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2)
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2.1
2.10

2.10

The Minimum Requirements for Biological Products: The official manual of standards
issued in accordance with Article 42 of the Pharmaceutical Affairs Law, specifying
minimum requirements and standards for manufacturing methods, specifications, and test
methods for biological products. Biological products listed in this manual, other than
those separately specified, are permitted to be marketed only after confirmation of
compliance with the specifications of this manual and certification of quality by the NIID,
which functions as the national control laboratory,.

WMERYE  AYENEREEOREERSRZICED DNILRABD S b, (E 3Lk
PERFSERT) THEHER T ORBEE 2 E O ATE

Standards on Testing: The standards specifying the test items among those stipulated in
the specifications on drug products in the Minimum Requirements for Biological Products
that need to be reconfirmed by the government agency (the NIID).

Good Manufacturing Practice (GMP) : E¥G ORISR O EEHICET 2 EHET,
BAIZIE “Y 7 GMP” L, ERGZFOMEFHERCREAFRIIOVTE
iz ERLECERSNHOMSEFTERCREFES] & “~— F GMP”
LFL, BEERLEOREICHERBERMICOVTED T [EREHERMEHN
5.

Good Manufacturing Practice (GMP): The guideline specifying requirements for
manufacturing and quality control procedures of drug products. In Japan, GMP consists of
the Standards for Manufacturing Control and Quality Control for Drugs and Quasi-drugs
(so-called GMP software), which specifies requirements on manufacturing and quality
control of drugs, etc. and the Regulations for Buildings and Facilities of Pharmacies, etc.
(so-called GMP hardware), which specifies requirements on buildings and facilities

necessary for the manufacture of drugs, etc.

SEBETRT AL M QUALITY MANAGEMENT

[R Bl Basic Principles

EYEFHREIREEEICRDIROEMEE S, BEOELZHEICL, HIER
EBEBITT D, b, EXEESOEM, BREZREOBREEIIS VWL, £FE8
SOHMNTLD.

The following committees are to be established, their responsibilities identified, and
necessary operations smoothly executed for quality management of biological products.
Assignment to the committees and the constitution and nomination of committee

members are subject to the applicable codes of individual committees.
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BREBES (EZREEFIRET EMFERNEAROCTEMERARE - RE
g  EXREENEFTROBIZSH D b D

Biologics Affairs Council (formally, NIID Council for Testing and Control of
Biological and Antibiotic Drug Products). The council chairperson is the
Director-General of the NIID.

(B EBEEZES (EPRARBMEE ¥ —EBEEEES)  ERYE
WFERTBIFT R OBIZH 5 b D

Committee on Management of National Assay (formally, Committee of the

oz

Biological Product Testing and Control Center for the Management of National
Assays). The committee chairperson is the Deputy Director-General of the NIID.
MEEGHEZEES - rRMEM LI-EEE

Committee on Quality Testing Audit. The committee chairperson is the person
appointed by the Director-General of the NIID.

mERBEEZR S  TRMMEMm LIcEEE

Committee on Quality Assurance. The committee chairperson is the person
appointed by the Director-General of the NIID.

GMP ZEB% (EWFAIRAI GMP Z82) « ESLEENTFERTRIFTR ORIz
HHHLD

Subcommittee on GMP Matters. The subcommittee chairperson is the Deputy
Director-General of the NIID.

BME= U Va—d/EER  BIFTRNMEm LIZREE

Subcommittee on Management of Computer Systems. The subcommittee
chairperson is the person appointed by the Deputy Director-General of the NIID.
mEHS/ NEERR | BIFTRMEMG LIBESE

Subcommittee on Management of Equipment. The subcommittee chairperson is the
person appointed by the Deputy Director-General of the NIID
HEWHENERSR  BIFTRMEMm LI-BEE

Subcommittee on Personnel Training. The subcommittee chairperson is the person
appointed by the Deputy Director-General of the NIID.

BER  REEBFIES L OBESE

Office of National Assay. Staff members are the Secretary of National Assay and

other appointed personnel.

FERFME S =L JUEREYE
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10)  Product review laboratories (or divisions) and testing laboratories (or divisions).

Staff members are appointed personnel.

AEYEERRIE O RERBRICRD 2 EORFIR OBRESEIE CICHRICRDLET
DIEEVEAMIRL, XELTHI L.

The functions and responsibilities of personnel involved in quality control tests of
biological products and the scopes of all activities required for such tests shall be
identified and documented.
HBRICBITDERE, VWb bObEETHIE. RBREKE~DEBEZ TR
BETERVERZRBEICOWTE, FREZHAEL, WESLERGEIE, BT
EDWHELZHELDLI L.

Any and all matters related to quality control tests shall be recorded. If there are major or
significant items lacking from approved Standard Operating Procedures (SOPs) and if the
influence of those items on test results cannot be completely ruled out, the reasons for or
causes of the failure in recording shall be investigated and, if improvement is deemed
necessary, the required corrective measures shall be implemented.
RBELYEETNCHRBHEYHEL, RRHEDLLI2ETOXELEICREL,
VHHBREOATHEZITI Z &.

The head and the director of testing division shall scrutinize all documents related to
testing and judge the acceptability of test results.

RFHE Y ERET O AR S HMEIL, BEEETED D2 TORBRKRKE H
THHLRBHEZRITI Z &.

The head and the director of product review division shall make the overall judgment on
the acceptability of test results only after all test results specified by the Standards on

Testing become available.

BOSRBRRUREEIE Self-inspection and Internal Audit

AR SN EEEEFNEE (SOP : Standard Operating Procedures) % 3&5F L CRER
RERmLTND Z L 2HERT 570, RBRESEICEOTHDARE M LT
BT 5. BIME YR A MESH KU SOP 285 L TRBRZ EiE L TV 50
DEHERT L7201, EHIICHNBEELERT L L.

Each testing division shall conduct self-inspection and record results of the inspection to
verify that each test is performed in compliance with approved Standard Operating

Procedures (SOPs). In addition, each testing division shall conduct inhouse audit at
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periodic intervals to ensure that each test is performed in compliance with the Guidance
for Quality Management and relevant SOPs.

B ABRBERIIOWTIHRBEYTRICHE L, YEXLNITRETS. NHE
BERERICOWTIL, REHBBSRUCEHYBRICRET L. BEHESSR
FRMEIISUT, REREEEZERICHESZHERAL, AEREHELDZ L.
Results of self-inspection shall be reported to the director of the testing division and, if
any correction is necessary, required corrective measures shall be implemented. Results of
internal audit shall be reported to the Biologics Affairs Council, and the director of the
testing division. The chairperson of the Biologics Affairs Council shall request the
Committee on Quality Assurance to review and discuss issues and problems and take

corrective measures, as required.

BEREEICHET S8 PERSONNEL ENGAGED IN QUALITY

B8 OBEEY Personnel Qualification
EVFRORFOEFRBEICLDOME &1L, EREA TEYFRA OEFREE
EBIRDLETOELZET.

“Personnel engaged in the National Assay of biological products” shall mean all full-time
employees engaged in operations for the conduct of the National Assay of biological
products.
EFERRAOEFRREICAD DBEIL, HUEBLCEEN OHIBICETT O
DICBBEREHFE L T EZ T TR Emn b,

Personnel engaged in the National Assay of biological products must have received the
necessary education and/or training for the smooth and proper execution of the National
Assay.

AWFRRAIOEFRBEEICRDOEEIL, SEEAKOCEBRORE LML T
RITFRER B0,

Personnel engaged in the National Assay of biological products must have a sound
understanding of the essence of drug products to be tested and the tests to be conducted.
EmFRRROEFBEICRD OBEIL, GMP Z38% L T RTiide 520,
Personnel engaged in the National Assay 6f biological products must fully comprehend

GMP.
EMFNORFOEZREIRDLBEIR, ERAFRES 100 £, BEIC
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BT 2 B LIRS LTI bW,
Personnel engaged in the National Assay of biological products must not disclose or leak
any information acquired in the course of the National Assay, according to Article 100 of

National Public Officials Law.

HEWHE Education and Training

YEFEFEEEE @R 13, APFENEAOSREERICET 2HTMHER
BErHREL, ZEREEMTLIIL.

The general manager for education and training (Deputy Director-General of the NIID)
shall establish the Subcommittee on Personnel Training and appoint the subcommittee
chairperson.

HEPHERIEZEE L, BHEMEZELRED - HEHEFEICIE AT
THEZ EMT 5. 2O OFHEIXESR»OMBRITIT O 2 L.

The general manager for education and training shall execute basic education and training
according to the programs prepared by the Subcommittee on Personnel Training. Basic
education and training shall be performed periodically and continuously.
BREXAYTHIHOMEL, YEMOREEFICHIPDLLIETORAIL, HELE
SN DY R O 2 BFABEIR T Z &

The director of each testing division shall provide introductory and continuous education
and training to personnel engaged in testing at the division as required for tasks assigned.
BREZHELETLIHOBEL, EBEONEILICEEIIEFEZERTLIZ L. &
7, BEIET 27T LXEHNICRETZ L.

The director of each testing division shall prepare the education and training programs for
individual tests and review the programs at periodic intervals.

BREXAYT IHOHEL, HEIEOEMKR, HRETHOICHERL, #HF
FEFREBREE CRET D, £, EBIHRHELEERETLOIL

The director of each testing division shall periodically confirm the conduct and outcome
of education and training and report his or her findings to the general manager for
education and training. The director of each testing division shall properly maintain

records of education and training.
HEIEO T 0 s T L LHFIFEEIL, HETEREREELELRETDZ L.
The general manager for education and training shall inspect programs and records of

education and training.
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#BiER U BUILDINGS AND FACILITIES

AERMEEX Testing Facilities

RERFER XL, FRERRY, BRAKEETLZ L.

Wherever feasible, the location for testing of biological products (testing laboratory) shall

be a designated location.

R EMKIEIE, ERICE LR L, BUREBEZEBEL, MERVEHL
RET OO+ D TEYRAN—AZHERTL L.

The testing laboratory shall be so designed and arranged as to be suitable for testing
activities and shall have sufficient space for storing laboratory samples/specimens and
data.

FRREEZM OB OBREMXIRTIE, M AE—T7 4 ZBE LRE, 6
FEErRETOI L.

The testing laboratory where pathogenic microorganisms are handled shall be equipped

with equipment and materials appropriate to current biosafety principles and standards.

RERREDOINE, BIESUIATICER SN oEs, BRORELZRET L7129
ERA SN DR, TOMEBRELIT O O LERBRITETICHRSTEN, +52
WMEENEFTHZ &.

Equipment and instruments used for collection, measurement, and analysis of test results,
those necessary for maintaining facility environment, and those for other purposes
necessary for the conduct of tests shall be designed to be suitable for the conduct of tests
and their capacity be adequate for the functions required.

HRERIL, BIE, R AR, BERECEEIEZIITOND L OEUICEEINT
WL Z e RTFARECERZITZHETIE, TOEM, m@&o%w%%y
ElCLviE&EL, ZhaekRkFTLHIL.

Equipment and instruments shall be arranged in a manner convenient for use,
maintenance, cleaning, and repair, as needed. Details of maintenance and repair, when
performed, together with the names of responsible persons must be recorded and

preserved in writing.

ENWiEEE Animal Facilities

R BRI, RBRAEETAT-DICLEREERUOEELE L, D, 0O
R T AT, RBRIEERZRIETLONL SIS EINTHAE D

&

Animal facilities shall be designed to have sufficient floor space and appropriate structure
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for testing and shall be separated from environments that may influence test results.

EREBEERIT, BB u.ﬁzj BL, IEET L0, ATHR, RV
WSS RET DB, TOMLERIMR (BE X, FIRKIEE)
HEErEITLHIL.

Animal facilities shall include breeding facilities, facilities to store animal feed and other
supplies, and other facilities (such as quarantine and necropsy rooms) for appropriate

animal care and management.

a2 Ea1—4 COMPUTER NETWORKS AND SYSTEMS

aAYEa1—4 LR F L Computer Systems

Al O E R B T B 0 o —F VAT AN AL Ba—k
D= RTZFT ROV 7 MU T 2EFRARRICOV T, BRIICESG LTS Z
PEIFHEL, REBEROARER/LZ L. VAT LAOEELEREIZOVTHH
RTHD.

The architecture of computer control systems (hardware and software) used for testing
biological products shall be evaluated to verify that their designs and specifications meet

the objectives of use and are approved by the Biologics Affairs Council. Similar

procedures shall be followed if critical parts of the systems are to be changed.

AU 2 —H VAT LIOWTE, T OEEEEERT LD, 5T 7
T ABECAEREREOS LIS ERAARL RoTnDH I L. FREERT —H
T A, ANEOHMOBIEICOWTEERNE 2R EHRLTDHIE. W, T
—HOERIZOWTIE, EEH, BOT7T—F ek T oIke 52 L.
Computer control systems shall be designed and implemented such as to ensure the
reliability of data through adequate access control and prevention of unapproved data
revision. The systems shall be able to record important data access, entry, and other
operations and also preserve both previous and new data in the event of data revision.
VAT LOBEEUIHENFRHEO KA RERES o), VAT ABLIUT —
DNy I T v TUAT hEFROMERETH L.

Computer control systems shall be able to retain a backup of the systems and data files to

protect the systems against any events that may damage or destroy the systems or files.

AR OB EEBIZEET A I P a—F U AF LIOWNTIEE, AU F—
vavEERTAZEL. OB, RNUF—a i, REBBESOEAREYEFEIC
ESWTITH> b0 &7 5.

Computer control systems used for the testing of biological products shall be validated
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according to validation programs approved by the Biologics Affairs Council.

AUV a2—F Y RT LADEBBROMREFIZONWTIE, X LEFIEICLEZ &,
Computer control systems shall be operated and maintained according to written
procedures.

TR FarCa— VAT AIIMZ, BIOFEIZLVEGEINAIBEENRDHB.

Test results may be stored in a suitable medium as well as in computer control systems.

XEIL R UEREE DOCUMENTS AND RECORDS

XEEE S X T L Document Management Systems
MEEBICLELRETOXEDL, FE# Kk CELLREEN T I EET ERRICNE
S TCTEETS.

Al test-related documents shall be managed according to the rules specified in this
guidance document and the document control procedures of the NIID.
REFRFICLERETOXEZOVTL, HoH1LDORDLAFIBEICHE, 1F
A, BREE, KRR, B, RE, BT DI L. InooXEE, EEUIETH
EERAWDZ L.

Documents necessary for conducting tests on biological products shall be drafted,
reviewed, approved, distributed, preserved, and collected according to predetermined
procedures of documentation. These documents shall be processed in writing and/or
electronic format.

ETOXLEDOFET, WE, BLEECEPIZOWTE, ZOBRZRETHIZ L.
All procedures of document issue, revision, abolition, and collection actually carried out
shall be recorded.

ETOBEURTELZRFT DO, FIEARETDHIZ L. U THXELLT
X, IS ERE - ARE, RBRERTFIEE, RBREGRHELRESE, XBE
Lk, M - BELOEH ”é“’f_ﬂiﬁﬁfi, HEIMLEELHD. Zhb 0)5(%031%
EHIRIC W T TESLRGYEM R CEE R e 2 &

Procedures shall be established for archiving all appropriate testing-related documents,
such as specifications and standards, test procedures, criteria for evaluation of test results,
records of test results, records of use management of reference and standard materials,
and records of education and training. The period of preservation of these documents shall
be according to the applicable rules specified in the document control procedures of the

NIID.
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TERt SN D XCEHEIL, REEZFZITOBBENEMTEIEFTEOLTD I L.
Test-related documents shall be written in a language easily understandable to personnel

engaged in testing in the NIID.

e SNz CEEIZ, XEMOHBAERVPPRICIEETE, »OXEOEHNREE
DHERIND L OICTD L.

Documents prepared according to the procedures mentioned above shall be arranged in

such a manner as to enable distinction between documents, and revision records shall be
appropriately maintained.

ARSNEXERICEATIHRAICE, EOONIMICHEETERWVWHIETRA
L, mORAZFLERTLTHZ L. RAFEEZEETIHEICIE, BEEBMED
EEEDELETHI L. $To, EERMOEHFRGHODLLOICLTEBLZ L.

Any additional entries into approved documents shall be entered into designated columns
in an undeletable manner and the name of the person or persons who made the entries
shall also be provided. Revision of entries shall be made in such a way that the original
descriptions can still be read and the date of revision and signature of the person

responsible for the revision shall be provided.

HEIEOaE—E, TOREHBPIOE, TEHINCEEZHRBRE SRS
BWTASICRYVBEEL L7228, M, YERUSORE SNTIRTFS
A6 BFRIXIIZEOMOFEIZL > TT CICHRBHELUMHRICIRY FE5Z &0
TEDHHEIE, FRIZED T EBELIAR.

Records and documents and copies thereof shall be readily accessible at each testing
laboratory throughout the storage period. It is permissible that records and documents and
their copies are arranged to be readily retrievable from designated sites other than the

testing laboratory by electronic or other means.

FIEFEOTEKICOV T, FEAL LTRET 25 NIRA 2 U —2R7TFT 55
BRHD. v A7 BT 4N LB DVITEFRED L O LN IR ERT5E,
PERFEROMYELKON—Fabt—@FAERIITED LTI L.
Records on test and other procedures may be preserved as original documents or as copies.
In the case that the records are preserved using techniques of downsizing such as
microfiches or electronic media, the database of the records shall be so arranged as to
enable easy retrieval or regeneration as hard copies.
TELEFELEZHVLEBEICIE, HKEFEAVRILESH, RESHLTNDZ
&

In the case that documents or records are signed with a digital electronic signature, the
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signature must be secured and verified.

HERE MR Test Management Records

REVEBRIRICIE, BE - REIH Sz e v MRS EYFRRAIEIEO B
WA LTNANE I DEHERTIEOICERINIETORBREEZS LI &.
—fxiZ, UTOEIEEET.

Test management records shall mean any and all results of tests performed to verify that

the lot samples of drug products conform to specifications defined in the Minimum

Requirements for Biological Products. Generally, the test management records include the

following information:

D REBALLTAFLERED, £, ®B&Ex, ny MES, @ #ikzx
FHF T E A RO R, ZAESORE.

1) Sample substance name, manufacturer, lot number, number of samples received,
name of person who received the samples, date of receipt, and reception/reference
number

2)  BMERCERSNBEOR, B8 - EER, REOHURURRICHED DM
BEXIISREE.

2)  Amounts of samples used in testing, names of reference and standard materials,
records of reagent preparation, test results, and reference information

3) HRBOETOET — X OEERTE, HFHRENOEONLT T, Ty
— FRUARY V& #, ZADORFRIIHOVWTIE, FEBEO e Y M3
O E 20 X D ICHEUNCERT DT L.

3)  Complete records of raw data of all tests and data from analytical instruments (e.g.,

graphs, charts, spectra). These records shall be clearly distinguishable according to

lot.
4y  EHEEA, THRET, SHEEEEZELRBRPICBVNTTON 2 TOFE
ROk

4) All calculation formula including measurement units, conversion factors, and

equivalence coefficients used in testing
5)  BBREEROHIER UKL L OHEH T 5.
S)  Criteria for evaluation or judgment of test results and descriptions concerning

comparison with evaluation/judgment criteria
6) HRBREEML-HEEEOCELKUFEEE.

6)  Signature of person(s) responsible for testing and test date
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7 AV PFAOREOELNE, BEMRURE LRI 2EAa IOV
THRELLI LETRTERNIRENDEL KU HEM.

7)  Signature of the head or director of the testing division responsible for verifying
correctness, completeness, and conformity with applicable specifications and test

date
TROFEIZOWT, BERTHEPIFRFEINLTNDHI L.
Complete records shall be preserved on the following matters:
1) BRELESTHFECHTOIEE
1) Revisions or modifications of established analytical procedures
2) RBREOHE, X&E, SEEREOTEHAIKIE.
2)  Results of periodic calibration of instruments, apparatuses, and recording equipment
3)  EEEITHEE LVWRBRERICET ORERE.

3)  Survey findings on test results that do not comply with standards

SHESGIE MANAGEMENT OF TESTS

—BHEE General Requirements

ETORBRFIEL, EVFORAERBCESEERTHI L.

All tests must be performed according to the Minimum Requirements for Biological
Products.

AR RBIEEICEE L WRBREROEIC OV TIE, FIRCH > THEL,
RETAHIL. ZOFIECE, RBREERUCHRBRFEONE, BFRABRMEED
M, LEBIOGCTRETROMELEEND.

Measured values that do not comply with the specifications of the Minimum
Requirements for Biological Products shall be investigated according to the applicable
SOPs and findings shall be recorded accordingly. The investigation and recording of
findings shall include the evaluation of test results, test methods, in-house control test
results, and, as the situation may require, manufacturing processes.
RBPICAWIRES, XE LS FIEETERSN, HAEL, BAB IR
EEE, HAME, Mg, LECUTCEHEARFTLHZ L. EREROH
fHx, RREORUDOFENLH THEEICRESND Z L.

Reagents used for testing shall be managed and controlled according to written SOPs and
labeled with the name of the reagent, the purchase date or manufacturing lot number, the

expiry date, the name of the person responsible for preparation, and, if necessary, the date
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of seal opening. Expiry date shall be set appropriately, according to the physicochemical
characteristics of prepared reagents.

KBV - Z8RIT, HO0LOROLN-FIEECTEHEHIN, SR -
FEELOLRF, fifex, WEES, FRAYR, FREROCLEIIS U TRTFERHE
FErRTTHLE.

Reference and standard materials used for testing shall be managed and controlled
according to applicable SOPs and labeled with the name of the material, the name of the
supplier, the manufacturing lot number, the expiry date, the name of the person
responsible for preparation, and, if necessary, the storage conditions.

HBRICHWD KL, RBERICEEEZRIESRVEEO LD LTS L. HBRA
K BERART LG, RBEAKMERFELZEEL, EHNICKEZHEEL,
TOREHETRT Z L.

The quality of water used for testing shall be sufficiently high quality as not to affect test
results. Whenever prepared inhouse, equipment for water production must be managed,
the water quality shall be periodically checked, and the quality test results shall be

recorded.

/Ny F—< 32 VALIDATION

HEREM/N T—3 3 > Validation of Test Methods
N T =g VFER, BARERFEEERNE ()T —a ) O
HEICERT D Z L. £, APFRFIERNERBRIECHERT 58I
T, SEABRZEATIHEANS L THFaEATRETHD Z Lot L Tk<
Tl WTROBEIIENTS, HRTIERFEOEGELY EROEREET
THREEL, TETDHZ &
Validation procedures shall be based on applicable sections of “Analytical Validation”
described in the General Information on Japanese Pharmacopoeia. Even in the case that
the methods described in the Minimum Requirements for Biological Products are
employed, the acceptability and adequacy of those methods in testing the drug product in
question shall be verified. In either case, the applicability of validation procedures
employed shall be verified.
AR Z ER T DA, STEEOBEYILERETME BT 52 L. 22T
MEREME] 213, —AXAURREMERERR ST Tl <, BERT O 0WEEN, EHid 5
RBRITERLHTHEIZH LT, BELELDOTHILINE I NOEBDBEENS.

The adequacy of analytical instruments and apparatuses to be used shall be evaluated
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prior to testing. “Adequacy” shall be demonstrated by confirmation of not only routine
operations but also suitability to test methods and test materials to be employed in testing.
NYF— g U ET-FRREUED HDETOEEICSNT, BLRERERE
FHZ b YEREICT, BEOEBERWMEEIN-FEMEEMDITIE L R
T EHECEETEAREY LT LD THDH I LA RATIEINRT —X 25
HOLHT L.
Any modifications related to validated test methods must be-completely recorded.
Modification records shall contain the reasons for modification and data adequately
demonstrating that, as with the original method, the modified method is accurate and

sufficient to provide reliable data.
R FIEFEET HEAICE, BEEOL- WIS L TR F—varz2{TH 2 L.
Whenever a test method is modified, the modified method shall be validated according to

the significance of the modification.

HEEN—HME L HIFE A Partial Modification of Test Methods and

Initiation of New Test Methods

8.21

8.21

8.22

8.22

HuE FAERANCREBR FEY — AR T ALEENHABEICE, TODOEE
PEHTHOBMENERL, REBBRSLREL, ﬁwﬁéuk.

When partial modification of test method becomes necessary prior to public notice of
official standards, details of the modification and related matters shall be drafted by the
division responsible for the test and proposed to the Biologics Affairs Council for review
and approval.

AR BRI Y HT - R RBRIE R B AT 2 561013 (B RE A BRIE
MBI HHNBRBR~DEE %”é?@) VEHRBIEOR LRI EDS N+
RREET 4 R L, ¥EBEEEZRSTREOL, REBRSOERRBER/DLZ
L

<.

When a new test method is added to the Minimum Requirements for Biological Products
(including replacement of an existing method with an alternative method as described in
Article 34 of the General Notice), sufficient verification data on the scientific rationale of
the proposed test method shall be prepared by the division responsible for the test and
submitted to the Committee on Management of National Assay for review and approved

by the Biologics Affairs Council.



9. BT LABORATORY TESTS

9.1 BREDZfTEFHERDZERM Acceptance of Test Requests and Conduct of

Laboratory Tests

9.10 RBIHUFELEL, HEOAREZULETROFELZRVIAALEFIEEL L b,
FRUTHED Z &

9.10 Personnel responsible for the test shall maintain SOPs approved by the director of the

testing division, containing the following information:

) BEBRLOZXMEAREICETOIEHE

1)  Matters related to the receipt and storage of test samples

2) HERBREHROTS = v/ IIBETIFHE

2)  Matters related to the review of results of in-house control tests

3) RBROHEFELEGHEICETLEE

3)  Matters related to the method of evaluation and judgment on the acceptability of
test results

4) EEIZHEELRWVWERRIEELEHEORE - WEICEHT AFIE

4)  Matters related to reporting and measures to be taken when test results do not
comply with standards

5) ERBROHENCETHEE

5)  Matters related to judgment on re-testing

6) FEEOIERICET DFE

6)  Matters related to the preparation of test results

7y HBREICETLIEE

7)  Matters related to test methods

9.11 MEZMITMEMRTITY, REHRFE, BFFBLE ABRLZXETDL. 0
5, MERBENED LNFERIEST, B R<RH SN TVWD Z & ZHER
L, BBEOBEZIT). HHFEFORLBLTMELEE, HBREVHEFELHED
5% EE, FRAE LTHFBZZITHT R0,

9.11 Test requests shall be accepted by the Office of National Assay. Personnel of the office
shall check the contents of the application form, in-house control tests results, and
samples of drug product to confirm whether the documents are prepared as instructed and
do not lack any of the required information and to compare the description of the drug

product given in the documents with the actual test samples submitted. As a rule, the

request shall not be accepted when the documents are not complete or there is an



9.12

9.12

9.13

9.13

9.14

9.14

9.15

9.15

9.2
9.21

inconsistency between the description of the drug product given in the documents and the
actual test samples submitted.
BEREIREZER, RES VP2 —XICZMEAR, BEES, BBas, A
BinikE, REES, MEE NEFAREEANTS. YHRADO-ERIL,
HEAG L EHICHRBAYEF CRMAIND Z L. ZO—EREZMECRERS
TOREE LTHERTLZENTED.

After the receipt of a test request, the Office of National Assay shall input data concerning
date of request receipt, test number, name of the drug product, test amount, manufacturing
number, manufactured amount and date, etc. Test requests received on the same day shall
be tabulated or listed and distributed to testing laboratories in charge of testing together
with samples. The table or list may be utilized as a test-request file or as a ledger at test
sites.

AYERC—RHESRL, BFRRBEELRERE L ORGP GEERIZORMN
HIERBERL, TEDHOFE, RBGESCHEOHROZIEOHEZ1T S
k.

The head of the testing division and the initial evaluator shall recognize that a comparison
of in-house control tests results and laboratory’s test results is the basis of quality control
and make judgments on the correctness or incorrectness of descriptions, the validity of
test methods, and interpretation of test results in the applicant’s documents.

RBREYE T, RBEETE L%, TELRETECHCHRBREERTD. 272
L, 2BEay MiAE LD TRBREERL-FPRERHTHY, HBKED
EEE, eSS EITHBRERBRLRETES.

Personnel responsible for tests shall perform tests as promptly as possible after receipt of
test requests. However, the timing of testing may be adjusted when certain tests can be
more efficiently performed by simultaneously using multiple lots of samples and/or when
testing precision can be better managed.

BRI B 5 UibEsh b R SR MR (R M b BTN TOR
TOEENKTTHET) RIKRTTDHZ L.

Every test shall be completed within the previously-defined standard time for the National

Assay transaction (from sample receipt to completion of all necessary tasks).
BRABRGDZDFAEE Detailed Examination of In-house Control Tests

BERETED LN TV AEFZRENSRRABEICOWVWTIE, RBEHEIEEOETICE
WTBEFRRBIEHEAFETHZ L.



9.21

9.22

9.22

9.23

9.23

Testing laboratories shall be responsible for the close examination of the record of results
of in-house control tests (or lot release tests) designated as being subject to the National
Assays in the Standards on Testing.
ﬁﬁ%@?ﬁ@&hfw&mﬁﬁ<¢ﬁ&W%§@):ovri,%ﬁm%iw
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Product review laboratories shall be responsible for close examination of the results of
in-house control tests not required by the Standards on Testing. It is permissible for the
product review laboratory to request the testing laboratory to undertake the examination
of test results that are difficult for the product review laboratory to examine (e.g., testing
for freedom from abnormal toxicity).

BERHBEHROBE LIL, EDONIFERE-T, OFhR<EHEINLTND
ME DD, QHBFLABRIEOEEIZRL LTERA LV NEINET v rT5Z
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Detailed examination of in-house control tests shall mean to check for (1) the lack of
required information and (2) deviations from standards of the test in question, in
accordance with SOPs. If documents submitted do not contain the required information or
contain inadequate or erroneous statements, the requested tests may be performed but the

overall judgment shall be made after receiving additional or corrective information.

1 REIRNRDH TGS

WEMRZBEL T, MERBOIZHOWTEMEREZRD 2.

1)  Countermeasures for lack of required information

The Office of National Assay shall request the applicant to submit additional information.
2) BMELATEINIGE

BEMRZB LT, MEDPELWOLE I DEHERT D, BEHICBEI ™o
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2)  Countermeasures for anticipated erroneous statements

The Office of National Assay shall confirm with the applicant whether or not information
provided is correct. If any statements are not correct, the office shall request the
applicant to submit sufficient supportive information; for example, a copy of raw

data evidencing that the statements are not correct.



3)  EEICEO L THERAHoTEE

EBEEZELTICRERZESICHE T, BOVRVEHET DL LRI, BEF
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3)  Countermeasures for deviations from standards of the test in question

The Office of National Assay shall consult and discuss with the Committee on
Management of National Assay and the Biologics Affairs Council on handling the

matter and at the same time shall communicate the matter to the Ministry of Health,

Labour, and Welfare.

9.3 F&ER Retesting

9.30 PIERBRCTAGHEL FTIZLDTERVBAICEMFHRAEESH LN LD
P bl SOP It > THAREZITI Z &,

9.30 The requested test shall be repeated according to applicable SOPs and the
Minimum Requirements for Biological Products, if the initial test is not sufficient to
conclude the acceptance of the lot of the biological product in question.

9.31  HEBRIL, LUTOSHETONSD.

9.31 Retesting shall be performed in the following instances:

) EBECHEARBREZTO PRI TV HOT, MIEORBRKE TIZEE
OHENTERWERICH D bD (VY FHREFABRRL).

1)  Relevant standards specify the need for retesting and results of the initial test are not
conclusive for the judgment on the acceptance of the lot tested. (Conduct of
pyrogen test using rabbits, etc.)

2) BRBRRCOLIICRBROME L, EBRBRENKEL, YIERBRTEEH
ENTERVERPBOLNEE (WERER, BHERBRO—FRL).

2)  In the nature of the test itself, test results show relatively large experimental errors
or deviations and results of the initial test are not sufficient to conclude the
acceptance of the lot tested. (Conduct of potency test, part of toxicity studies, etc.)

3)  BOHATAEED, BN, BBRENCE AT, BBRBICHRET 5 b0 TS,
AW RBMERCHBRRIEOR Y ICERT 5 LHrshEe (BERRR
). |

3)  From scientific and experimental points of view, test results are judged to have
occurred not as a result of the drug product but as a result of the test materials used

or errors in testing procedures. (Conduct of sterility test, etc.)



9.4
9.40

9.40

9.41

9.41

9.5
9.50

9.50

9.51
9.51

9.52

9.52

SREBROAEEHE Judgment of Acceptance or Rejection

—RHEFEB LUHBRESERIL, ABELIENSORBREROBRELZREL,
EHRHEZITY, RICHENETHELHERT L L.

The initial evaluator and the head of the testing laboratory shall inspect and evaluate test
results reported by the personnel responsible for the test and make judgment for the
acceptance or rejection of the lot tested. Then, the director of the testing division shall
confirm the validity of the judgment for acceptance or rejection.

EEZHEE LRWEEIE, REEHETLHZ L. I2EL, aRHEICHENE
U7-8B8101%, BAELE L BH#H0 L, BR2EFEEEELIIHEL, TOm|
BN EREBESICHEY, eI L.

The lot tested shall not be judged to be acceptable if test results fail to comply with
required standards. Any situation where the judgment is difficult shall be reported to the
product review division for discussion, and the outcome of the discussion shall be
reported to the Committee on Management of National Assay and then to the Biologics

Affairs Council for final judgment.

“BEHFE Overall Judgment
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Test results obtained by each person in charge of tests shall be sent to the initial evaluator
of the testing laboratory for summation of test results into the test record and preparation
of a record of judgment, a record of assay, a record of individual tests, and a record of
in-house control tests.

BAMEMERKUHMEL, BBICESESHBRE L L TREHIERZITI Z L.

The head and the director of the testing division shall evaluate test results and make the
overall judgment on the acceptability of the lot tested.

BELEBIZED ODN-EHBRERD S b—HAE THOTERRLORHNIE, TE
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The judgment must be “rejected” if any one of the tests performed fails to comply with
required standards, and comments on causes of the failure shall be prepared in writing.

The head or director of the testing division shall report the instance of failure and the



basis of rejection at the soonest meeting of the Biologics Affairs Council.

9.53 [RMEIZ, REMRLE L CEREE - REMRRICLERE L, TR IZ8Al
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9.53 Simultaneously, the Office of National Assay shall communicate the failure to the
Compliance and Narcotics Division, Pharmaceutical and Food Safety Bureau (PFSB),
Ministry of Health, Labour, and Welfare and the personnel responsible for the product
and/or the tests shall investigate the cause of failure.

9.54 MEEEIIEDHLILTWARWVWER, HOIWVIE—RIER TRERRERE ZBOIE
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9.54 Any test item not required by Standards on Testing or any abnormalities in general
description, if noted, shall be reported to the Committee on Management of National
Assay and the Biologics Affairs Council shall be consulted regarding the handling

thereof.

9.55 MEMBRIX, FITEOFREABEZXT LT, FIREOEFREMBEEREICLY
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9.55 Following the prescribed procedures, results of laboratory tests shall be communicated to

the applicant via the relevant prefectural office using the National Assay report form

under the name of the director-general of the NIID.

10. EB#L-SBEOSIE, 8 ESTABLISHMENT AND MANAGEMENT OF
STANDARD AND REFERENCE MATERIALS

10.1 HEFIE

10.1 Procedures of Establishment

10.10 BB, 1BHER - ZRADHIEREXIZESPFET 2HEITE, HiX
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10.10 The establishment of reference or standard materials shall be assigned entirely to outside

organization(s) or committee(s), if available, and the outcome of the assignment shall be

reported to the Biologics Affairs Council.

10.11 BTN TIRHES - ZREZHIE LR2THIER 6L WESITIE, T OFIRICHE
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10.11 If reference or standard materials need to be established within the NIID, the following

procedures shall be taken:

)  HIE - BEFPLELRGEE, TEOFRES 2L VBREFEFRFREI2ERD.



1) If the establishment or renewal of reference or standard materials is necessary,

routine accounting procedures shall be taken.

2) MEEFFHRSLMTLT, BREORMEME T55M () ORER -
FEREZHELD.

2)  In conjunction with accounting procedures, appropriate measures shall be taken to

secure raw materials necessary for preparing next-stage candidate standard

materials.
3) {EHSOEEE, RREHR X O ZRSRGE A N E SN FE T
REAEEMmTS.

3)  The employment of candidate standard materials as standard materials shall be
performed with collaboration between or among the NIID, the manufacturer(s) of
the materials, and other industries handling the candidate standard materials.

4y FHEEERAGRIT, BEMFCRITL, FORBRERERESICREL, AR
=T 5.

4)  Evaluation results of reference or standard materials shall be analyzed by the NIID

and reported to the Biologics Affairs Council for approval of establishment.
5) HIEEEL - ZROEOKEREFEHELZITY, EFNCHELERTS.
5)  The storage of reference or standard materials shall be managed and the quality of

the materials shall be periodically checked during storage.

1. FREIRDAY MEHOBEDFIE PROCEDURES FOR REVISION

OF THIS GUIDANCE DOCUMENT

1.1 RREABFOUGTPLEIZ R - 125E1E, HEEFIH > TUIHE, ZEBIZH-T
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11.1  When the revision of any provision of this guidance document becomes necessary, the
personnel or committee member responsible for the provision shall obtain prior approval
of the revision from their superior (division director) or committee and propose the

revision to the Committee on Quality Assurance.

112 BEREEEZESTIE, £F - BMEOUETOLESELZFE L%, RERS

11.2 Upon receipt of the revision request, the Committee on Quality Assurance shall discuss
the necessity of any revision such as modifications and additions, and propose the

outcome of the discussion to the Biologics Affairs Council.



