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3. The acceptance criteria for the quantitation
of large molecules by LCMS should be similar
to or stringent/tighter than those of LBA. The
choices of instruments (HRMS or triple quad-
rupole), ISs (SIL-intact protein or SIL-flanked
peptide), extraction techniques, and signature
peptide should all be thoroughly evaluated to
optimize method performance. As the parallel
development of LBA and LCMS assay strategies
is not preferred, cross-validation between LBA
and LCMS is generally not recommended.
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Regulated bioanalysis in Japan: where do we
come from and where are we going?
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The first draft guideline for chromatographic
small-molecule analysis is scheduled to be pub-
lished in the first quarter of 2013 [101]. Then, a
draft guideline on ligand binding assays (LBAs)
is expected to be issued towards the end of March
2014. The Japanese guidelines are categorized,
not by molecular size, but by analytical meth-
ods. The Japan Bioanalysis Forum (JBF) (102,
the first scientific group dedicated to regulated
bicanalysis in Japan, was inaugurated in early
2011, which participates in collaboration with
the bioanalytical method validation (BMV)
study group in the Ministry of Health, Labor
and Welfare (MHLW), for the elaboration of the
Japanese guidelines for BMV. The history of dis-
cussion around regulated bioanalysis, the prepa-
ration process of the Japanese BMV guidelines
and the future direction are as follows.

Recent history of regulated bioanalysis
in Japan
Regulated bioanalysis has been discussed in
Japan since the 1990s. Although there was no
society specialized for the regulated bioanalysis
in Japan, seminars and ad-hoc symposia were
held, as well as several books being published. In
the late 2000’s, one of the major milestones for
regulated BMV in Japan was the workshop titled
‘Discussion on AAPS/US FDA White Paper for
bioanalytical method validation’ held in The
56th Annual Conference on Mass Spectrometry
(Tsukuba, Japan) in 2008, where Viswanathan
(UD FDA) was invited. The concept of ISR
in the AAPS/FDA White Paper gave Japanese
bioanalysts an impact [1]. After the symposium,
the interest towards regulated BMYV increased in
Japan, year by year.

The organization of the Global Bioanalysis
Consortium (GBC) [103] and the First Asia
Pacific Conference on Recent Issues in Regulated

Bioanalysis (Shanghai, China) [104], knocked on
the next door and triggered a formation of the
first, and only, association for scientific discus-
sion of regulated bioanalysis and BMV in Japan;
the JBE, which has helped to assign Japanese
representatives for the Harmonization Team
(HT) in the GBC. Despite the great East Japan
Earthquake in March 2011, many Japanese bio-
analysts (or scientists) applied to the HTs of the
GBC with willingness. At the same time, the
JBF created a discussion group to support all
Japanese HT members in the GBC. The first
Symposium of the JBF was held in August 2011
in Tokyo, and full-fledged discussions of regu-
lated bioanalysis have also started in Japan. Till
now, the JBF symposia have been held every 6
months. The conference report of the 3rd JBF
symposium was published by Imazato [2].
Responding to the enthusiastic discussion
around BMYV, the Japanese regulatory authority
prepared a study group in which BMV has been
discussed among regulatory sides and companies
in September 2011. The BMV study group con-
sists of members from Japanese pharmaceutical
and CRO associations, regulators and the repre-
sentatives of the JBF — five members representing
three organizations: Japan Pharmaceutical Man-
ufacturers Association; Japan Generic Medicines
Association; and Japan Association of Contract
Laboratories for Safety Evaluation; and seven
members come from regulatory authorities:
National Institute of Health Sciences; Phar-
maceuticals and Medical Devices Agency; and
MHLW. Two scientists came from the JBE. The
number of JBF members in the BMV study
group increased from two to nine after the LBAs
working group became active. The study group
has been preparing the draft Japanese guidelines
on BMV based on the tremendous contributions

by the JBE.
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Regulatory circumstances in Japan

The Japanese law of GLP inspection was enacted
in 1997 and updated in 2008. The major change
was the application for multi-site studies. Before
establishing the law, the implemented guideline
for toxicology tests had been effective from 1989.
Besides, around 1997, several related guidances
were established, such as TK [3], general con-
siderations for clinical trials (4], the guideline
for nonclinical PK tests [5], and guidelines for
bioequivalence studies of generic products [6].
Some of these were the results of ICH harmoni-
zation with the USA and EU. ‘The Guidance for
Analytical Validation’ was formulated in 1997
(10s]. This guidance was not for bioanalysis, but
became a solid basis of analytical method for
many areas containing bioanalysis in Japan.
Until the new BMV guideline is released, this
has been only a guide for BMV in Japan.

draft guideline on LBAs is expecid to &ﬁ
issued towards the end of March 2014.”

The foreign guidelines have also affected
Japan. The Q&A for bioequivalence guid-
ance in 1997 (revised in 2012) [106] contained
a question: “Q27 Please describe the analytical
validation in detail”, and the answer refers to
the article by Shah ez a/.
for internationally active companies, the FDA
guidance in 2001 (107} and the EMA guideline
in 2011 [108] are the de-facto standards.

(7]. Till now, especially

The BMYV guidelines in Japan

The scope of the first Japanese BMV guideline is
‘LC analysis for small molecule’. This guideline
covers MS and also covers optical detectors (UV
and fluorescence).

A preliminary proposal of the draft guideline
was provided by the JBF in March 2012 [8]. The
five members of the guideline taskforce in the
JBF made up this draft with the efforts of the
other JBF members. The proposal by the JBF
was handed out to the related three associations,
Japan Pharmaceutical Manufacturers Associa-
tion, Japan Generic Medicines Association and
Japan Association of Contract Laboratories for
Safety Evaluation, to seek comments. More than
400 comments were gathered from these asso-
ciations. Most of the comments were related to
practical procedure being contained in the draft.
On the basis of these comments, we have been
preparing Q&A text, which will be released
accompanying the document of the BMV

guideline. Following further discussions for 6
months, the draft guideline on BMV (LC/small
molecule) was submitted to the MHLW on 14
March 2013. The preparation process and a
part of contents were presented in the 2nd and
3rd JBF symposia, as well as in the EBF Open
Symposium in 2012 [109].

Simultaneously, a working group for LBAs
guideline was inaugurated from September 2012
under the BMV study group. The LBAs working
group asked the JBF to provide a proposal of the
draft guideline on validation for LBAs in bioana-
lysis. The guideline on validation of LBAs for
bioanalysis has followed almost the same process
as the guideline for .C and small molecules. The
draft items for LBAs guideline provided by JBF
are listed in #ox 1.

A task force of JBF with seven members has
been in charge of the proposal of LBAs guide-
line. The experts with experience in LBAs have
formed the task force of JBF. The text of the
draft LBAs guideline will be prepared and will
be sent to related organizations to seek com-
ments until June 2013. A draft guideline on
LBAs is expectd to be issued towards the end
of March 2014.

Box 1. Pfeliminary'Japénes:e" Ii:ga'hd_"’
binding assay-bioanalytical method

validation guideline (proposed by the
Japan Bloanalyss Forum)

1.Scope

2.Reference standards
3.Method validation

3-1.Full validation
3-1-1.Specificity
3-1-2.Selectivity
3-1-3.Calibration curve
3-1-4.Accuracy and precision
3-1-5.Dilutional linearity
3-1-6.Stability

3-2. Partial validation

3-3. Cross validation
4.Analysis of study samples
4-1Validity of the method
4-1-1.Calibration curve
4-1-2.QC samples

4-1-3.ISR

4-2. Notice
4-2-1.Calibration range
4-2-2 Re-analysis
4-2-3.Carry-over effect
4-2-4 Cross talk
4-2-5.Critical reagents
4-2-6.Commercial kits

4-2-7 Parallelism
4-2-8.Interfering substances
5. Documentation definitions

1322

Bioanalysis (2013) 5(11)
— 176 —

isg

future science group



Regulated bioanalysis in Japan I EpimoriaL

Japan had a late start in regulated bioanalysis;
fortunately, however, by a great deal of effort by
the people in this area (e.g., the JBF), the first
guideline was finalized within a shorter period
than expected. Following LBA, the next theme
of this area may be LC-MS for large molecule’
or ‘BMV for biomarkers’. Our next step will be
setting a wider area for discussion of regulated
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The Bioanalytical Method Validation Guidelines in Japan
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1. FUSIK

MRG58 3 A palBl o S i ik o sy

a T a3 A4 Fo4 2 (R) 0870w v 2
B A EHEIC L o TR S A4 A5 H & b B
!za*ixnf;‘ RAFTFY A, Fhbh bR B,
N4 A= Ay SO ER TN, A B
ORISR Lo TE L ORISR E L TEE AL
T 5, 333‘{ EE (P s, FFoafxaT a7 A (TK)
BB Ok S RS (BE) BB &, IEofeg
IR A 3Rk B o, LC/MS/MS S0 s Syl
HSHe N B, SRk EICEER L 5
&, SRS E R TEWAE T, i, LO/MS T,

Fem i

Dk ) Bl SE TMatrix Effects 2WFA T3, 2o
HEREh oS E ST, PRSI B w TRk

HEERHEET A FTEE TR D, BwiEEisusksi

Hizd, GHEOBEWEOTERESERL 25,
B e obrdoGiiEcl L« I 4741 o

ZAFHTA ) F— 3 3 v (Bioanalytical Method Validation,
BMV), & w5 E&A T &, RERUEU Tld BMV
DT AU B LERRE (FDA) A4 40 27, Wl [oE 35
FFEMA) #4 FoA4 S mdhFER#gElahcns, &
iz, REEEBREZ g — bt 74U Ra ) —

> 7 L (GBO) " RERELEN 1 F T 4 v Bl A T
H5. HARWBOLTE, 2Bl 1 70 s
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2. HARZAVREDER

21 BENTOBERS JBF RIORE

BEET, BRTHEATHADHEAAY F— a0
FTBCGE (Table 1) (cid, Torbiik s Y 7= a vicly
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(AAPS) /FDA #* 5 White Paper® i & h#:, ¢
ISR (incurred sample reanalysis), ThbbEY L I %
BAo-HREAERZL v a2 7 HTCHEASHh, H
ROBEBEOEYBEOBURE ICKE i E 52 7,
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PIVFARAT 7 =) Da—F 4 7—%— iz b TEGH
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Tiered Approach % FENICH £ b H SN T e WilS
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L, THETRONEMPSENTH LD, 72 0&
BRHEREINATVE Lo BRSTERE ED, ISR~
DEMOBE b IFHFM LB LA o, L
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1997 [EERKORSEICHET I ERKRBROEROEEICETIES] (GLPAS, ¥R 9E3A, BAEE
EARSE NS, &F: FRI12E 108, BEESE 1278
1997 [ RERLOEDEVEEERRYA N T4 2] RO TQ&A) BAEAR
1998 TR RBO—FdEFHo OV T (EHE%EE 380 5, ICH E8) BEA
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Consideration of the Regulatory Issues
for Vaccine Adjuvants in Japan

MR R
Mineo MATSUMOTO

Abstract

In Japan, the position of the vaccine adjuvants in the pharmaceutical regulation has not been
established, although both the EU and the US have adopted specific positions with regard to the reg-
ulation of vaccine adjuvants. In Japan, adjuvants are currently classified into excipients according to
the Japanese Pharmacopoeia. However, the novel adjuvants that exceed category of excipients (which
must be harmless and should not show any pharmacological effects) have induced regulatory prob-
lems. These include 1) the necessity of a statement in every review report that the adjuvant should
not be used in other drug products like a general excipient, but used only for vaccine products, 2)
limitation of the safety information assigned for adjuvants in the common technical document (CTD),
3) no requirement of GMP compliance, 4) concerns about requiring excessive, or conversely, insuffi-
cient toxicological evaluation for adjuvants, and 5) concerns about the delay of the timing of toxicity
studies needed for adjuvants (e.g., genotoxicity studies) as compared with the stages of clinical trials
of vaccines. It should be noted that no vaccine adjuvant has yet been authorized in its own right;
adjuvants have been approved as components of vaccine products in all three regions. Therefore,
it does not seem realistic to regard adjuvants as one of the active components of a vaccine. Instead,
we hereby propose that the appropriate position for adjuvants as different from excipients be newly
established in Japan, which is consistent with the regulation of both the EU and the US.
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