Correlation between tests was difficult to establish and even more so with multi-
component vaccines. Sometimes the traditional in vivo method could be less sensitive
than in vitro antigen detection assays. On the other hand, in vitro methods may not detect
antibody or CMI responses relevant to protection. When ensuring vaccine potency, it
was essential to use assays that measured relevant responses. The introduction of new
technology to lot release should be based on an understanding of the mechanisms of the
processes being monitored and should involve collaboration between NCL and

manufacturer.

The quality of the reagents used was crucial and the quality, stability and mode of use of
these needed to be monitored by the NCL. New challenges in vaccine testing would be
posed by new adjuvants and delivery systems and innovation in methodology was

essential.

Dr R Gupta (CBER, FDA, USA) summarized the approach of the FDA to updating
requirements. Post licensing changes were regulated by the CFR and covered issues such
as product, production process, QC, equipment, facilities, personnel and labeling. To
justify changes the applicant must demonstrate lack of adverse effects on the product.
This could require validation studies and possibly clinical and/or nonclinical evaluation.

The US approval process was generally quick (<6 months).

The need to maintain expertise was recognized by CBER and systems were in place for

achieving this.

Conclusions
In the light of these presentations, an extensive discussion ensued and a number of key

issues were identified:
1. There was general agreement from both regulators and industry that lot release for

vaccines was desirable to provide additional assurance of safety and quality to

both manufacturers and public and to promote confidence in immunization.
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However, the process had to be reliable and not disrupt vaccine supply. Clearly

there was a need for improvement in the present system.

There was a need for a clear definition of lot release and its purpose. At present,

various interpretations were in use.

. It was not clear as to what exactly was required for lot release. Current WHO
guidance on specific vaccines tended to leave decisions on what should be done to
the discretion of NRAs and NCLs. This was intended to permit adaptation of
requirements to local conditions. However, regulatory authorities often found this
unhelpful and it led to a diversity of interpretations and requirements, creating

difficulties for industry.

. Protocol review was accepted as part of the process but it was not specified what
this should involve. The content and quality of protocols varied widely and it was
not clear how they should be reviewed. The possibility of developing standard
recommendations on protocol content should be examined. Similarly, a standard
operational procedure for protocol review should be developed. Some NCLs
already had these as part of their quality systems but a common approach was

needed.

Clarification was needed on whether testing should be an integral part of the lot
release process for vaccines and if so, which tests should be recommended. This
aspect was a major cause of dissatisfaction for manufacturers who could have
products rejected because of inaccurate out of specification test results. It was
important for testing to be relevant and accurate. Tests should be focused on
safety and efficacy rather than peripheral issues. The NCL should be fully
competent in the performance of the tests undertaken and ideally should be

subject to external oversight.

—140—



6. Resource was a major problem for most NCLs especially in developing countries.
Facilities, equipment, expert staff, training quality standards and reliable reference
materials were essential but not affordable in many cases. This needed to be
addressed at national level but greater international cooperation could alleviate the
problem. It was unlikely that all NCLs could be elevated to the required level of
competence in all tests within any realistic time frame. However, the
establishment of Regional Networks with sharing of work between NCLs
specializing in the more difficult procedures could result in a much more rapid
and less expensive solution. Some progress towards this had already been
achieved in Europe although there was probably some way to go before mutual
recognition equated with mutual confidence. This could be promoted by

investment in facilities, training and a system of external audits.

7. It was recognized that the process of lot release was not the only approach to

monitoring vaccine quality. GMP inspections, post-marketing surveillance and

annual reviews of reported data were all essential to the process. However,
because of the inherent variability of biological systems, lot to lot variation

remained a problem and required monitoring.

8. Independent testing during the development stage was recognized as beneficial to
manufacturers and NCLs. Early involvement of NRAs/NCLs in the process of
vaccine development was recommended. This could facilitate the development of
meaningful test procedures and lead to a smooth transition between clinical and

post-approval lot release.

9. The development and maintenance of competence are important issues. Changes
in product marketing or immunization policy can lead to disappearance of
products from some countries or regions, leading to loss of experience by NCLs

in testing these products. This issue needs to be addressed on a global basis.
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10. The updating of test procedures to adapt to new products or to improve /replace
existing methods is an important issue. Regulatory authorities need to examine
ways to expedite this often lengthy process. It was also important to ensure that
new procedures provided the level of assurance required and were not simply

responses to political pressures e.g. for elimination of in vivo testing.

The issues to be addressed in the context of a wider international consultation included:

1. Review of the current situation in the light of the first meeting
e Definitions
e NCL perspective
e Manufacturer perspective
2. Approaches to lot release
e Producing countries
e Procuring countries
e Regional networks
3. Procedure
e Protocol review or protocol review or protocol review plus testing?
4. Protocol review
¢ Essential elements to be included
e Testing methodology
e Calculation of quantitative data
e Critical review
5. Independent testing as part of lot release
o Criteria for test selection
e Frequency
¢ Changes in methods and validation
e Invivo to in vitro replacement
o Trend analysis

6. Reference preparations
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7. Provision of relevant information

e NCLs
- Collaboration and exchange of information
- Content of release certificates
- Provision of additional data

e Manufacturer
- Release protocol
- Annual report
- Other
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Checklist for Protocol Review
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Independent Testing

BEGRE) &Y NCLABEEDT—2IEOEHA
DEBEEHNSGA—ALHEO—ENREERTHEN
AIREE7E D,

HREBONEKRABEICI—F/\vIEhHIEN
HiEand, fIzE. RREHEORBETOLENEN
FEZah3, EFIMERIGMPERE DBITLES,

Lot releaselZHR5E (RER) ZEA T OO L EFH

RBEEHRTAEEL/NTA—SERET B0,

HHNBEEBHMLTWEARLELRHS.

NCL AEEEEMN ZENREENS (D
1EL . RBEIZRHABERIZOVTIIAENBLETH
3),

SEEHEETIE.QMSOBFEMABETHD
(1S017025%)

—151—

'3



Establishment of Testing Policy
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Importance of Reference Preparations for Lot
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Release Specifications
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Lot Release Certificate
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