— 841

5.2.5 Importance of reference preparations for lot release
5.2.6 Standards
5.2.7 Practical considerations
5.2.8 Release specification
5.2.9 Evaluation of NCL results
6. Data monitoring
6.1 Trend analysis including the data from the NCL
6.2 Comparison of results of the manufacturer with those of the NCL
7. Evaluation of the lot and the decision-making process
7.1 Establishment of decision-making procedures
7.2 Recognition of, and confidence in, lot release by other NRAs/NCLs
7.3 Release certificate issued by the NRA/NCL of a producing/releasing country for United
Nations procurement

8. Lot release certificate

525 vy ) U—RDHOBRBAEOEEM

5.2.6 B

527 EEHNLBEEER

528 AEHIEDELE

5.2.9 NCL D 3RBE SR DM

6. F—FE=H YT

6INCLIZE o THBLNET—ZE2E MLy RO

6.2 FEZEE L NCL DFER O

7.2y FOFE L BEBRES 7R

7.1 BEREFIEOHL

72 > NRANCLIZE »TEfmEN/zn y b UV —XDOERROMER
TI3EERERETRE VIV —ALTWBEDONRA/NCLIZE > TRfFEND Y Y —XFEH

=

=

8 vy R U—RFHAE

Authors and acknowledgements EEROEE
References Bk
Appendix 1 HRBRXE |
A model procedure to document the decision-making process in lot release vy b)Y =BT HERREAEEL XELTHIFIEOET IV
Abbreviation WETE
AEFI  adverse events following immunization
BCG  bacilli Calmette-Guérin
DTP  diphtheria-tetanus—pertussis vaccine
GMP  good manufacturing practice
HPV  human papilloma virus

211



— 661 —

MMR  measles, mumps and rubella vaccine
NCL  national control laboratory

NRA  national regulatory authority

00S  out of specification

OPV  oral poliomyelitis vaccine

PMS  post-marketing surveillance

QMS  quality management system

SOP  standard operating procedure

USA  United States of America

1. Introduction

1. &

The lot release of vaccines by regulatory authorities is part of the regulation of vaccines and
involves the independent assessment of each individual lot of a licensed vaccine before it is
released onto the market. This assessment is based, as a minimum, on the review of manufacturers'
summary protocols. It may be supplemented by other documents such as the release certificate from
the responsible National Regulatory Authority (NRA)/National Control Laboratory (NCL) and in
some circumstances, by independent testing which is independent of the manufacturers' quality

control (QC) testing.

BEISRICLBU7F 0y P Y —RiE, U7FrDLrXal—iar (B o—
HWThY, ABERI U7 FURTRICHR S DA, BEERFTHEEND) ML LT
RflSRPay b2 (Z0MEE) FETDIHETHD, ZOFEL, BR, fhE
EEOHEHR LY~ ) —7r ba—n (E - RPREHSENE) oRBICESEE RS
N5, 36z, BEEEATIEFEFY/E (National Regulatory Authority ;NRA) /E7EER
A% E] (National Control Laboratory ;NCL) 12X D REITE&N b v v b Y U —AFEHERS,
RIUZ L » T, REEFEOREEERROOMIL L TEEINDARICL DRI L -
THEINE D,

WHO provides support for lot release programs through provision of written and measurement
standards, strengthening lot release function of the NRAs and providing training (1-4). However, a

need for further guidance was identified at WHO consultation held in Ottawa in 2007.

WHO 1330&E (1 R4 %) RUEHESORM, NRA Oy b ) —X#EEOR(LIE
CRHBIRORELALC, FEOny b)) =270/ 7 h5FTELTVH(14), L
2L, 2007 FITAZ U TR S 4172 WHO HMERBIZBWT, BRI VAL ADLE
PESFRIR X LT,

This document provides recommendations and strategies for lot release of vaccines by the

NRASsS/NCLs of producing and procuring countries. It should be read in conjunction with the

ANENL, VIFUrOEEERURERIZRITS NRANCL X A0 2Fromy Y)Y
—AZDWTOEIE & FREAREE LT A, RICE, ARORAE] (F): BCG, OPV, MMR,
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recommendations/guidelines for specific products (e. g, recommendations for bacilli

Calmette-Guérin (BCG), oral poliomyelitis (OPV), measles, mumps and rubella (MMR),

diphtheria—tetanus—pertussis (DTP), human papilloma virus (HPV), and rotavirus vaccines (5-10).

DTP. HPV, ¥ AN AT I F) ITOWTOEE 158t bbETHODLELRD D
(5-10),

Although it is difficult to provide a set of guidelines that apply to all national situations, an attempt
has been made to cover a range of acceptable possibilities. Independent lot release involves the
confirmation that each lot meets the specifications in the approved marketing authorization for the
product. Under defined circumstances, laboratory testing by an NCL can provide added value to this
confirmation. The need for testing should, however, be justified according to criteria as specified in
this document and the laboratory should operate under an appropriate quality assurance system.
When independent laboratory testing is undertaken, NCLs should ensure that it is conducted
according to the principles defined in this document. Testing under inappropriate conditions may
generate inaccurate data and lead to misleading decisions. This Guideline also highlights the

importance of networking and work sharing among NRAs/NCLs.

ETOEORRIZHTIHEDLNA FIA VERBTI2ORIEETH S0, A AIRERFE
OFHEHE D AN—TBLHRLT, vy P U —RZRBWTE, 7y MEITERBEORE~
OEEMNFEREND, 72, —EDOEMHEDSH & T, NCLIZL2HRIZL>TEHIZE
BMESMNZ 5NES, LA L NCLIC L 2RBRMLENE D 2, AT S il
HIZIRL LAEDETHM SN2 RETH D, /2, ARITEVRGERES AT LDb E
Tiiebh A& Ths, MIICRBRE EMHET 5561, NCLIEACEIRERAIZ
P> TITRPATVBZ L2 HRTHLERD B, FEREHET TITORZRBRIIFE
MeleT — X BER, BoltHEEZR<BNEH D, AXETINITIMNZ T, NRANCL #
TOFRy bU—7 OBERDEBSROBEEMHIZOVTHER LTV,

The Guidelines are intended to serve as a guide for national requirements of lot release. If an NRA
wishes, the Guidelines may be adopted as definitive national requirements, or modifications may be
justified and made by the NRA. It is recommended that modifications to the principles and
technical specifications of the Guidelines should be made only if the modifications ensure that the
risks of introducing vaccines for use in public health programmes are no greater than as outlined in

the Guidelines.

RAARTANE, vy )Y —RCETIEEOLELVER T DEDOT A REEHT D
ZEHFEBERLTWA, NRA BELEAI, AVA FTAM V2 20EFERNEEL LTRA
LThEW, HBVIENRA RESMEHE LI A THELTH LW, AAA KT/ 00
FRIR O 2B 28EL, (BE LEEILE-T) VI FUrafREET o
TITLNZEANT AL VBIERBIINDY RIB, KA RTA -T2 BEDY
AT EBIXRNIEMREEINTBEIRD Z LB EH N5,

1.1 Scope

1.1 SERIREE

This document is focused on vaccines for human use. However, the main principles can also be

applied to other biologicals.

IOXEIE MIHLTEDND T 7 F U EHRIZTS, LML, ZERRAILZOMO
AEPERRENC S L THEA NG D,

The document is intended to provide guidance to the NRAS/NCLs and to vaccine manufacturers. It

may also be relevant to public health authorities such as a national immunization programme.

ZOER, NRANCL BT 7 F U BEERIINTIHA F U A ERRET 2 L2 ER
LTW3, $£/7, ZOXER, EOFHERT 20T L2EET 5 L9 2AREELRIC
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HRART WD D,

2. Glossary

2. FEE

The definitions given below apply to the terms as used in these guidelines. The terms may have

different meanings in other contexts.

UTOERIETA FTA L THELDATHLEMABICBWCER SN, OXIRIZE
WTHRBIOEKREZFHSZ L bH D,

Deviation: departure from a standard or norm or from set of limits.

A ARG, ALYE. BRTHEE D D OB,

Lot/sub-lot: a defined quantity of starting material, packaging material, or product, processed in a
single process or series of processes so that the quantity is expected to be homogeneous. It may
sometimes be necessary to divide a lot into a number of sub-lots, which are later brought together to
form a final homogeneous lot. In continuous manufacture, the lot must correspond to a defined
fraction of the production, characterized by its intended homogeneity. The lot size can be defined

either as a fixed quantity or as the amount produced in a fixed time period.

vy M7y b bHA—EROHEYE, BEEV IR TH T, HEEREHT
ED& 07 B—H0WE—EO TR TRESNILLO, —20ry P20 200 % T
By MIGITAZERNMLEREELHY, BOTRERTES LEENRE—a Yy ME2EAT
LT L&D, EREEOHEAIE Tay b BATEOCHWEMZ RTREQCHBRA (4
) RIS TS, By M A X~ EOBRUI—EOHMICEESh iz &E LTE
FTHILENTED,

Lot release: the process of NRA/NCL evaluation of an individual lot of a licensed vaccine before

giving approval for its releasing on to the market.

vy bY YA fH~OMEEZART DRI, WA SNILY 7 Frofpony I
IZ NRA/NCL NEMRETIFHEFERE O &,

Marketing authorization: an official document issued by the competent NRA for the purpose of

marketing or free distribution of a product after evaluation for safety, efficacy and quality.

BUEIRTEARE « o, AEROMEZIHE L 2 %Ic, RaORFEXTEHEE 2 51
& LT, HREFT D NRADLRITINDAKE,

Non-compliance: failure or refusal to comply with a standard or a set of limits.

TEE  EETFFA RIUEOBFICRT 2 RBOUTIEE

Out of specification (00S): an OOS result is generated when a vaccine is tested and fails to meet a

predefined specification.

BIESMOO0S) : BB OB RIZ, T/ F UL TRBEAERL, FORBENHLMLD
EOBNTERBICES L8R AE L 5,

Responsible NRA/NCL: the NRA/NCL taking the responsibility for regulatory oversight of a
product with regard to the critical regulatory functions defined by WHO, including independent lot
release. The responsible NRA/NCL is usually that of the country of manufacture, unless specific
agreements exist within defined territories, such as in the European Union, where the 'country' of
manufacture is the European Union and the activity of the responsible NRA/NCL is designated

from among the Member States.

EHEZAHT D NRANCL : USEHRGEEE PO Licn y P Y —2&28EH, WHOIZ L -
THESD CEBERFHIMAE L EREINHEL BT 7ooic, BRI L TR LoBEE4s
TOREZHTH NRANCL, ®iEL IF) Z#EBU & L, FEEZHF TS5 NRANCL & LT
DIEEN 24T 5 BEMBEOFHLRE L TCWND LDk, FEOHIEAN CHRNZEEN
SNTWLBEERE, @%. B L2E0O NRA/NCL 233575,
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Self-procured vaccine: a vaccine that is procured directly from a source outside the country | HOFHEY 7 F v : WHO, / EHEOMET 1 /' T L& N &9 MEOMBTH» SEEFEL
without intervention of WHO/United Nations procurement programmes. TWBT7F

Source material/starting material: any substance of a defined quality used in the production of a | A Bl " HEWE . FIEOREEH L, VI/F U O@EERAEINIH L O HWE, 277
vaccine product, but excluding packaging materials. BHEEM IR <,

Summary protocol: (also called ‘lot summary protocol’) a document summarizing all
manufacturing steps and test results for a lot of vaccine, which is certified and signed by the

responsible person of the manufacturing company.

Y=l —Faba—: (ouy b= —7oba—LEEEIN5, ) HDBTIFLD
2y MIBTAT_TORGETREARBRERLENLZCET, MEEFOBELE L
THRIERTELEND DD,

E) AW <) —ry b7 a ba—/ (SLP) LIS Z ERBEN,
Yearly biological product report: a report submitted annually by manufacturers to the NRA/NCL, | #2209 BIAIERBE « #4, BEES D NRA/NCL ICRHENBHEE, RROFIE
containing production information on both bulk and final lots, including test methods and results | & fER, WRAEUOEE, RIEAE, TOMBGRTA2HRECHERE2ED. FREREURK

and reasons for any recalls and corrective action taken, as well as other pertinent postmarket

information.

RnORGEIZ T 2 FWMB LS N D,

3. General Considerations

3. R EREEH

Vaccines are biological products used in healthy populations. The impact of using substandard lots
may not be known for a very long time (years). Similarly, safety issues with a particular lot may not
be known immediately (within a few hours) after administration, and there could be a drastic impact
if a large number of healthy persons receive vaccines before a problem is recognized. For these
reasons, a careful independent review of manufacturing and quality-control data on every lot is
necessary before it is marketed. Problems regarding vaccine quality have a direct impact on the
public acceptance of immunization programmes, thus potentially compromising public health
strategies. Consequently, it is essential to assure the consistent quality of each lot before it is

released onto the market.

U7 F U RERBRAXITH L THEDNL D EFNREITH D, B Or Yy FERERTD
TEIC R ORBT. FERICRVWHE EEAD) BAELLAWVWAREERH S, FRiz, HEn
y MCE L2 b0, BERT < EERALUN) IS 0heWFRENRD Y |
ZOMBENEBEIN DB HORE AR SN LR LIERERFEEL b b AlHek
Bhd, TNHLOEENL, £2Tory ML T, BERVOCREEEOT — & & HIRAT
WEERS, MEBKEET DI LBNEATH D, V7T 0MEICET M, TR
BIa I AR —RICZFINDINEINICEBEORERBIIT L., TODAREAR
BORIICDRBRDAREMENRH D, o, HRAICE Ry bORBEO—EMEZRIET D
ZEBMEATH D,

Furthermore vaccines and many of the tests applied to them are of a biological and complex nature,

and have an inherent potential for variability. Therefore, an independent review of critical data from

LIt sFy, ROV I7F U CHBINIRROZ IXEMFEN CEMEEE R - T
39 . AEMIEG0ERT, o T, AESNTZE Y POSEO—BHERET S
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each lot of vaccines is essential to assure the consistent quality of each manufactured lot.

TZOIZiE, By MIOWTEERFREMBICEAET S LRLEATHS,

Reference standards used in the testing of vaccines are also biological in nature and prone to the
same issues of complexity and stability as the vaccines themselves. For new products, national or
international standards or reference preparations are not always available and there may be limited
data on the stability of in-house or working standards used. Independent review of data is necessary

in order to gain confidence in results of tests using these standards.

U FrDRBRIZAVONSEEME b I EYFEN RO LD THY | BHEILEE
HIZENTY 7 Fr20b0 LRROMBELZBADEA’H 5, FROMANE L T,
ERNEUERRERERFICAFHRLIRO T, £z, BEDH D WVIZEHEELORE
BB L TOT =2 BRONTWDHEENNH D, Tih b DOEEME Z RSB R o
BRHEZET O LMEDOEENLETH D,

It is strongly recommended that NRAs/NCLs ensure that there is independent testing and lot release
for vaccines used in their country, either based on their own evaluation, using as minimum a
thorough review and approval of the manufacturer's summary protocol (for details see section 5.1)

or through recognition of the decision of another regulatory authority.

BETHWHND T Z F U220 T NRANCL BB ORBEry M) U —2AZEET 5
LB OND, ZThid, RIETLREREDOY <Y —7 1 b a— L EREICES
LTAERTBZE GEZOWTIZREZ va v 5.0), Xk, MoBE1YS R O®RE & R+
HILIZE-oTha&ahd,

All vaccine lots should be released by an NRA/NCL; however, in defined exceptional
circumstances such as a public health emergency, exemption could be allowed. The permitted
circumstances and the procedures to be followed to ensure quality in the absence of lot release

should be covered by legal provisions.

TRTOUIZF Oy MEINRANCLIZESTIY Y —RENDBRETHHMR, BFEDYH
SHZRIRIL, 72 & 2T ARBE LOBRBEER LTV TISMEB AT 2L 1dd v 2 5,
ZOBETIL, BABTFSINDIFNRROERE Ty b)) —REEWK LIEGEEOME
TEEFMEIZONT, ERRREICL Y IN—ENDRETH D,

Lot release is part of the whole regulatory framework, which includes marketing authorization,
good manufacturing practices (GMP) inspection and post marketing surveillance (PMS). The
relationship between the NRA and NCL varies from country to country, but in all cases it is
essential that the different branches of the regulatory structure interact and exchange information

effectively.

oy b YU —20%, BERFAR, GMP B, THREFES 2 &2 HEl oFsE o
—E8CH D, NRA & NCL OZRIZEIC L > TRARDN, PO LHIRBEIIBWVTHNSE
BTl HRIEREEAT D PE LSRRI EE LERERBTA L TH D,

Each country should establish the national guidelines for lot release that define all procedures, from
the submission of the lot for release to the issue of lot release certificate. The principles found in

this document may assist in the development of these national guidelines.

WFROES, By P —=X0OBENLr Y MY ) —RERAERTE COLBBEEED
EERATA RTA L E2RETRETHD, AXBCRENLFRANL, BRYTA K100
ERRICAERSLDTH S D,

3.1 Considerations for establishing lot release procedures by the NRA/NCL

JANRANCLIZEZry bV —RXDOFEHIEDDDOEEEIE

Current approaches to conducting lot release of vaccines include review of the summary protocol

BELZA UVI/Frouy M) J—ZADERFEICIT, <) —7 0 ha—LOBEED
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only, review of the summary protocol with independent testing (full or selected testing), and
recognition/acceptance of lot release certificates from the responsible NRA/NCL. These approaches
are not mutually exclusive and different approaches may be used for different products in the same

country.

HEER, Y= —70 ha—LOEERVOYRICLEHE (2 II—EDIER) %
BEEZETD NRANCL ARIT Lz vy bV —REERAEORIVZHE. "5,
L - TRZAFEZFEALTHELI X,

SN
SOERNTHEZREET, A

It is the responsibility of the NRA/NCL to decide on an appropriate strategy for each vaccine,
taking into consideration the nature of the vaccine, the post-market experience (including
production history and safety profile), and the availability of other independent evidence of product
quality (See section 5.2). In some cases the same lot may be used to supply multiple countries.
Multiple testing can be costly and time consuming. In addition many biological assays are highly
variable, and repetitive testing can result in ‘false’ OOS results, which then require extensive
investigation and delay vaccine supply. The decision to repeat tests on a lot that has already been
tested by another competent authority should be carefully considered in light of all available

information

NRA/NCL tx, 77 5 OWER, HiR#%OKR EERLZL2ME T n 7 7 A Ve ah) |
ZOMEFORECEL TRB B LN ATHROFFTEEELZE L/ LT, @rovy
Ixt L THE e FEASBRTOIEEYETD (B2 sy 52 2R) o A—0Ory b
PEHROEICHBE IS b 0B, RROBEICL - T, BRERUBHZRETD
RN DH D, E5ITHE, BL O T v A IIBRSIEFTITEL O D, AL
DR Z L2 Lo TBFIZIBB OSSN (00S) OFREAEL, I LD KRN
BERLEICRY, V7T UOMEANBIET 2800 D 5. oGS RN % i
Loy MIH L THERBREZEBT D Z L1270 Tk, AFFELZD LWL ERIZES
THEBEICHMM L L TRETZ ZEFFETNTH D,

For vaccines produced and authorized in a country, either for domestic use or for export, the NRA
of the country should take the responsibility for regulatory oversight of vaccine quality. The
NRA/NCL should initially test the vaccine, in addition to carrying out a critical review of the
summary protocols. After confirmation of the consistency of the quality through testing the chosen
parameters, release of further lots should include full or selected testing or no testing, depending on
the nature of the product and established experience. In the case a vaccine not licensed in the
country of manufacture, the NRA that granted the marketing authorization should take full
responsibility for regulatory oversight. However, cooperation with the NRA of the producing

country is recommended.

NRA (X, 20U 7 FURnERNTHEASAS MEEINA N0 b b3, TOEIBNT
WESNARENTVBEY 7 F 2o T, BEE2F-> CTREIZRT 286 LoBEHRE1T

I, BEICYY 78 ha—LEEETAZLIIMAT, Y
MET 7 F T 2RBOERT 2 2 E BB TH S, BIRENIARATA—ZIZHT D
RBEBLUCTHEO—BUSHEINZEES, SEony b0 ) U= onTik, #h
OMERLTNE CICERENZRRIL U T, 235 L A iX—Ho@iIn By £
T5, MFEe<HRBREEML2NEVIBIERS D, HEEICBOTEB STV RN
D7 F DN TIE, KRB E S 2 HEO NRA 1K EOBHEEZIT I BERH L, LNLA
Mo, BEEONRA & OBBEBHREINS

HNETH D, NRA/NCL

For self-procured vaccines, the procuring NRA/NCL may consider alternative approaches to be

acceptable for assuring the safety and quality of these products. As a minimum, review of the

EEEEE N SPICHMENS UV 7 F U 2FEL TWAED NRANCL (X, ZORLBORE
MR RRE BT HD0HEE LT, MOFEZHFETIZEEZEBLTLLL, &
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summary protocol is essential. Independent tests may be useful, depending on the history of
production, the nature of the product (see section 5.2.3) and the capacity of the NCL.
Recognition/acceptance of lot release certificates from the NRA/NCL of the country where the
vaccine is manufactured, or from another competent NRA/NCL, should also be considered as an

alternative (see section 7.1).

KRR, <~ —7m ba—VEEINATHD, MEER HREOME (732523
BR) RONCL DX ¥ /307 4 —ilL o T, ERICEB3RBREITHI ZEBNFAMD LA
U 7 F BUEE D NRANCL X OHER % A9 5 NRA/NCL AFITL7zm v kY

V= ZFEAERRIE ZHETOIL b, REFRLELTEEESNDIRETHS (7 va
VITBR)

 BRETEZVaVT2DRELWERADRS, )

2,

For vaccines supplied through United Nations agencies, further release by the NRA/NCL of
receiving countries is not recommended (see section 7.2), because such products are prequalified by

WHO and released by the responsible NRA/NCL.

EREER 2/ L THHE SN TWA T 2 FUiT-HonTid, WHO [ X A ERIREL ST TR
D, BEEZFHTD NRANCLIZEY VY —RENTWHT0, ZHED NRA/NCL A EIZ
YY—REATHZ LRI (B2 a v 7288K)

(F: BRETEZVa v I3RELVWERDRS, )

3.2. Encouragement of networking and work-sharing

32. Xy VU— IR & EESHEOER)

Regional laboratory networks can serve as a forum for sharing information, exchanging experience
on technical issues and facilitating assistance between NRAs/NCLs. It is recommended that WHO
regional offices take the lead in establishing regional laboratory networks in areas where these have
not yet been developed. It would be useful to have a forum in the regional network for sharing

information on lots that were found to be OOS, and this would also be beneficial on a global level.

WIRANESRER v U —2 13, FRs, 0BT R O] GEEFER) |
NRA/NCL BOXEOIREED OB RZBOS L L THRIZL D, HIBNERERX Y b
U — 7 SFESL L W2 DHIRIZ R W T, WHO UIBEB RN Ry MU — 7 ORI & FiE

THZEREELWY, HES (00S) DFERMELNI-Ty MIBETIHEREFEZITO
DOFEHIMAFR Y P =7 IZRITDZEEFFEMATHY . T HERBIEICBNTH AR
Th b,

Development of a network expands the capacity of individual NRAs/NCLs beyond their own limits,
through work-sharing, and ideally, by building confidence in the evaluation performed by other
network members, avoids the same lot being tested unnecessarily and repeatedly by different NCLs.
The sharing of test results can contribute to reducing the number of animals used for testing and can
prevent samples being tested in laboratories that perform certain assays only infrequently, and so
may have problems in maintaining technical competence. Work-sharing also enables the

development of more complex and specialized methods through repartition of tasks and it provides

Ay MU= BHESLTAE, EEQBEITO Z&ICLo T, EREID NRANCL O ¥
NTA—PEHFORREBILETITHEARL, F-, BEANIIMOR Yy T —7 2
FTOEEETELIL O MERIEBET S Licko T, 12o0uy MIXL
THE D NCL BB ELL BITATE G RBRE ER L2 < THL L 2 I0R 5, RS ROIEE
RBRIER SN L2BWLEOHICERLAED L, F. B Lt oRERy Effid3,
%n@iﬁﬁﬁmﬁmfﬁﬁ®%%mﬁﬁéﬁiéi5&%%%Kﬁwfﬁ%ﬁ¥méh
DOEFSTENTE LS LALRY, EBDBIZ L > TEBNESBI S Licky,

S=HT ol
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a support network for problem solving.

IV BHETEMROREOTELHI T2 L bAfEL 2y | MERREIET 2Ry MY
— I BREEND,

Establishing networks would be part of the capacity-building activities for the countries in a region.
A fully functional regional laboratory network is a long-term goal, but cooperation can begin in the
short term, with sharing of scientific information and experiences with methodologies regarding the
evaluation and release of different products. Meetings should be organized periodically to promote

transparency and mutual confidence between the NRAs/NCLs.

Fy bU—2 OWESLIE, ZTOHBADELIZE > TRABBICHRIEHO—RE LS
Yo TAITHBREMRHINERER y T - BREMILEETIESH D00, N, B
L ERC, B RBGOFE - VU — R OFHEICETIRBRELFETH LT, BhE
FEEARNIBIAT 5 Z LITFIRETH D, & NRA/NCL M TOZRAMCHAEEEEZEET 52
DIZ, EEEEYMICESZ LABETITH D,

Although full mutual recognition of lot release certificates among NRAs/NCLs would be ideal, this
is a complex issue, with a number of difficulties in practice. Nevertheless an effective regional

network can help build the foundations for achieving such a goal.

NRAS/NCLs o » bV Y —REEAEOF LM EFRIEN BN TREH D L0 D, EITT
5B ORBEHEIEHLRBETHILLEZLNTWVWS, THTLREB. 2IEH
TR Ry b=, REBIERERT AT OINERBEEET I BB S

9,

4. Responsibilities of the NRA/NCL and manufacturer in lot release

4, 7y b U U—RIZEIT S NRA/NCL L BIEEE O BT

The quality, safety and efficacy of a medicinal product such as a vaccine are the responsibility of
the manufacturer. The regulatory authority of the country is responsible for establishing procedures

to ensure that this responsibility is met.

SR, VI FUBOEEMDOGE, BEBRUOEIEICOVWTEEEZETD
EORBERBIZLOBEPEEICR-END LD, FEELHITLIBEEEZET D,

The same requirements of regulatory oversight should apply to the production of vaccines, whether

they are intended for domestic use or for export.

U7 FBERMT CHINEEMT THINCBEL L. VI F ORI LTRL
FHER LOBEEPERSND Z L PBEHNTH D,

4.1 Responsibility of the NRA/NCL in lot release

4.1 oy bY Y —XZBIT S NRA/NCL OFEF

Marketing authorization for a vaccine should be granted by an NRA, which should also be
responsible for continued post authorization monitoring. In carrying out these activities, the NRA
should have access to expert advice and laboratory facilities. The activities of the NRA should be

backed by legislation, which should include provisions for lot release.

U0 F o DRGERFAGRE, NRA 12X > TR ENSD, NRA [ZAREOMEENRET=5 )
YZEZOWTHEREEZFHONETHD, TNODEEEERT LB, NRAIZEMRIZL D
BEXERERBLAFAATE 2 L EWTH B, NRAOFENL, vy b U —2 2T
ZHADEENAEFILI-TEILENERETH S,

An NRA/NCL that undertakes a lot release programme should have sufficient capacity and

expertise to evaluate lot release protocols effectively. Timelines and responsibilities of the

By M) U—R7a s 5EFETTSH NRANCL 12, 2180 ey M)V —27m hba—
WEFTHET DD+ aX vy R T 4 — L EMMBERET O RETHD, Y FU U —
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NRA/NCL for issuing the lot release certificate should be defined as part of the legal provisions.

The manufacturer and relevant health authorities should be informed in the event of a delay.

AFERAERITO X A 5T 4 RUGEAERITIZER S NRA/NCL OFETL, ERRRED—
HELTEDLNDZRETHD, BENEAELLEAIT, REEE 0 2Ry
BICBETREThD,

The NRA/NCL should have the authority to request appropriate samples from manufacturers when

required. The samples should be properly identified and portions may be kept for future reference.

NRA/NCL 1%, SBIZE U CTRESEERICEY REORHMEERTAHBEEFTHRET
H D, BIKITBEUNGRRTRETHD, ZO—HIIETERTELLHIITHRBELTH LU,

Where independent testing is required, the NRA/NCL should have the capacity to perform the
appropriate tests on all relevant samples (which may include critical upstream components, bulk
and finished products) or have access to a laboratory that is competent in the tests. This would
require that the NRA/NCL has access to specialized facilities, equipment and expertise. The NCL
should be independent of the manufacturer, and staff should not be shared. In particular, there
should be a clear separation of lot release activities in cases where the NCL and manufacturer share

a site.

SR L DHRBRPLERG A NRANCL 13, T_XTOMET SHE (BER LRTIRED
Bgy. R, REEAESOND LAWY ICxt L CENRBREEBET 2 &8 T& 5
ROIORAZET D0, HHVITN L ORREEET 58NN H 2B &2 FI AT
HDHZEPBBEYITHD, $72bb, NRA/NCL IR MR, #Ee, B % FIA TEE
THHILERDH D, NCLITHEEENOMI L TV DI EPHEYTHY . BBIEF SN
HARETIIR, & VDI, NCL LSRR PG 2 G4 2HB/IL, oy bV —2
BRI SN D Z LB TH D,

The NRA/NCL should ensure that the mechanism for the independent lot release procedure is made
public in a clear and transparent way regarding requirements and timelines, so that the process is

completed smoothly and in a timely manner.

HRIZEDry MY ) —ADT v ZRMIBNOBERIZFET 2572912, NRANCL i,
BUHROZALTA BT D0y M) U —AFEOMHAS D, BN OBREDH S H
HEIZL > TSNS L) RHELHEIE LD ETHD,

NRAs/NCLs of producing/releasing countries have the responsibility to provide information
concerning the quality of the lot of a product to the NRA/NCL of an importing country, upon
request. Rules and procedures regarding confidentiality of information should be established and
the data submitted by manufacturers and other NCLs/NRAs should be kept confidential unless

agreed otherwise.

BEE, HTEO NRA/NCL i, BIAED NRA/NCL ORDIZIELT, vy hOGHEICEH
THEREBETIBELEZE TS, BFHROBBEERFICET2HNRVFIELRELL, ik
FEE MO NRANCL WHBEENET— 413, FRERSIHEERE. BBEERETS
ZERETH D,

The NRA/NCL of a producing/releasing country has the responsibility to ensure the production and
release of vaccines of assured quality whether they are used within the country or exported.

Vaccines for local use and those for export should have the same level of quality.

BLEREHHEO NRA/NCL VE, £0 U 7 F U RERNMIT TH 22l m T T 20
PoT. MEPMREESNLT 7 FURBESN ) ) —REND L) EBEEHEICELD
BEEZETD, BACTHERAILDIV 7 F el &Nd 7 7 F 0 ORERRA%S L~V TH
LTENBEETHD,
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4.2 Responsibility of the Manufacturer in NRA/NCL Lot Release

42NRANCLIZE D uy MY U —RIZRITHMEEFORE

The manufacturer has a number of responsibilities in terms of NRA/NCL lot release. In this

regards, the manufacturer should:

w  collaborate with the responsible NRA/NCL to develop the product summary protocol template
when requested (the WHO summary protocol of each product could be used as the template);

®  submit each manufacturing and control summary protocol;

= if requested, submit samples in an appropriate condition, including packaging, leaflet and label;

®  assist the responsible NRA/NCL in technical transfer of testing methods;

= submit the lot release certificate of the responsible NRA in the case of export products;

w  provide product-specific reagents and working reference materials, as needed;

= participate in collaborative studies in establishment of a national standard;

= work with NRA/NCL to resolve any discrepancy in test result;

= take appropriate action on any issues related to error or non-compliance;

w  take appropriate action on any rejected lots according to GMP requirements (11);

= provide any documents or other information regarding the quality of the vaccine, as required by

the NRA/NCL.

REEEIINRANCLIZE 22y M Y —RBWCTROEEELE S,

" FEEAT D NRANCL CEFF S HE, Bt~ ) —7n b a— W Ro/Emfic
W71+ 5 (WHO OFRF|IOY~ ) —7 1 ha—dfR s U TERTRETH D),

s fx DBREERCEEEBOY <Y —7n ha— L ERHT S,

s EERDHoBE, BESREBOREERET S, RIKICIE, B, REE,
bEEND,

o REREOHNBIERICE L T, BELHT 2 NRANCL 234887 5,

= BB ERMETAEAICE, BEEEETANRAICL S0y MY U —REAELRHT S,

s MEIRUT, #RBBENSRERCERASRYE ZRET 2,

v ENEESBIEDO D OLFRIZEMNT 5,

s RBREROVWLZATREER H - T BEIC D, RO ®IZ NRA/NCL IZH 1T 5,

o EBRRCREAICEKRT VAR AEEICSL, BN E & D,

B WPRRDAFEED v MIOWTYH, GMP ERFIRIZESWZEE 25 % & A(11),

s UIFUORBICET AR EEIIZOMOFER L. NRANCL ORDIZAE LT
7T 5,

v

4.3 Establishment of quality management systems for the NRA/NCL

4.3 NRA/NCLIZBIT B BE~R VAV bV AT LOEE

A quality management system (QMS) should be in place to support lot release activities. The QMS
system should include the following key elements: trained and qualified personnel, management of
records and documentation, identification and retention of samples (when applicable), use of
validated test procedures, written procedures, internal and external audit systems, and oversight
procedures. The recommendations in the WHO Guidelines for national authorities on quality

assurance for biological products should be applied (1).

By M) Y —REBEEYR— FTHDIC, FEYRIAY FURT AQMS)DBTEFE LR
IhiE7e by, QMS IKEFNAREHEL 2 2ERIT, - EFEEVBIREZZTITERE L Sh
TWAZ Y, B ELBOFHENZENTNAZ L, - GEYTREAI) BRENER S
WRESNTWAZ L, - BRBRFIERANY T —varanTn3d2 ., - FRENH B Z
L NERUAREED VAT ABHH L,  BEBOFIERHZZ L, Thd, BAD
72 D OEMEREF O RERIEICET S WHO HA K74 b S HREHE L, BHAIN
LHRETH D,
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5. Conducting lot release

5. 8y hY U—ZDEH

The manufacturers' summary protocol should be reviewed by an NRA/NCL, to ensure that
specifications defined in the marketing authorization dossier are met before release of a lot onto the
market. Product consistency should be assessed through trend analysis on successive lots (see
section 6). Where NCLs do not receive consecutive lots, or receive only a small number of the
production lots, interpretation of trend may require addition information (e.g. yearly biological
product report). Where appropriate, review of the summary protocol can be complemented by
independent testing. In case of imported vaccines, any available lot release certificate issued by the
responsible NRA/NCL, particularly the one from the producing country, should be considered in
the overall assessment of a vaccine lot. If the lot release certificate is not provided together with the

summary protocol, the NRA/NCL should have the authority to request it.

NRA/NCL 1%, By hRHIFICY V=R END DT> T, HEEHFOY <) —T 1 b
a—LEBELT, TORENRERFEABEICES L TWAZ 2R L2TNIRS
B, EEBELIEE Y PO LY RATIZ LT, MAO—EESFE S TWARTH
ER5720n (B7 a6 BR), NCL BAEFE LI v bEZITE- TWRWL, HD0E
I Erhizn Yy hOAZREZITE TS L) RBFAEIIE, MLy FEMBIRTHHI0E
MER (B EYFRRAERRE) BLBIRLZEbH DA, F, BILRRE
BESTWAREAITIE, P~V —Tu ba—L0FEEY, YRENMBIZHRAITI Z LI
LI N TES, WAV I FOBFAICE., BEEHE TS NRANCL 2 & o THIT
SInfcoy P Y —RERE RBIZREENSOLD) BHLHOTHILE, T, Z0
UFruy NOEENTFMOP TERBIIANLIRETHD, bLEDL I emy b Y
—RAFEAEN Y v ) —T 0 b a— IR S TP B ST DR A ERT S
MEFRAZ . NRA/NCL IZH LTV D R&ETH D,

A need for independent testing should be carefully considered in the establishment of the lot release
procedures. Assessment of vaccine lots by an NCL can add value to the information provided in the
summary protocol, if the testing is performed by experienced, competent and skilled laboratory

staff supported by a QMS and appropriate laboratory facilities.

oy bV Y —AFIEEZRET BT, ERICL2RBOLESE LRFTH5R&TH
%, NCL (ZLBREM, QMS IZHR— F ENTBHF THEOBVRREE LAY v 7
Lo THPRRBREO L L Tiihbh s biE, b=l —"o ba—z ko TRt
NAHFRICMESFMEND Z Lichk D,

5.1 Protocol review

51 7u boa—VEE

The manufacturers' summary protocols summarize information taken from the production and test
records, according to GMP requirements, to ensure that the lot meets the specifications in the
market authorization. In addition, summary protocols submitted to the NRA/NCL should be
approved by the person designated as responsible for quality assurance or quality control of the
manufacturer. In General, the format and content of the protocol is finalized and approved by the

NRA/NCL during the review of the license application. The format of the protocol should be

HEEREEOY <) —F 1 fa—/ik, GMP ERBIEIC - TRk EN WG L RBROFER
EERHLEZLOT, B¥ry MBEREAREORB AWML TV D I EERETS D
DTHD, HIZ, NRANCL IZ#HEND Y~ ) —7 1 ba—)id, BIEEE O LER
HTMEEEOBEEFICL > TAR SN TOARITER SR, <) —F 1 ha—L
DR E NE L., BERFAROFEERET, NRANCL (2L - THEMAINARENDD
ﬁ—%%?&éoitxﬁﬁénfwéﬂﬁiﬁwﬁﬁﬁmuf\%VU~7DF3—»

PN



— 0.1 —

amended in response to changes in the approved production process and should be approved by the

NRA/NCL.

OBERLEFRE SN, NRANCLIZE > TRBENIUERH B,

5.1.1 Principles

5.1.1 JRA]

Protocol review is conducted by qualified NRA/NCL staff. As far as possible, the format of the
summary protocol of a specific product should be the same in different markets. However, the
format of a summary protocol can vary with respect to additional information required by the NRA

of an importing country.

7o b a—VEER, BHEEOHEE SN NRANCL OBEIZ L > TEBIN S, HET
LHHRRLR>THTH, ARRRY, —2OREDOY <) —7 1 b a—EXIFR—T
BHERETHDL, LML, BREEAWMATAED NRAIZ L > TERINAMHMEBEHRIZEALT
X, ¥yl —7o b a— L OBERICEBERH VES,

An independent review of critical data from each lot of vaccines is essential, in order to:
= assure the consistency of quality of each manufactured lot;
= obtain confidence in the claimed strength of active components;

= assess the validity and accuracy of the tests performed.

TROBHOZDIZ, VI/Frofuy NOBET —Fk, YRMMBICRETHZ LN
WETH D,

= REOED y FRTO—BHERIET B,

o RRENTWDERES DREIZONT, BEELTERT 5,

v [TOWCRROZEME L BELIMET 5,

This review encompasses the traceability of critical source materials, active and critical components
used in the manufacture of the product, and the results from tests performed by the manufacturer at
various stages of production, including tests performed on critical components, intermediates, final

bulk and final product.

IOREICE., METRIIBITI2EERFMEFCEROSH ZEBER DI OVTO b L—3
YT ORESS, BERLS. FTRE., BRIV 7 RUSKRLE b5tk 2 2 BB el
EEVERL-RBREROBERSEND,

5.1.2 Summary protocol template

512 Y=Y —7m b a— gL

Since protocol review is an essential component of the lot release process, it is crucial that the
template of the summary protocol is developed carefully on the basis of the approved marketing
authorization dossier, and approved by the NRA/NCL. WHO templates are available for some
vaccines, but the agreed protocol should also take into account specific requirements in the
marketing authorization approved for the product. Any changes to the template due to changes in
the manufacturing process or testing should be traceable. The template should be a controlled

document and the manufacturer should not change it without the approval of the regulatory

Pl —T7o ha—VEEE, 2y P Y —RZBWTRS ZEDTERVWERTH B,
Liztio T vl —7 1 b a—LOBRRBERFARDEICE SO TEBR RSN,
NRA/NCL R E->THEBEINDZ2Z L, ELOTEETHD, W< OMRDOT T F 2o
TiX WHO OURBBAFAETH D, ABICWZL7 0 b a— Rz on i, *f
£ LR OBERGEAREIFEOERFELZRIIANDIANE THD, MBETES
RBROEFIHIS LTZRROEEIL, 7T b U—RAREIC o TW it e 5720,
BAREFRINDIREUETHY, HEEENRHLYBORRER/DL L HEXEEE
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authorities. It is important that NRA/NCL staff responsible for reviewing these documents ensure

that the latest version of the license is reflected in the summary protocol submitted by the

manufacturer.

THAETERY, THLOXEOEEICEL LS NRANCL OB, FHOBER
BAREONANEEE N OIBEIN=Y~ ) —F 0 ha—LIERBREhTWE DL %
WRTHZENEBETH 5,

Each summary protocol is product-specific, but there are a number of general items (see Table

A2.1) that a summary protocol should cover.

Yl —7a ha—/LIZTNETHLOEBICOWTEMO LD TIEH A, I dx
SHO—BROEER DD (£ A21BR),

Table A2.1 Information to be included in the summary protocol for review x.
Items Essential information to cover Critical parameters to review HE Ll SN B _ENMEDOER RETANEEBENT A -4
Identity of | Name of the manufacturer Traceability and identity REEE O | BLEEE DL PL—H YT ¢, HEET
manufacturer iE REMHE
Licence Unique license number Traceability and identity AREE BHOEKRBES FL—HEYF 1, BEFA
number REME
Site(s) of | Site of manufacturing for each bulk, final | Traceability and identity YRR EIRIR, BN RORKBENELE | FL—F BT 1, BEF
manufacturing | bulk and final product SN TZIBET REME
Name and lot | Name and lot numbers of the final products, | Unique, systematic, oy b | BREES, RE, RESVIROEST | oy hZTLICMBOEET
number bulk, final bulk and the diluents if | traceability and identity HE BHEIBERIOLEFRE Y NEE HEMNE I, BHEHTH
applicable. YAYEN
Lot size Volume, number of doses and type of | Listed information should fit P—%EDT 1, FEFA
container within allowed parameters RetE
Expiry dates For each starting material (if applicable), | Expiry  date  of  each oy MR X | B, AER. BEOfEE FHEEINDB NI A—FRNIZ
intermediates, final bulk and final product. component fits the shelf life BEEsarz L
of the final product HENEARR ENENOPRHIE, Bk VT, BHE | TXTOEROFHIRN
Dates of | For each critical starting material(e.g. seed | Compared against noted BB ELCL LA THILEHBME DT | KK EOEDIRE T E
manufacturing | lots, cell banks, starting materials of animal | expiry dates etc; to calculate ZhHARR 72nNT
origin etc.), intermediate, final bulk and final | and confirm values BIEFEA R BERFEME B, v—Fey b | BRENUCEDHIESE L O
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product

Flowchart

Flowchart for the traceability of the
manufacturing process for major components

including lot numbers

Identity and logic flow for
starting materials,
intermediates, final bulk and

final product confirmed

BNy EYBRRERE) . PR,
Bk ROBRKGR, ThEZhofl
EEB R

bl BHE L CHERR T

Strains and

cell substrates

Name, seed lot number, passage number

Strain of production seed and
type of cell substrate, lot/bank
number, passage number of
master  and/or  working
lot/bank are the same as the
one approved by NRA on the
marketing authorization
and/or recommended by

WHO (e.g. OPV)(6);

Tua—Fy—

ERESORETRIZBITS hL—P
V7 4 &Ry 7u—Fv—h (FEIO
BEESEET)

HFEWE, PR, &N
Wz GEREDE v ME

LB ETERT D

BUEMR - 41
iak-2%)

4. oy MRS MR

BUE R O R R OB AR 2
MomEE, v—Fay
TANTEERN RS
—RO/ XET—F T
— Ry b SEBANRTD
HERg3, BLERGERREE
12X DNRADAREE (R
O/ ITWHO D HELEZEIE)
L—HLTWAZ L (f.

Manufacturing | Fach  production processes (such as | Confirm they are the same as

process cultivation, purification, inactivation), the | the approved ones; yields of
methods of quality-control tests as well as | critical production processes
their release specifications and the results | are within the acceptable
obtained; the lot number of intermediates | range
and their size/volume, storage conditions.

Formulation Amount of active components in the final | Verify calculated and actual

formulations, with the lot numbers and

volumes of bulk concentrates; storage

conditions.

values based on information

provided

OPV) (6)

RETHE TR (R, B, RELE) o | ARBHIZEALTWS
Fif, METERBOFELZOHE | ZL2mRT5
FEERVEONTHER BEETRIIBIT 2 INENTF
PREBOEEES LT OFA X B, R | FEHARCSHDZ L
it

BN BRALFIZBT2EDRsOR (ERE | Btan2FRIZESE,

NIBERESV ORIERE L BOREE
i)

R & EREERAT S
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Quality control | Actual results of tests on critical starting | Demonstrate that the identity,

tests materials, intermediates, final bulk and final | purity, safety,

(strength) and thermostability

potency
product and the specification; include the
individual tests and the mean value; provide | of the product are in
the starting date of test, method, and a list of | compliance with the approved

reference preparations, standards, critical | specifications; monitor the

reagents and their qualification status, plus | performance of reference

the performance of relevant reference | material/test
preparations, standards and internal controls,
such as results of assay validity criteria (e.g.
slope, intercept, linearity, 50% end points,
results of internal controls, challenge doses);
provide statistical results, such as mean,
geometric mean, standard deviation, 95%
confidence intervals, etc, if applicable;
include results of failed tests or note invalid

tests if a test has been repeated

AT

BELHRBWHE, PR w0V s
. BRHERSICET ORI R OHEE | Batk, Aff. BRERE
# (Ex ORBAR L £ OFHEEE | F5, KRRHKICEAL
) TWDZ L R ED

RELDFIE RS M,

RERFIAR, Kk, ERLBRGEE | WTHERTS
AREER  BEEREO-BEROEND | BRWE /RO ELE
B, N ONCRBRAL R ORI | D

R W, B, YA, ERE 50%
T FRA Vb, NEMEEORR, W
BE) F. YUHUSRLE - EEL W
EAZHEOMRRIC AT 215 H

Y, BTEE, FERZE. 95%EFEHEK
M7z & OFEIRFER AT 556
)
BHRBEZER LSS, THEA ThoT
RBROFBRERUIRRAHEIL THoTZED

EuN

5.1.3 Checklist for protocol review

513 Ya ba—AEEOF vy 7 ) A b

Use of checklists in the review of protocols is highly recommended to ensure a complete and
thorough review. A checklist should be developed for each section of the protocol, to ensure a
complete review of the information. Checklists are usually developed according to the critical
parameters in the production and control processes - such as strain and acceptable passage level

of seed, acceptable passage level of cell substrate, purification method, methods and release

7'u b3 VEEICRW T, FEEZLPOMENIATI 2D, Fxv s ) X MaER
THZENMHERIND, DHMBROFELTE2LOIITHEDIZ, Fu ha—0
FEHBICHT DT =v 7 VA MEIERTRETH D, BE, F=v 27 U R ML, RERDT
EERICBITDEENRT A—F (RS, — FRUMIIEEM OFFAMRRE, BT
i, MEEERROGIE L HERE, PREOHDHIRE) 2OV TERT S, Ty
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specifications of quality-control tests, and shelf life of intermediates. Checklists are specific to a
registered product and/or a test, in accordance with both the marketing authorization dossier and
WHO recommendations, and may be a copy of the protocol template with the specific required
manufacturing information included for reference (e.g. name of the cell line, origin, testing methods

and specifications for starting materials, intermediates, final bulk and final product).

Y& ME, SEEIRFEARER N WHO BE O IZHE, AR SNSRI
TEIEREND LD TH D, FEOBIZBRT D7 DICLERIEITR D AR
Bl (B2, MiatkoLPr, HEWE, TRE &Ky BERESOBRNE, R
ERUHEE) 2AMLro ba—nAFEXoa—RFoy 7 VA M ERVESZMLL
FLIRVN,

5.1.4 Protocol review process

514 7o pa—AVEEO 1R

The value of the protocol review process depends on the quality of the information provided by
the manufacturer in the summary protocols. Reviewing summary protocols requires a good
understanding of the product and of laboratory control methods. A summary protocol for a
product can be reviewed by one person, or by a team of experts, depending on the complexity of
the product and the structure of the NRA/NCL. Validated software, with adequate access controls
and traceability for trending and tracking of the data submitted, may be useful for performing a

meaningful review of protocols.

7u ha—VEEOHRAER, SEEENLREENI Y~ T ua— L FOFROE
WAETET B, V= —7 0 ba—VOEEETS oiid, 8B L RETERRICHTS
TR BEANETH D, 1 OOWBIIHTHY <) —F o ha—id, YL OEH
SX° NRA/NCL OEBEAERIC L - T, 1A TEEINAEHALHD LEMET—LIZLD
FEINDIGELHY DD, Py ROITPREENLT —F OBBE1T 5 720, #WAR
TR b=l =Y BT 2R L, EEESEEINEY 7 Y 2T,
BERENT O Pa—NVEELERTLOICERAND L2,

The lot release process starts with receipt of manufacturers’ protocol and test samples, if
required, and/or examples of the final label. After initial verification of the label information for
the test sample and on the protocol, the protocols are logged into a database or otherwise recorded.
At receipt, the first step in protocol review should be to confirm that the manufacturer has used
the approved template for the given vaccine. Then the protocols are routed to individuals within
the NRAs/NCLs who have already been identified on the basis of their expertise. This should be

traceable according to QA management procedures.

By P Y207 at X3, BEEEOER LT Fa— A OZBRIIMA T, BET
HITRBRAR O/ IBERBED T NV EEOZFEICLVBBENS, BRBRAHCT D b
A=NDTNUERERONCHER L7k, 770 b a— 37 — & X—R{TB S 5O
OFFEZLVERB|EIND, ZHEHOE, 70 ha—LEEORYORAT v 7L LT, H¥HY
7FURICAR SN FREREEERFER L WA Z L 2RI ILERD D, ZT0%,
7a b a—uik, BEIIE T TH L Lok btz NRANCL ORYERTEE Sh
5, ZOREE, MERIEOEFHAFIEIZME > AR TH L Z ERBEYTH S,

If databases are used to capture information for a particular test or section of the protocol, these
should already be in place before starting the review process. Databases on lot size, results of tests,
performance of reference standards and controls, and so on are useful for tracking and trending

of information. The results of tests and performance characteristics of reference standards and

REORRHDLWVIETT 2 Fa— VOHEBIZETHERER D AL DIIT —F =2 %Aff
AT2581F. 207 —4_—2 %, FEZHBTIHCE Y T v 7ENTHHLER
HD, By M X RERER, EELC Y b — VORI T 57 — 4 _— 213,
MBS ML FOITICERATH D, REROFRFR, EUERL T b o —/LOMRER,
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controls and specification limits, including appropriate confidence intervals of typical results for
a period of time, should be shown. In all cases, databases should be secured to avoid
unauthorized addition, revision or deletion of information, and a back-up system should be
provided. A separate procedure should be developed for tracking and trending of manufacturers’
results and the parameters to be tracked and trended, frequency of periodic reviews, actions to be

taken in case of out-of-normal trends, etc.

HERARE (LIS oMIT, RBORERICBT 2ELEEEBEZED) N RE&hd ik
BRDHD, EDEIRBFETHoTh, T—F_—R 3, REREROEM, EEH D0
HIBRZ S STed DX a ) F A BERRNETHY, Fhv I T v 7 VATLALREL
ENd, REEEOHEROBIE L FOTOFERURR LT 2/37 A —& OFE,
EHHRFHE OB, BHED ML Kb OBRBAE Z - BROXEZICOVWT, @RI
FIREERT D LENH B,

In general, a particular lot of the product is satisfactory if the protocol review shows that all of
the elements described in Table A2.1 have been compared against the characteristics approved in

the marketing authorization and have been found to be compliant.

—fRANCIE, e ba—ABEEICEY, RA2VICEH L TR TOEBIZ YW TEERS
FRERBOABEEL B L, EILL TWA Z EAHRIANZ., 20ony MIEETH D,

In some countries, for freeze-dried vaccines, the protocol or certificate of
analysis of the particular lot of diluent is reviewed. However, this is not
done in other countries, since diluents are not considered on their own to be

biologicals.

HRRRT 7 F L, BFEe Y FOBEANCH LTI e ba—b
HBHNIGWFEHELFETAE L, B BIRITEYFZORA &1
Exohianwied, BELZVENS B,

5.1.5 Handling discrepancies and OOS results in summary protocels

515 = —7a ba—A B} A FECHEKI (008) OREROEY HF

Any discrepancies, errors or OOS found in the summary protocol submitted should be
documented and verified before they are communicated to the manufacturer. A procedure to
communicate these issues should be developed by the NRA/NCL. This may include formal
notification by memo or letter, an email or minutes of telephone discussions. Manufacturers'
responses should be reviewed and documented in making the decision on the lot. This can include
submission by manufacturer of the corrected page/version of the summary protocol, which then
should be traced by the NRA/NCL. Depending upon the nature and severity of the discrepancies or
errors, the manufacturer may be asked to perform an investigation to determine the root cause o f
the issues, including steps for the corrective and preventive actions to avoid similar problems in

the future. For imported lots, communication with the NRA of the producing/releasing country

BHaINEY <) —7a ba—VTROMSFE, B0 HDI0EHKES (00S) i, B
EEHEET DA CE L LTI L., BRI 246 ERD D, Z0XI RERIZONT
BETHEROFNED, NRANCL IZ K> TEREN D LENH D, BEOFIEICIE, EX
RXEFICL DB, EA—NHDIWVTEFECTOERE S Livy, Hne v Mo
DWTIREZ THIlhlzo Td, WEEENLORZ WK LIXELTILERD D, &
DI EITIE, BEEENOY <) —T 0 3= VO EENER—Th D VT E &N
AR &3, NRA/NCL IZBWTHERRT 57— ARNEEND, FEDHHVITRY ORE
EERMIGUT, REEEL, FREOBANLRREZANTH00FELEHRL, F
BOMBOBREL SO ORELBOTFHLBLZET DI LBROLAE1H LR
VW, BIA Ty MZOWTIE, BGEEHATE O NRA LIERAHT 5 2 L RBENS Lk

12174



— 9LT —

may be required. For producing/releasing countries, communication with the country inspectorate
may be required. Such information exchange can help to judge the corrective and preventive

actions introduced by the manufacturer.

W, BEEHATEOB A, TOEOEEBYRLERERY A I MLERTESL NS L
W, ZOX D R, BEEENER L - REABESLTHOAEDORIELHIET 58
i vEs,

5.2 Independent testing

5.2 YR X 5Bk

Independent testing enables the NCL to monitor key product parameters and consistency of
production on the basis of its own data. The development of NCL technical expertise also enables

other issues regarding quality control of products to be independently assessed when they arise.
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If quality testing is performed by a laboratory other than the NCL, the laboratory should be
contracted, information exchange should be handled in a confidential manner, and there should
be a system to ensure that there is no conflict of interest. The qualification of the laboratory
should be assessed, and the performance of the lai)oratory testing should be evaluated by the
NRA/NCL according to WHO recommendations (2). The final decision on the test results lies
with the responsible NRA/NCL.
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5.2.1 Purpose of independent testing
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A lot release testing programme allows NCLs to verify the test results of manufacturers. When
testing is performed in a systematic way by a qualified NCL, it can help to monitor the continuing
suitability of the methods and reference materials and allow detection of possible drifts in these
parameters that are unaccounted-for. This can serve as feedback to the marketing authorization, in
case a need is identified to revise the specification in the marketing authorization dossier, and the
expertise can be used to aid GMP inspectors in a coordinated approach. Testing by NCLs also
maintains independent expertise in the test methods. This is important for the overall competence

of an NCL in effectively monitoring the product.
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5.2.2 Prerequisites for setting up independent testing for lot release
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A defined strategy for testing needs to be established as part of the overall policy on lot release.
Knowledge of the marketing authorization dossier is essential for identifying and assessing the
critical parameters for testing. Ideally, the NCL staff should be involved in the marketing
authorization evaluation process (at least so far as concerns information on pharmaceutical

quality).

R EMIAR DML AENE, oy PV U —AR) —2EK0O— e UTHRILENLD SE
WD, WERGARELRMT DI LT, BREAT) LTEERATA—F 2 RED,
T 27 DICLEATH D, BEAICIE, NCLIBRIL, HERFTAROFEEDERE (D72
L ELREIHEIBEBERE TICONT) KEETILZ BB THD,

A good QMS is essential when setting up a testing policy. The QMS should include a quality
assurance system that is appropriate for testing laboratories, that is based on internationally
recognized quality standards, and that undergoes regular internal and external review (see WHO

Guidelines (1)).
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This would include aspects of technical staff training, maintenance of equipment, standard
operating procedures (SOPs) for techniques, daily running of the system, and dealing with OOS
results. The NCL should have sufficient skilled, trained and qualified personnel with the
appropriate technical and scientific expertise, and appropriate equipment and infrastructure should

be available.
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Relevant test methods should be validated following quality assurance standards (including
equipment qualification) if independent testing has to be performed. It is also necessary to
establish documented and approved procedures and guidelines, both for internal use and for

transparency with regard to partners, including other NCLs and the manufacturer of the product.
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While not necessarily a prerequisite, good communication with the manufacturer of the product is
an important element in developing an effective system. NCLs should discuss with the
manufacturer the transfer of assays, if required. This should begin as early as possible in the
marketing authorization process, to allow for transfer and qualification/validation of the
methodology prior to application to the first lot for lot release testing. Since specifications for

some biological assays (e.g. potency, purity) are dependent on the analytical technique used,
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