also select a
calibration standard for the biomarker analysis, measure the drug concentration in tissue, and train staff
members through trial and error.

This DG mainly focused on development of a method including experimental procedures for three
LBA platforms (MSD, Gyrolab, and ELISA), selection of a calibration standard for biomarker analysis,
measurement of drug concentration in tissue, training of staff members, and verification of the
equivalence of data from different staff members. The approaches and related issues were discussed.
This presentation provides the overview of our discussion to facilitate an efficient analysis by LBA.
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Program No.  Bringing Scientific Validation in practice
3 8 Philip Timmerman — Marianne Scheel Fjording

By describing tiered approach as different levels of scientific validation alongside the established
regulatory validation, the EBF aimed at providing the industry an acceptable tool for scientific
validation for studies where the Guidance was not the intended scope. The practice of adopting more
lean validation requirements, especially in earlier stages of development, suggested in Crystal City IlI
[1], further highlighted in recent (draft) Guidance [2,3] and confirmed during discussions at the Crystal
City-V meeting (Baltimore, USA, Dec-2013) stimulated the EBF to seek further alignment and
provide practical solutions to bring tiered approach into practice [4]. In 2015, the discussion continued
in meetings not only in the EBF community, but also outside Europe (DV-DMDG (Jan-2015) [5], JBF
(Feb-2015), CPSA-Shanghai (April-2015), CPSA-US and AAPS (both Oct-2015). Finally, the EBF
published their recommendation on bringing scientific validation into practice for 5 areas/assay types
[6].

The aim of this contribution at the JBF is to engage the meeting delegates to give feedback on the
progress in industry provide practical and tangible solutions for a harmonized implementation
scientific validation as part of the principles of tiered approach.

References:

1. Workshop/Conference Report — Quantitative Bioanalytical Methods Validation and
Implementation: Best Practices for Chromatographic and Ligand Binding Assays.
Workshop/Conference Report. AAPS J. 9(1), E30-E42, 2007

2. http://bioanalysisforum.jp/images/T13091810020.pdf#zoom=100

3. http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/
UCM368107.pdf

4. Feedback from the European Bioanalysis Forum Workshop: Taking tiered approach to the next
level, Bioanalysis, 7:7, 815-824

5. Scientific or Regulated Validation - a Tiered Approach? Meeting report from a Joint
EBF/DVDMDG Workshop, Bioanalysis, 2015 Aug;7(14):1703-10

6. Tiered approach into practice - scientific validation for chromatography-based assays: a
recommendation from the European Bioanalysis Forum, Bioanalysis, 2015, Vol. 7, No. 18,
Pages 2387-2398
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Program No. = EBF  JBF

A4

Collaboration of EBF and JBF (Panel discussion of biomarker assay)

European Bioanalysis Forum EBF CRO
EBF JBF
EBF JBF
EBF
Marianne Scheel-Fjording Novo Nordisk Philip Timmerman  Janssen R&D
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Program No. ~ EBFs position on Biomarker assay validation in practice
4 1 Philip Timmerman/Marianne Scheel Fjording

Biomarkers (BM) have become increasingly important in drug development. Many scientists involved
are using an increasing variety of assay formats in support answering of early or late stage
development questions. Different views on how to approach the bioanalysis of BM have been
published or are being developed.

The European Bioanalysis Forum intensively discussed the requirements of BM assays since 2010 and
published a first recommendation paper on method establishment and bioanalysis of Biomarkers in
2012 [1].

Recently, the EBF issued a new survey to probe the community on how to best create an optimal
synergy between the scientific requirements for optimal biomarker assay validation and the increasing
desire to include, at least to a certain extent, biomarker assay validation into a more a regulatory
framework.

At the meeting, we want to engage the audience on how best practice for biomarker assay validation
recommendation could look like. In this, we want to bring together the ideas from the EBF
Recommendation paper, the AAPS/FDA CC-VI discussions in 2015 (Baltimore, 2015), the most recent
EBF survey on the subject and recent discussions in industry. The presentation also aims at stimulating
a discussion at the meeting. We hope to get additional insights to further include in the EBF and
industry discussions.

[1] European Bioanalysis Forum recommendation on method establishment and bioanalysis of

biomarkers in support of drug development. Bioanalysis, Aug 2012, Vol. 4, No. 15, Pages
1883-1894.
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Program No.

6 :

Round Table Talks of biomarker assay
Facilitator: Takehisa Matsumaru*

Guest speaker: Noboru Nakayama ?
! Otsuka Pharmaceutical, Co., Ltd., > Biosys Technologies., Co., Ltd.
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Program No. QA 2:

7.2

1 2 LSI 3

Common Special Project Group 2, Japan Society of Quality Assurance: Audit
Perspective for Bioanalysis Assay

Jun-ichi Kuranami, Chitose Kuwayama?, Yumi Sato®, o Tomoyuki Tabata® Tadashi Hashimoto®,
Hirokazu Hasegawa®, o Yoshinobu Yamai ’

! Kyowa Hakko Kirin Co., Ltd., > Mochida Pharmaceutical Co., Ltd., * LSI Medience Corporation, *
Ajinomoto Pharmaceuticals Co., Ltd., ®> Astellas Pharma Inc., ® Terumo Corporation, ’ Taisho
Pharmaceutical Co., Ltd.

QA

QA
ISR

Japan Society of Quality Assurance (JSQA) is considering the quality assurance of the medicines and
is announcing the outcome for the purpose of "We contribute to people's health and improvement of
welfare through information sending, upbringing of human resources and technical proposal of the
quality assurance by which medical supplies, medical equipment, regenerative medicine product,
agricultural chemicals and chemicals.”

Common Special Project Group 2 is examining QA methodology at Clinical/Medical Laboratories for
Clinical Trials. We conducted questionnaire survey about “implementation of a bioanalysis in clinical
trials” targeted for the JSQA members. In this Forum, we reported the survey results by symposium
and by poster session.
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Program No.

8.1

Drug distribution analysis using mass spectrometry imaging in cancer research

Mitsuhiro Hayashi, Hiroaki Aikawa, Akinobu Hamada
National Cancer Center

24
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Program No. MSI

8.2

Introduction of JPMA activities for mass spectrometry imaging

Yuuya Houjyou
Kyorin Pharmaceutical Co., Ltd., Non-Clinical Evaluation Expert Committee, Drug Evaluation

Committee, Japan Pharmaceutical Manufacturers Association (JPMA)

MSI
MSI
MSI
MSI MSI
2015 1 JBF 3 MSI
8 JPMA JBF CRO MSI

MSI
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Program No.

8.3 .

PMDA perspective on mass spectrometry imaging

Shintaro Nakano

Pharmaceuticals and Medical Devices Agency PMDA
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Program No. ICH S3A Q&A

9 DG2015-17* 2 LSl 3

4

1,2 1,3 1,4

Microsampling: ICH S3A Q&A and Panel Discussion

Eitaro Nanba'?, Keiko Nakai'®, Kozo Oomich**
1 DG2015-17,  Chugai Pharmaceutical Co., Ltd., ® LSI Medience Corporation, “Kowa Company, Ltd.

EU ICH S3A
Q&A Step 2
Q&A DG2015-17
S3AIWG
1. ICH S3AQ&A : NIHS, Deputy topic leader
2. DG2015-17 : DG2015-17

3.
NIHS, Rapporteur, Topic leader, Regulatory chair
PMDA, Expert

, Expert, KT-4
, DG2015-17
NIHS, Deputy topic leader
LSl , IWG DG2015-17

Currently, a document on microsampling is being prepared for the Q&A section of the ICH S3A
guidance (toxicokinetics), and the Step 2 document will be issued in the near future. In this session,
reports on the progress of the Q&A and on the results of the DG2015-17 survey on microsampling will
be followed by a panel discussion. The scheduled panel discussion will mainly be concerned with the
work for the S3A IWG by the following panelists. Please actively participate in the discussion.
1. Brief Summary of Draft ICH S3A Q&A: Noriko Katori (NIHS, Deputy topic leader)
2. Results of DG2015-17 Survey: Kozo Omichi (Kowa Company, Ltd., DG2015-17 Member)
3. Panel Discussion
Panelist: Yoshiro Saito (NIHS, Rapporteur, Topic leader, Regulatory chair)
Shinichi Sekizawa (PMDA, Expert)
Kazuhiro Taniyama (Toa Eiyo Ltd., Expert, Member of Non-Clinical Evaluation
Expert Committee KT-4 JPMA)
Eitaro Nanba (Chugai Pharmaceutical Co., Ltd., DG2015-17 Member)
Facilitator: Noriko Katori (NIHS, Deputy topic leader)
Keiko Nakai (LSI Medience Corporation, IWG Supporter, DG2015-17 Member)
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