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Q. Which classes of lots are subject to lot release?
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2.1 Consideration for Establishing Lot Release Procedures by NRA/NCL

Initially, the NRA/NCL should test the vaccine in addition to 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
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Q. What percentage of lots is tested?
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Q. What percentage of lots is tested?
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Evaluation Groups

® Group 1A/ 1B {clinical Iots / consistency, pre-market only)
B Group 2 (lab testing and protocol review)
& Group 3 {protocol review) |

# Group 4 (company informs BGTD of tots in the matket)

It is o risk-based approach which allows BGTD to allocate
resources based on priogities - risk is periodically reassessed,
product can move from one category 10 another
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BGTD: Biologics and Genetic Therapies Directorate @
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Evaluation Group 2

B Lot Release: Testing and protocol review

® Manufacturer subimits samples and protocols for each
fot

% Selected tests are performed and the protocol is —
reviewed

8 Release letter is dssued for each lot fo be marketed in
Canada

® Most vaccines are placed in this group

“(BGTD 1244)
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Evaluation Group 3

# 1 ot Release: Protocol review

8 Manufacturers submit protocols for each lot
# Protocol seview

& Release letter is issued foreach lot to be marketed in
Canada

# Samples may be requested for periodic testing —e
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Factors considered during assignment of products to Evaluation Groups

1 Product Indication

e age of target population (e.g. infants, seniors etc.)
®

2 Nature of the Product

e source and level of control of the raw materials

e complexity, robustness and level of control of the manufacturing process
e

3 Production History

4 Inspection History

5 Testing History

6 Post-market Experience

GUIDANCE FOR SPONSORS Lot Release Program for Schedule D (Biologic) Drugs (Health Canada 2005)
13
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Yearly Biologic Product Report _
(YBFR) - Implemented 2006

¥ The information from the YBPR could be used to
assess the ongoing safety and quality of the
product, to verify the consistency of the process,
and to highlight any trends. BGTD will review the
YBPR and, where appropriate, notify sponsors of
changes in the assignment of the Evaluation _
Group.

(BGTD &40
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4.2.4 Criteria for Selection of Tests for Lot Release and Percentage of Lots to Be

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

Key elements of focus where tests may be considered necessary include appearance, identity, potency,
specific safety and for some products thermostability. = ==«=<==x=- Some parameters are better monitored
through other tools such as GMP compliance. 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.
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Q. What items are tested when independent testing of acellular pertussis vaccine is
performed?

Q. What items are tested when independent testing of human papillomavirus (r-
DNA) vaccine is performed?
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Q. What items are tested when independent testing of acellular pertussis vaccine is
performed?
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Q. What items are tested when independent testing of human papillomavirus (r-
DNA) vaccine is performed?
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4.2.2 Prerequisites for Setting Up Independent Testing for Lot Release

--------------- NCLs should discuss with the manufacturer the transfer of assays if required. This should
begin as early as possible in the marketing authorization procedure to allow transfer and
qualification/validation of the methodology prior to apply to the first lot for lot release testing.===-<=x=======
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4.2.4 Criteria for Selection of Tests for Lot Release and Percentage of Lots to Be

Development of testing methodology and capability should begin as soon as possible for both responsible
NRA/NCL and manufacturer, possibly at the clinical trial stage.=se=sscesssacsssancasacacsncvasnesnnanas
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Q. For a new product, at what stage do you usually start a collaboration/discussion
with a manufacturer regarding development and/or transfer of testing methodology
and capability?
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Q. For a new product, at what stage do you usually start a collaboration/discussion
with a manufacturer regarding development and/or transfer of testing methodology
and capability?
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2. General Considerations

Lot release is part of the whole regulatory framework which includes marketing authorization, GMP (good
manufacturing practices) inspection, and post marketing surveillance (PMS) etc. The relationship
between the NRA and the 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.
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4.2.2 Prerequisites for Setting Up Independent Testing for Lot Release

----- Knowledge of the marketing authorization dossier is essential to identify and assess the critical
parameters for testing. Ideally the NCL staff should be involved in the marketing authorization evaluation
process (for pharmaceutical quality information at least).

...............................................................................................
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4.2.3 Establishment of Testing Policy

-------- Other information to be considered includes GMP inspection report, adverse event following
immunization (AEF1) report, product complaint and other post marketing surveillance safety and quality
lnformatlon ------------------------------------------------------------------------------------
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4.2.9 Evaluation of NCL Resulis

A feed back mechanism from NCL to NRA and/or the GMP inspectorate is highly advisable in order to
coordinate and optimize regulatory actions (e.g. urging license variation, refinement of product specification
based on trend analysis etc.).
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TR IAE (AEFI) PMDA/E%% ~ Other than BGTD
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AEFI: Adverse Event Following Immunization
BGTD: Biologics and Genetic Therapies Directorate
PEIl: Paul-Ehrlich Institut
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QOCABR: More Than Just Batch Release

#'| Real-time monitoring of trends in consistencya™
global picture, not possible through spot-checks

Proacive action before the product reaches
the patient

Campiaments GMP inspections, MA
: evaiuam{x ;nﬁ monograph ﬁevéom

for action)

Helps ensure an independent technical expertise for
ranchesofthe reguiatcry scheme

(EDQMIRHE)

OCABR: Official Control Authority Batch Release
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Regutar independent monltoring of
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2.2 Encouragement of Networking and Work-sharing

Regional laboratory networks can serve as a forum for sharing information, exchanging experience on
technical issues and facilitating assistance between NRAS/NCLS.»=sereesaasansosccassannsacccananaass
Development of a network expands the capacity of individual NRAs/NCLs beyond their own limits through
work-sharing and ideally avoids having the same lot tested a number of times unnecessarily by different
NCLs by building confidence in the evaluation performed by other network members.===esssseeeazcss nees
Although full mutual recognition of lot release certificates among NRAsS/NCLs would be ideal, it is
recognized that it is a complex issue with a number of difficulties in practice. Nevertheless an effective
regional network can help build the foundations necessary for such a goal.
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(EDQMIZ#L)
OCABR: Official Control Authority Batch Release
OMCL.: Official Medicine Control Laboratory
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QCABR Network

OCABR Vacdine fﬁﬂg 7 members representing the
Grow, major BR OMCLs

(EDQMIZ#)
OCABR: Official Control Authority Batch Release
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OCABR: Official Control Authority Batch Release
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CCABR: How it works
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OCABR: Official Control Authority Batch Release
OMCL: Official Medicine Control Laboratory
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Industry Perspective US FDA Vaccine Lot Release

Peter J. Mlynarczyk

Quality Assurance Director

Authorized Official for Lot Release & Global Vaccine Release Liaison
Merck & Co., Inc.

This presentation will provide an understanding of the US Vaccine lot release system, the regulations
that govern the process, systems used, an understanding of key requirements that facilitate lot
release for CBER and manufacturers, and introduce the topic of alternatives to lot release. This
presentation will also discuss how and when sample and protocol requirements are defined, how
CBER manages to support product launch upon Biologic License Approval, and provide an
understanding of CBER performance considering the number of lots received for lot release.
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 Peter J. Mlynarczyk

24 years with Merck

18 years in Quality, supporting FDA and International Lot Release
10 years Merck CBER Liaison

1 year Authorized Official for Lot Release
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= Acknowledgement:
- Presentation is based on:
= "CBER's Lot Release System: Overview of the Current Process”

hitp://fda.vorkcast.com/webcast/Play/8589e08c935d4fb793a5a5674f0d637
id

= Quality experience and shared experience with lot release individuals from
multiple companies
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- Lot Release is a component of the overall US system for
regulation of licensed products to ensure release of safe
and effective products. This system of regulation for
products includes the following:

Biological License Application (BLA) Process

Establishment of sample requirements and lot release protocol content

Inspections

Approval of Supplements and filing of Annual Reports to BLA

Review of Biological Product Deviation Reports (BPDR) & Adverse
Events
= BPDRSs - Reportable deviations electronically submitted to FDA involving
distributed product that may affect safety, purity, or potency.
Lot Release System
= Review of data in lot release protocols
= Selected lot release testing

|

|
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|
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Products licensed under the Public Health Service Act are subject to lot release,
which includes vaccine products.

Lots may not be distributed until released by CBER.

Currently, there is no mechanism to accept releases from other regulatory
authorities.
The lot Release process is initiated during the license application review process.
= Protocol content/format is negotiated between manufacturer and CBER
~ Data to be reported and specifications are agreed upon.
Agreed upon format is used for future lot release applications

Knowledge of the manufacturers analytical methods and product specifications
from the license application allows CBER to use lot release protocols as a means
to monitor (real time) manufacturing performance, assess impact of manufacturing
changes, and assure product quality.
All lots manufactured and licensed in the US are subject to CBER lot release.

CBER Lot release can be for Drug Substance or Drug Product or both
Lots manufactured in US, but, not approved in US may be exported from US
without CBER lot release under Section 802 of the Federal Food, Drug, & Cosmetic
Act (FDCA).

All lots imported for US distribution %

iE‘i‘:ibtgect o CBER lot release.e &i&ﬁ%&fm
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« 21 CFR Part 610. Subpart A. provides the basis for the lot
release process

= Sec. 610.7 Tests prior to release required for each lot.

+ Lots cannot be released until the manufacturer’s testing is complete;
testing should not be performed until the manufacturing processes that
may affect the testing have been completed.

+ Specifically:

« "No lot of any licensed product shall be released by the manufacturer prior to
the completion of tests for conformity with standards applicable to such
product. Each applicable test shall be made on each lot after completion of all
processes of manufacture which may affect compliance with the standard o
which the test applies. The results of all tests performed shall be considered in
determining whether or not the test resuits meet the test objective, except that
a test result may be disregarded when it is established that the test is invalid
due to causes unrelated to the product.”

MERCK
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+ Sec. 610.2 Requests for samples and protocols; official
release.

- Provides the basis for manufacturers to submit samples and protocols to
CBER (provisions for lot release approval letters)

- Indicates the manufacturer shall not distribute material until the CBER
release is issued.

—~ Provides for alternatives to lot release

= je. Blannual submission of one lot of Drug Product and Drug Substance to

CBER under surveillance with samples and protocols.

- Specifically:
“a} Licensed bivlogical products regulated by CBER . Samples of any lot of any licensed product together
with the protocols showing results of applicable tests, may at any time be required to be sent o the
Director, Center for Biolegics Evaluation and Research (see mailing addresses in $00.2 of this chapter.
Upon netification by the Director, Center for Biologics Evaluation and Research, a manufacturer shall not
distribute & 1ot of a product until the lotis released by the Director, Center for Biologics Evaluation and
Research: Provided, That the Director, Center for Biologics Evaluation and Research, shall not issue such
notification except when deemed necessary for the safety, purity, or potency of the product”

€3 MERCK
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- Taken by manufacturer from license defined manufacturing steps.

+ Submitted directly to the Product Release Branch (PRB) sample
custodian by courier with correspondence indicating purpose of
samples i.e. for release.

- Can be submitted in parallel to the manufacturer’s testing (saves
time with CBER not becoming lot release bottleneck, CBER
release cycle time typically < 30 days).

- CBER has consolidated from multiples sites to one site in Silver
Spring, Maryland for the entire organization (CBER Laboratories
are all on site)

* PRB:

+ Receives and holds samples.

+ Informs product specific distribution list of Scientific Reviewers of
sample availability for confirmatory testing and provides them with
protocol for review. € MERCK

- Scientific Reviewers determine if the product requires
confirmatory testing according to the product lot release testing
plan and may request samples from PRB.

= Testing plans provide a system to determine which lots the Center will test.

+ Testing plans are risk based and determined based on CBER expertise and
the resources available.

+ CBER does not perform confirmatory testing on every lot and also do not
inform manufacturer of which lots will be tested.

» Lot Release Testing Plans are defined as — documentation of CBER's
current approach to evaluating licensed product including circumstance
under which CBER would or would not conduct testing.

+ SOPP 8408.1 Development of Testing Plans and Release of Lots as part of
the Approval Process

ot fda gowBistogicsBlongYaccinesiGuidance Compliance Reautstorvinformation/Procecures SAPPsALm 245350
< CBER Laboratory Quality Policy Manual describes the Quality

System applicable to the evaluation and testing at CBER of
regulated biological products.

& MERCK




Functional System in place with written procedures.

Uses scientifically sound methods.

CBER has participated in collaborative studies and developed
many tests.

Tests are performed/supervised by experts in the field

Evolving Program to:

> As applicable perform confirmatory testing that adds value to the
regulatory/lot release process

» Maintain Assay Proficiency
Laboratory Quality System was Accredited to ISO 17025 in
October 2010.

& MERCK
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Developed during product IicensurebetweenCER and the
Manufacturer as part of SOPP 8408.1

+ Forms of Protocol Submission:
= Paper (mostly new products ~10 non-launch lots to establish
consistency then can move to electronic)
+ Electronic Files (Protocol + Electronic Submission Letter)
« Compact Disc (CD)
« Electronic Submission Gateway {preferred)

+ Protocols are received by the PRB and routed to scientific

reviewers.
« Paper document are manually routed.
« Electronic documents are loaded into the Electronic Tracking Database
and circulated in parallel.

+ Reviewers ensure that reported manufacturer testing is reviewed/trended
and meets the licensed specifications.
€ MERCK
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- Key Manufacturing Lot Release Process Activities
+ Authorized Communication List

+ Authorized Official for Lot Release
 Authorized Contacts/Cali-in
« Authorized Lot Release Protocol Signers (includes supporting documents)

= Sample Submission

+ Need for samples (or not) is discussed between CBER and the manufacturer
during the license review process i.e. drug substance samples may not be
required.

= Protocol Submission

+ Protocol content is negotiated during the license review process.
- CBER requests the manufacturer I propose testing, spec and data 1o be reported.

- CBER and Manufacturer coliaborate (o ensure reasonable testing information is
provided Le. data is valuable to assess quality of lot & is not of extreme hardship to
produce per lot.

+ Samples and protocol requirements are formally

communicated in product approval letter.

QMR

CBER Follows SOPP 8408.1 Development of Testing Plans
and Release of Lots as part of the Approval Process

Samples and agreed upon protocol submitted during filing
review

CBER and Manufacturer coordinate to have materials
provided to CBER with enough time to release product around
PDUFA (Prescription Drug User Fee Act of 1992) date.

No product can be released unitil the BLA is approved.
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