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comparison of testing results between the NCL and the manufacturer is important to avoid potential

discrepancies that may be related to the methodology used and not to the quality of the product.

HEORE T RBREICEE L TR A AEER S 2 BTERN 2R~ E2 BT 572 D1z
BETHS,

5.2.3 Establishment of a testing policy

523 BBRERARY —HE

Implementation of a lot release testing policy should be considered by the NCL only if the pre-
requisites noted in section 5.2.2 have been addressed. Testing under inappropriate conditions may
generate inaccurate or misleading data and cause unnecessary delay or rejection of lots that meet

specifications.

522 10 ARG A M= THAIZRY NCLICL W ey M) U —XBRBREMmFR Y > —
DEAREZDRETHD, FHEULGHET CORBRERL, REED D VITBEMEEEL
TFEELIE, THERBEEZE U VHABICEE LTSy NERERKIZT DA
R H D,

The decision whether to conduct independent testing at the NCL should take into account the
capacity of the NCL and the information available from other NRAs/NCLs that may also release

the same product.

NCL THMBICRBRZ EiT 208 5 00Hlr 23 282k, 20 NCL i, RURL
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A testing policy should be established for each product and should consider four main
questions:

1. Should the vaccine be tested by an independent authority?

2. If testing is required, what critical parameters should be tested by the NCL?

3. Should testing be done on every lot or on a reduced percentage of lots?

4. Are testing results available from another NCL?

REERARY —1d, EROHGFI L ICHIETETHY, UTD4EHEEBIZON
TEETLUNERD D
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3. RBE2ny ML TERTA~Eh? 2N b —8e v MO LU TERTEN?
4. MHENCLA b OIS RSFI A ATRED 2

Information influencing the decisions includes the nature of the final product (live or inactivated),
the biological nature and complexity of source material, the complexity, robustness and level of
control of the manufacturing process, and the nature and complexity of the quality control
methods. An important factor is the manufacturer’s production history, which can be obtained
from summary protocol and/or yearly biologic product reports, which, in some circumstances (see
below) contain production and testing information. Other information to be considered includes
the GMP inspection report, adverse event following immunization (AEFI) report, product

complaint and other PMS safety and quality information. The testing policy for the same product

WREICHELZFIETTHERE LT, RRBEEOME BV 7F 0, RERT 7 F ), B
FOEWENLEEDEE S, NETROEMS, @i, F8r-~L, REETEAFED
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DAEDFHRBIERRE BEICX-TiE; TR HoBoh 5 YHEER RS
EFT, BERERCTHD, BETNSMOBRE LT, GMP ERRSE, THEELEE
F4 (AEFD) @, BE~0EE, ToMmREOTEME - REFRLEENH S, FUR
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at other NCLs may also be taken into consideration in establishing the testing policy.

A risk based analysis for a particular product can help to determine if testing is required and, if so,

at what frequency. A model procedure for such a risk analysis is given in Appendix 1.

BEORBIZHT S U AZIZESS o, BBALENY I e, PN bWOEET
HERT _REDERETDDITRILD, DL 57D R SHOERET AR 1IN
INTW3B,

An annual review of the important parameters, based on data provided in the lot release protocol to
the NRA/NCL, can be used to support the evaluation of consistency for each product. Other
information based on marketing authorization or inspection issues is also relevant but is not always
available to the NCL, particularly when the NCL and the NRA are separate institutions or when
intergovernmental mutual recognition agreements for GMP inspections are not in place for

imported products.

2y by Y—A78 ka—LOHTNRA/NCL ~Et S 5T —# IZE-SWVW T, EEARS
FA=BEHERVE2—F 5T L%, FRHO—BUHEOFTHITRILTHZ LN TES, B
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In some countries, yearly biologic product reports are requested from the manufacturer for each
vaccine (12). This information is used to assess product consistency. It is particularly helpful in
markets where a limited number of lots is released, as it provides more comprehensive information
on which to base the decision on whether to test, or the testing frequency and the type of testing

required for each vaccine.

WS DPDETHE, U7 Fr T EICBERE D L EMFNREERRE RTS8
BRENTVD(12)s ZOFERIT, MO —BMEZMIT DDA EN D, EWFH
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5.2.4 Criteria for selection of tests for lot release and percentage of lots to be tested

524 vy b Y —=ARBROBREVRETNE vy bOFIGITET 5 E%E

Once the decision to perform testing is taken, the NCL should concentrate on the selection of
critical elements from the marketing authorization requirements to be tested, and the percentage of

lots to be tested.

R E ER T HREN 2 ENT- O, NCL %, BUERFEAREEN AR T NS EEER L
BRI _Eny FORIREZRD D ZLIZEPTRETHD,

Key elements of focus where tests may be considered necessary include appearance, identity,
potency, specific safety and, for some products, thermostability (e.g. OPV). Systematic testing of
simple physical-chemical parameters may not be the highest priority when considering the best use
of resources. Some parameters are better monitored through other tools, such as GMP compliance

(e.g. sterility testing by aseptic process validation and environmental monitoring by the

BBRPLEL RSN L2 2ERITIE, S, RIE /TR, Wb, BEOREM LW
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manufacturer). In all cases, the added value of the independent results for the tests chosen should be

carefully considered in the context of the overall evaluation of the lot.

ENTV3, E2TOBEICEWT, BREINEBRTELNDIEROBRN, Y% v b

OBEFHIC D & 5 2IEEZ bl b T2 EBECERET S THD,

Testing is generally focused on the final product. The formulated final bulk may be tested in some
cases {e.g. in the case of combination vaccines). Nevertheless, a complete evaluation of the
properties in question may require assessment of upstream components (e.g. monovalent bulks).
This may also be necessary if test procedures cannot be applied to final products (e.g. if the

presence of adjuvant in the final product prevents immunochemical analyses).

AB, B, BRELICEARETLND, W On0r—A TR, BAHLO&FRK v
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Specific attention should be paid to new vaccines (as well as new manufacturers) for which there is
little accumulated experience, and to sophisticated combined vaccines for which testing and

interpretation of results may be complicated.

RO 7F L (FiRREREE LR REBINERBEMIZEALRL, £, BER
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The development and adoption of more effective test methods should be encouraged and should be
approved by the NRA. If a different test method is used by the NCL, then - in case of data
discrepancies between the manufacturer and the NCL - the approved test method defined in the

marketing authorization should be used to solve the test issue.

L OB BRAELRE LEAT 2 L. BRIShHRETH Y, NRAIZ L - TK
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MTTF —# BT 250, BRROMBEAZRT 2010, BERTEARTED S
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There should be a regular review of the testing policy in order to re-evaluate the need and
appropriateness in the current situation. Additional tests may be included, or existing tests deleted,
as required. Informal testing outside a planned programme without sufficient preparation should be

avoided, as this can generate non-relevant or misleading test results.

BFEORILIC VT D BB LR Y2 BN 572012, BREBREHRR Y O —OFEMNR R
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The percentage of lots of a given product to be covered by the testing programme should be clearly
defined in advance. If a reduced percentage of lots is tested, the lots should be representative of the
total production (e.g. selected number of bulks covering a maximum of final lots, or selection of
filled lots issued from the same bulk). If less than 100% of lots are tested, the choice of lots to be
tested should be in the hands of the NCL, and the manufacturer should not be aware in advance of

which lots will undergo testing.
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The percentage of lots tested should be monitored and revised, if necessary, on the basis of
experience with the product and data from the yearly biological product report (e.g. good
consistency over a significant period may lead to reduction of the percentage of lots covered, while
observance of an undue number of failing results and/or specific testing issues may result in an

increase in the percentage of lots to be tested).

R IZEET HRER & AW ENRAEREE» L OF —H I ESE | REIRU T, RBRT
2y NOEIEEF =2y 7 LTRETARETHE, (B 27420 offiflichblooTRVW—8
HRHIE, =T Dy hOFIGEBLT Lo VED, —H T, REOKKER
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Development of testing methodology and capability should begin as soon as possible for both the
responsible NRA/NCL and the manufacturer, possibly at the stage of clinical trials. However, while
testing of samples by an NCL for clinical trial approval is recommended in WHO guidelines (13),
this is not considered lot release per se. Although additional guidance in this area is needed, this

document focuses only on the lot release procedure for licensed products.

RETIE & T OEMAEA OBIFIT, BfEA AT 5 NRA/NCL & BEEEEZE DR F TN T,
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5.2.5 Importance of reference preparations for lot release

525 2y N Y —ADHOBRBRFEOEEN

Appropriate use of reference preparations in independent testing is of critical importance for the
interpretation of the results. This has a particular impact on the ability to make relevant
comparisons between test results from different laboratories (e.g. manufacturer and NCL) and on

the decision-making process.

LRI L AHRICBW TS RABBELEICER T Z &3, BRE2MRT 5 L TlY TE
HThd, Zhud, Res8BRET (FIATRIERE L NCL) 12817 2 ARG R 2 BE ST
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Control charts of critical parameters of reference preparations should be kept, to monitor
performance over time. This allows overview of the performance of both the reference preparation
and the method. For example, it could show if there has been a trend or a shift in the reference
standard attributes - such as slope, intercept or 50% end point - that may indicate problems with the
stability of the reference standard or changes in other assay systems (e.g. animals, cells, critical
reagents). Other examples of the utility of trend analysis are assay validity criteria based on 95%
confidence intervals. If the assay validity criteria on any attribute of reference standard, slope,

intercepts-ete or potency of control are based on 95% confidence intervals, and the actual data does
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not show approximately 95% acceptance of the assay based on that particular attribute, there may

be problems with setting the limits or performance of that attribute.

WT, BEEOF—20, BEDEBHRIZESHWTREINTLT vEADBB L% 95%DHE
FHEIZIE S22V K 9 B G, TORFEICET 25ECHREOREICANEERDH 1D
Ly,

The observations from this exercise can be important for feedback to marketing authorization
authorities and/or bodies involved in biological standardization activities and can also be used to

evaluate the appropriateness of the reference materials used and/or the need for new ones.

INLOEEEZE U THEIND Z L1, BLOERFEAR YRR UYL A ERERE LTS
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Reference Reagents are developed to improve standardisation of assays. They are becoming
increasingly important in the context of new vaccines, such as multicomponent vaccines. In many
cases, the Reference Reagents are established and prepared by the manufacturer as they are often
product specific. These Reference Reagents should be calibrated in International Units, against an

International Standard when one exists.
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5.2.6 Standards

5.2.6 HZ#R

The intention of the WHO International Standards is to serve as a basis for calibration of secondary
standards (e.g. regional and national standards) (14). Generally, the International Standards are not
used directly in the assays as a working standard. The regional or national standard is calibrated
against International Standard, to make a common working standard available to NCLs and

manufacturers.

WHO EFMERER O BaE, “UREER (B2, #HEiEELCEMNEER) ORIEDNE
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The regional or national standards should be established by a collaborative study, which should
include the manufacturers. Practical aspects of secondary standard preparation need to be
considered at regional level, and a suitable concept for development, establishment, distribution and

use of regional reference preparations should be put in place.
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5.2.7 Practical considerations

5.2.7 RENLHEESRE

The number of samples of the final lot or upstream components requested by NCLs should be

appropriate for the testing required, and the sampling procedures should ensure the
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representativeness of the lot in question. A system should be in place for recording, tracking and

appropriate storage of all samples upon receipt from the manufacturer.

Fle, YUV TORNER, VUTAREEry b ERKRTAILOLRE D L AR
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It may be necessary to obtain product-specific reference materials or reagents from the
manufacturer. The amount requested should be relevant to the amount of testing to be performed

and not place undue stress on the supply of the material, as stocks of these are often limited.
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The time required for testing is an important issue, as it can greatly influence the supply chain
and can have a significant impact when products have short shelf-lives. This can be of particular
concern when in vivo tests, which can take several weeks to complete, are involved. Under
certain circumstances, the NRA/NCL may agree to receive samples from manufacturers before
they have completed their own test procedures, so that testing by the NCL is done in parallel. In
such cases, the lot cannot be released by the NCL until all the test results from the manufacturer
have been received (including the completed and signed final summary protocol with their test
results). The NCL should evaluate the risk and benefit of parallel testing, taking into account the

frequency of rejection of lots by either the manufacturer or the NCL.
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When animals are used for testing, the NCL should be aware of the potential variability of the
source, housing and handling of animals. It is desirable to apply the “3R” principles
(reduction, replacement, refinement) to minimize the use of animals, for ethical reasons.
Validated in vitro alternatives should be favoured wherever possible. However, the fype of
testing should be driven by the scientific need for valid relevant data. Moreover, in the spirit of
minimizing animal testing worldwide, agreements should be sought with the NCL of the

exporting country or with other NCLs, in a mutual recognition or collaborative agreement, in
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order to utilize the results of animal testing already performed by another NCL.

THWMELEFEA T, MED NCL 2R\ THAT L TEBSNBRBROBREZFIHT D L
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5.2.8 Release specifications

5.2.8 AT HEOEYE

NRA/NCL lot release should pertain only to products that have a valid marketing authorization in
which specifications have been approved by the competent NRA of the country using the

vaccine.
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Since these specifications are used to judge the test results, it is important to have a mechanism
in place to allow the testing NCL to be aware of the latest version of the approved license
specifications. Ideally, the responsible NCL staff should be involved in assessing the test methods,

validity criteria and the product specifications in the decision-making process for authorization.
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5.2.9 Evaluation of NCL results

5.2.9 NCL ORBE RO

The NCL test results should be assessed against the specifications approved in the marketing
authorization dossier. It is understood that the variability expected in the results for a given test
method for a given product should already be taken into account in the specifications. To be in
compliance with the marketing authorization, the test result should fall within the defined
acceptance criteria, which are based on the validated methodology used by the NCL, and the

specifications approved in the marketing authorization (15).
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The NCL should clearly define its retest policy and determine how, if applicable, the combination
of results is carried out and how these results are evaluated. The acceptance criteria should also be

predefined and laid down in relevant SOPs.
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The NCL should have a predefined standard procedure for dealing with results that do not comply
with the specifications. This should include confirmation that the results reflect the actual quality
of the lot tested and are not due to analytical error by the NCL, or to the influence of variables

unrelated to the product.
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The manufacturer should be notified when an OOS result is confirmed and exchanges should

ensue to try to identify the cause of the discrepancy.
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A test report, including the results and outcome of all of the testing, should be prepared for final

evaluation of the lot and the decision-making process.
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A feedback mechanism from the NCL to the NRA and/or the GMP inspectorate is highly
advisable, in order to coordinate and optimize regulatory actions (e.g. urging license variation or

refinement of product specification based on trend analysis).
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6. Data monitoring

6. F—HE=FY LT

All critical quantitative data from quality-control results, and especially potency, from the
manufacturer or other sources, should be used for trend analysis as an essential part of lot
release. Statistical analysis should be conducted once sufficient data has been accumulated. The
alert or warning limits and action limits of consistency trends should be defined on statistical
grounds. In general, when data are distributed normally, =2 and =3 standard deviations of the
mean are set for the alert or warning limits and action limits respectively. The variability and
precision of the test should,be considered when defining the limits. Care should be taken in
interpreting such limits when they are based on small datasets. Trend analysis of key parameters
may be requested from manufacturers or from the responsible NRA/NCL. More complex
specific trend analysis statistical methods can be used when sufficient data and expertise are
available, particularly when data are not normally distributed. In addition, a set of data from a
certain period (e.g. 6 months or 1 year) should be analyzed statistically, compared to data of the

previous period, in order to detect any significant differences or shift in trends.
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An SOP should be developed to describe this tracking and trending of manufacturers' and, where

available, the NCL’s results. This procedure will describe parameters to be tracked and trended,
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the frequency of periodic reviews, criteria for judgment, and actions to be taken in the case of

outlier results, etc.
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6.1 Trend analysis including the data from the NCL

6INCLIZE > TELNEF—F 28T vy FOH

In cases where independent testing of lots is performed at the NCL, all data from these tests,
including performance of reference standards and controls, should also be trended and analyzed.
It should be kept in mind that not all countries test all consecutive lots from a manufacturer. In
such cases, the trends should be interpreted with caution and additional information from the
the relevant national

manufacturer may be required, either directly or through contact with

inspectorate.

NCL IZ&» Ty hZEORBRPMBICER SN D BEITIT, BEROIRROMEL S
BT, NCL BEBLIEHRBROTRCOFT—ZIZDOWTH, v FEEBHLToH LT
T2 B, ZOBIZ, LT LS TR TOEPRERE BT 5T X TOEKH Rz v b
ERBIZRBREER L T AT TRV LICEBET_NETH D, TH LEHEAITE. b
LY FOFRIZITEEZE L, BEEL L VIZBRTIEFESY /2N LT, MEEEIE
IERERD B E3H D0 LA,

6.2 Comparison of results of the manufacturer with those of the NCL

6.2 BlEEEE L NCL OB D ik

Results from the NCL should be compared with those of the manufacturer. Any systematic
differences should be documented. Any differences in trends should be investigated and resolved,
in collaboration with the manufacturer. Testing by the NCL may, however, occur months after the
manufacturers' release, so this should be taken into consideration when the NCL makes the

comparison.

NCL ZBWTELNEFRID, MSEEIBVTELNIBR L LBEENL & ThD,
HOPDREIE>TeERIT, LB LSBT bR, HHd ML Nkt 2R
i BBEEFEORHOL LICHE S, RSN D T EREETH D, L LG, NCL
IZBIT LR, MEEEOHNARICERINIBELH IO T, BEEZTIRICEZO
CEILBETOLERD D,

7. Evaluation of the lot and the decision-making process

7. By FOFEiE BERES 7 &R

7.1 Establishment of decision-making procedures

7.1 BRREFIEORL

The authority responsible for issuing a release certificate may differ between countries. Therefore,
it is critical that the roles and responsibilities of both the NRA and the NCL are clearly defined,
particularly when they are separate entities. When all elements are available for final evaluation, a
formal decision-making process should be in place to decide whether the lot can be released. An
SOP should be in place to describe clearly the process and required elements for the final decision.
Good coordination and communication are needed, especially when different bodies are involved

in this process.

oy b U —AERAEORTICEEEZ L OHURIE, B s TERSTVEAH LV,
Thwi, &Y NRA & NCL B34 DEETHDSHAEITIE, NRA & NCL & 0%E &
BECHBRICAE L TB LN BEETH D, HAREEIILER TS TOERNE - 1 B
T HERy MV ) —RATEI LR TEENEINERET ZEXRERBRET 0 AN
EBNT 2 Z L NI TH D, HHEREDOT 2 R & TNICLERERZPARICHE L7z SOP
PEER S N TWRITIIEZR B2V, & D DI R DN Z 07 vt Afibo TV A 5E
ik, RFAHOBMGR L BEHBENLETH S,
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In order to provide continuity and to develop expertise on each product, it is desirable that
product specialists are assigned-with-the responsibility for managing the relevant information for
particular products. A general lot release process chart should be in place, outlining the lot approval

process and the persons responsible for each activity.

BOBOOHMIZE L T, EtE 2R L EMM 2RO 57012, £ OREDOKMICET S
R ETRTIELOBELELTHTIZENEE LV By FOEXRT o X L KB
WOBEFEIZOWTOMM A RE L 2fiieny b)Y —20RAREERL TR Z
EREYITH D,

The competent authority’s approach to independent lot release should be appropriately described in
the NRA/NCL process charts. Procedures should cover the options used: release upon review of
summary protocol only and/or release upon review of summary protocol plus independent testing
by the NCL. They should also define how and by whom the final decision is taken on the basis of
the formal written conclusions of the defined options used. SOPs or documents are necessary to

cover the essential elements presented below.

MREZATLOERICLD Yy MY —ZADEMRFIET OV TIE, NRA/NCL OEFHNE
ORZHEENCEERIN D RETH D, FREIZIE. AN 28K (P~ —71 ha—
NOEFEBEOHRILELDBV Y —A ;%< —T7a ha—/L0%EEL NCLICLDIME ORRIZL
500 —R) PHEBEEINDIRETH D, Fio, PIECE, AW BRBOERpHERE
WKESWT, RO L IICRRREEZ T T OVWTHLRESNDINETHD, SOP X
PfhoSCEE, TROLEERE I NS— LTV DIBERS D,

1. An SOP for summary protocol review should describe acceptance criteria for the completeness of
the summary protocol, and all reviewing steps up to and including the final conclusion on the
summary protocol (e.g. need for manufactures' correction, review of corrected pages,

investigation, conclusion).

I =0 —71 ba—AOEEICET S SOP 2k, ¥~ —7n ha—LosEikicB+
DHREE RUY <) —7 8 ba— VBT 5 BERRELSDEEDT X TOBRM (F
i, BUEEEIC LA EEOLEN, BESNER—VO%E, &, ) 1Ko T
FEENTWARETH A,

The NRA/NCL should produce a formal written conclusion regarding the summary protocol
review. A summary decision form should be filled out to ensure compliance with approved

specifications and should be signed by the responsible staff.

NRA/NCL {Z, <=V —7u ba—LOBEEICEHL T, ERAXEICLAESREY T %
Thbd, RESHBHEORERUICEAL T, ARIKIES L TCND 2 & 2 HEEICHR
L. BEECLABLNESNARETHD, '

2. An SOP should describe the acceptance criteria for NCL test results and record all the individual

test results in certificate(s) of analysis.

2. NCL ORBFERITH T DR EE, ROT X TOEMNORBRIERZ OV EAEIC ST
B ERZOWTSOP IKRHTRETH D,

For the lot release following independent testing by the NRA/NCL, a formal written conclusion
form containing the outcome of test results should be developed. A summary decision form
should be used to capture the test results and ensure compliance with approved specifications,

and should be signed by the responsible staff.

NRA/NCL {Z L 28RBREHEZICr »y MY ) —AEh 256 BBRERICESCHEL ST
EXRREXBOFN AR TILERD D, WEFREHZOHNL, ARERL2E
BL. ARHBICHES L CWDZ L EHRT 2OV DR, BEEICLH2BLM R
SNDHRETHD,

A retest policy should be developed in accordance with general quality assurance principles, in

BRREERTHEEORY o —LHK (00S) DFEREDOERF M OWTHMEICT 57
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order to define the policy for retesting and handling of OOS results. In addition, an SOP should
be in place to give guidance on retest policy according to product-specific recommendations
(e.g. combination of results, calculation method). In the event of non compliance, a full
traceability investigation should be conducted on test reports, and the manufacturer should be
contacted for further investigation. As part of the quality assurance, in the event of derogation,
an SOP should outline the decision-making process, including documentation and written

criteria to support the decision made.

DI, —fREV e MERIEORBIZ Lo THRBRR Y —2HET & Th D, Mz
T, BRI oS BlxiE, BROMEAEDE, FEE CLRofk, BRBRA
VT B A F AR RMT S SOP # AIBTALERD D, FHEAEHICONT
i, RBREBZODVWTEFEEZBELTO M L—F YT 4 OFEETH, SH2HE
DI=OIZBEERICERE L HZ ENENTH D, REREO—FRE LT, @HFHIC
DNTIE, XEEBRREDHITICAR 2 EELSHRRREY 1 A DHIER, SOP
IR EN TV Z ENEETH B,

3. An SOP should be available that describes the acceptance criteria for release of vaccines in
exceptional cases, which deviate from the normal procedure. Examples include release for an
emergency/crisis situation, urgent need due to a critical supply shortage, when information is
pending regarding correction of the summary protocol, or in the event of discrepancies between
the test results of the NCL and the manufacturer. The procedure should be developed on the basis
of a risk-benefit analysis that takes into account all available information. This should be applied
only by the staff officially responsible for signing the release certificate. Documentation
supporting compliance with approved specifications (summary protocol review and test reports,

if applicable) should be included.

3. BEOFNEN S ORPNLBEREFNN R —RZBT D, VIFrouy b Y —RFF
BHAEL LI L72 SOP 2HATED Z LB TH D, PP —2Ti3, BR/fE
WEPRBLIC BT 50y R Y Y —R, BARBRARICLIZBEFE. y~)—Fnta
—/VOFTEICEET HERAREE LRSS, NCL & BEEEORBERICA—EDH 25
B ENREEND, TRTCOFBARRFREZBBIZANTY XY /X7 1 v MEF
WESNT, FERRIESNSIRETH D, ZOFIFEL. vy M) U —AEAEICES
THAROEEEETABBIC L > TOAEREN D& TH D, ABHE~OBEEM
EEETHNE (FETHE, VP~V —7 8 ba—LEELRROBRES) BNEENL
HIENETTH D,

All the steps in the decision-making process should be documented.

BRERET 0 AD TR TORBIXE LS NILERDH D,

7.2 Recognition of, and confidence in, lot release by other NRAs/NCLs

72 D NRANCLIZX»CTEEhizuoy V) Y —R0ER/EE

In cases where a lot has already been released by another NRA/NCL, it may be possible to accept
that lot for release on the basis of the existing release certificate. Processes for doing this may range
from a list of countries that are acceptable to the importing country, through to mutual recognition

agreements. Examples are described below.

fthd> NRANCL IZE-»TTTIIY V—AZNTWdHry FOHEITE., $TIEHdry b
VY —ZEEABICESHWT Y ey b ) V—REZITAND I L L ARENLENR,
IOZEERFERT LT R, WMAEICE o TRITANARELZEDOY X M2 RETD
ZEMBLHEARBEERRETOILET, BRHDLES S, UTIHAEZRT,

Establishment of mutual recognition agreements is a legal approach. Many NRAs/NCLs use such

agreements to: enhance international regulatory cooperation in order to maintain high standards of

MEAGRHTE ORI, BRT Fo—FTh b, %< D NRANCL BZD LI 2BES.
B LAV TOREORENE & HEEHERET 5 BRCHEBNICEET 5 BEREN R0 &R
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product safety and quality; reduce the regulatory burden for NRAs/NCLs and manufacturers; and
improve the free flow of goods and increase the accessibility of medicinal products globally.
Reciprocal mutual recognition of release certificates involves a number of legal aspects that should
be addressed; however, the key to successful mutual recognition is the building of mutual
confidence between the interested parties. This requires strong collaboration and communication

between the different NRAs/NCLs and a good level of transparency.

5728 ; NRA/NCL X OBUEREE TR T 2 B(HICRO 2 REERET 5729 RO BHER
B s LRI EERE AR LT T3 DICFAL TS, vy b U —X5EH
BOEBNAEARICIL, B0 ML~ E S < OEMOMEEES, LaLans, MEKR
DRI E > TRERDZ L2, SFEEHMOMAEEREHEE T L Thd, Zhitik, &
725 NRANCL HOBWHA L 2 a2 = —va VRUEW L-ULOBAERRD b b,

Examples of agreements range from accepting the test results provided by another NCL, thus
avoiding repeat testing and facilitating harmonization without compromising the safety and quality
of the product, to full mutual recognition of the lot release certificate. The test results provided by
another NCL can thus be used in addition to the protocol review by the local NRA/NCL, when they

lot release the product.

BEDOFFNZIL, fhED NCL LR S 2RBRBEREZTAND Z LIT LV HRBROMY
RLUZBRET, MAOREEL HEAER D Z L BRRmMEEET 2 Enb, uy M)
Y- AEREDREELRMAERBETH D, vy MV —REEETHICHY, B0
NRA/NCL (2 &5 ~< V) =71 b a—AOFEEITIMZ T, ZOLDIED NCL 7> b3t
ENLRBFEREFRTDZENTE S,

Situations may exist where a two-way recognition of certificates or test results is not possible,
owing to technical or other limitations. However, even in cases where reciprocity is not attainable,
an NRA/NCL may still wish to recognise a release certificate from another NRA/NCL. This should
be possible, provided the releasing NRA/NCL has clearly established procedures that are

transparent and relevant to the NRA/NCL wishing to recognize the certificate or test results.

BRI Z DAMDOHIFI D T= 12 | FERECHRRIE ROV F MO AR R AR AR H 5
PHIENRV, L Lo, WAAERER TERWEETH>Th, 25 NRANCL 23,
ftE > NRA/NCL 35847 L7cm w b ) YV —RAEREOZ T ANEFLTI LT TE S, 2
D &L, vy PY YV —REFEM L7 NRA/NCL 2R FIEEZHESL L TR, THNEER
LB ROZIT AN E AL L TV 5 NRANCLIZ & » TERMENS H Y RS 28B 410, 7
REL 72 BITIEVR,

These types of approaches provide the advantage of limiting repeated evaluation and testing, and

serve to streamline the release procedure.

ZH LT a—Fiik, FMERRROME L2 BT A 2 ENTEZFIENHD, vy Y
Y — 2D FEEERROIZT B,

It is important to note that the product manufacturers should be involved in the establishment of an
agreement to share product information, since there are issues of confidentiality that need to be

addressed.

SFRBREEAETIMENRSHDLDOT mERELETHEE DR
TWRITIERLGZ2VWRIZEETHAZENEETH D,

WITBGEEE A L

When these types of arrangements are foreseen, specific SOPs should be developed to establish

clearly what information is necessary and how it should be received and processed before final

TOBORERTRIND L&,
EOLORERBLET, ThouaED LI

SR CTOBRAMA R Y P Y U —2AREBIN DRI
LTRTRY, E9MD B & na ik
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release on to the local market is accepted.

WZT A7 SOP bIER SN B _R&ETH 5,

7.3 Release certificate issued by the NRA/NCL of a producing/releasing country for United

Nations procurement

73 EEFROLDOMFEFHYE Y Y —ALTWAED NRA/NCL I X > TR END
Y Y —REEEAE

The responsible NRAs/NCLs are required to issue a certificate of release for vaccines that are
distributed through United Nations agencies (16). Vaccines distributed through United Nations
agencies are prequalified by WHO, to ensure that the products comply with the quality and safety
standards established by the Organization. This release certificate is issued on the basis of, as a

minimum, a review of the lot summary protocol for the relevant lot.

EEHE (16) 2L THESh3 V7 F U IcEEE2E TS NRANCL iX, TOU 7 F v
Ory M) Y—REERABERITTAZENRD NG, EEBEAZN LGS ET Y
F Ui, WHO BRESTZHERUREMERIZEE L TWVWD I & 2RIET 57292, WHO
WCEYVHEFRREEZIT NG, 20V Y —AERFI R L b EEny oY < =7
o ha—NOEEEZ T ETHITEND,

The responsible NRA/NCL plays a key role in ensuring that products meet the specifications
outlined in the marketing authorization and WHO recommendations. This is achieved by
maintaining regulatory oversight, assessing and approving changes to manufacturing processes -
including testing and specifications, compliance with GMP - and PMS of AEFL The release
certificate issued by the responsible NRA/NCL should be forwarded by the United Nations
agencies to the NRA/NCL of the receiving country, and the summary protocol will be provided

upon request.

EEZH TS NRANCL &, ZORGESEHERFTHAGEES WHO OEVEITRESN TS
BICEBLTWDZ L IO D BEREE LRI, Ziud, REEEREOMHR. X
Bk LB RN GMP OMESFLE O RE T o AT AEE O L AR, T
BAEEROTREREICL > TERIND, BEEZHT D NRANCL 23FETTHY U —
AFERAEL, EEME L ZEEO NRANCL 12 Eh, ERIZISL T~ —7 1 b
a—LbiRfEEh B,

The receiving country may wish to review the summary protocol to develop its

competency and have an overview of the vaccine quality.

ZREIFOEAIEZEDDHI LV IFUOREORBEYEME LT, ¥~
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In some countries, testing is undertaken on the product received by a competent
laboratory, in order to strengthen the NCLs' capacity and obtain information on
the quality of the product at the receiving site. If a deficient result is detected,

the responsible NRA/NCL should be consulted.

WL DmDETH, NCL DR/ EZANBIT COREDOMEIZET S
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8. Lot release certificate

8 =y N U—XEHE

A release certificate for each vaccine lot should be issued by the NRA/NCL and sent to the

manufacturer, confirming that the particular lot meets the approved specifications and related

#£UrFray hOY ) —RERAZET NRA/NCL 2255 ITEN., Benoy hREREN
FHBCEEDH AHEICABL TSI EEEMITALDE LT, MEEFIZELNS
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provisions. The release certificate is the official document authorizing the manufacturer to release
the lot on to the market. The certificate may include the following information:

@ name and address of manufacturer;

site(s) of manufacturing;

trade name and/or common name of product

marketing authorization number

® 6 e e

lot number(s) (including sub-lot numbers and packaging lot numbers if necessary)

type of container

e

number of doses per container

number of containers/lot size

date of start of period of validity (e.g. manufacturing date) and/or expiry date

storage condition

signature and function of the authorized person and the agent authorized to issue the certificate

the date of issue of the certificate

the certificate number
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Other details - such as dosage form, strength of the product, registration code (NRA/NCL code for
lot release) - may also be included in the certificate, according to the requirements of different

countries.

FNFNOEOEREEIC L2 - T, TS, 3R, MAaHophH, BFgEa—F (»
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The conclusion should be included clearly in the certificate, stating, for example: "The lot
mentioned above complies with the relevant specification in the marketing authorization and
provisions for the release of biological products and has been approved for release”. The statement
should also give an indication of the basis for the release decision (e.g. evaluation of summary
protocol, independent laboratory testing, specific procedures laid down in defined document-ete- as

appropriate).
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For lots that fail to comply with the provisions, a different form should be issued, ideally with a

different color from the approval certificate, which clearly states that the lot is non-compliant,.

HEILEE L)ooy MZOWTIE, F0uy MAREATHD I E2PRTHER
X OEE BEEMCEY Y —REHELRERIAOAMREHER) 2RITTREThH
50

It is advisable that the language on the lot release certificate is the national language, with an

English translation of the information.

2y b YU —ZFERECHEA SN D EEIL, BMOTRICMA TERIZEH T2 %
HLR4D,
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Appendix 1

fHE3E 1

A model procedure to document the decision-making process in lot release

a2y h U —RZBITEEERREEREEZ XELTIFEOET IV

This Appendix is intended to assist NCLs in documentation of the information and the process used
in the evaluation of specific issues in vaccine lot release. Examples include:

m release of vaccine lots in emergency situations such as a vaccine shortage due to a disease
outbreak, natural disaster, manufacturing problems (e.g. OOS)-ete- or other unforeseen
circumstances;

m periodic evaluation of the frequency of independent testing (to consider modification,
suspension or continuation of the current strategy);

m periodic evaluation of tests performed for lot release of a particular product (to consider

deletion, inclusion or modification of given tests).

ZOMBXEE, VI/Frouy bY U —RCHEE OMBEY BT 2 BICER S DR
7Y RZONT, NCLIZE 2 XENMEFIT T2 L2 BERLTWD, FFEORBED
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72 ®1Z)
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BAUIEEZBETT 2 729D12),

Since each situation is specific, it is expected that modifications to the structure and content of this

template may be required in order for it to be applicable to different issues.

RTENENIHERA 2 b ORDT, $iF 2 R LMBICERT 272012, TOMR L
WEZEET DT ENLECRD LB D,

1. Issue

Define the problem/issue to be analysed.

2. Purpose/objective
Outline the purpose and/or objectives of this analysis (for instance, to evaluate the consistency of
production of a vaccine) and explore whether changes to the frequency of independent testing or

elimination of a specific test are justified on the basis of the consistency of production.

1. Fnﬁglﬁ
ST D & /RIS T D,

2. HEY/EEE

IOGFORHRC/ I RZEHKICERT D B v FoBED—BEEFHME L.
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3. Background

Give a brief history of the problem/issue and identify critical information.

4. Issue analysis
List all key components of the issue to be analysed, taking into account relevant information from
the NCL/NRA and manufacturers. Justify the results/conclusions with regulatory and scientific

data, including published and unpublished information.

5. Options analysis
m List all the options considered to address the issue/problem, including the status quo.
m List and discuss the positive and negative aspects of each option.
m Outline the proposed solution or accepted alternative and why it was selected.
m If relevant, discuss the benefits and costs of the proposed solution compared to the benefits

and costs of the other solutions.

6. Considerations
Identify any additional relevant information. For instance, discuss with other NCLs that are
responsible for releasing this vaccine in other countries, in order to share information regarding

production and quality control of this vaccine.

7. Recommendations

Indicate what the recommendation is and who is responsible for its approval.

8. Implementation and evaluation plan

(- R DOFEIMOMEIZRRY Bdb 5 & HET L)
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IR FRAOREOWIRZTLH L, ERRFERERET 2,

4. B D5
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Show how the proposed changes will be implemented in terms of timing, organizational and
personnel changes and resource allocation.

Indicate when and how the proposed changes will be evaluated and against what benchmarks.

9. References and attachments
Include any references, reports and relevant information used in the risk analysis, such as GMP
inspection report, regulatory post-marketing unit report, quality-control product report from the

NCL, and/or a summary of decisions regarding variations submitted for regulatory approval.

I approve the recommendation proposed in this analysis,

Dr [insert name]

Director of National Control Laboratory
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