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September 29, 2000

Dr. Ph. Brunet, Head of Unit

European Commission

Enterprise Directorate, Pharmaceuticals and Cosmetics
Rue de la Loi 200

B-1049 Brussels

Belgium

Ref:  EU GMP Guide, Annex 17, Parametric Release, Draft, 6 April 2000.
Dear Dr. Brunet:

Enclosed please find PDA comments on draft Annex 17 referenced above. PDA is an
international professional association of more than 9,000 individual member scientists
having an interest in the fields of pharmaceutical manufacturing and quality. A
substantial number of our members work for pharmaceutical companies located in the
European Union, and many others work for international,companies that will be
affected by the implementation of Annex 17. Our comments have been prepared by a
group of international experts in the fields of validation and regulatory affairs.

Immediately following are our major comments. Attached also find an annotated draft
of Annex 17 showing revised, deleted and added text, and an explanation for each.

We trust our comments will be useful in preparation of the final guidance.

Maijor Comments

1. The Annex is written as guidance for inspectors rather than for manufacturers.
The draft annex is an almost verbatim copy of PIC/S guidance (PR 2/99-1,
October 1999} for parametric release which contains inspection guidance for the
GMP inspectorates and information on collaboration between inspectors and
marketing authority assessors. Such guidance is inappropriate for inclusion in the
EU GMP Guide, the purpose of which (according to the Introduction) is to
provide “sufficient detail for manufacturers to be made aware of the essential
matters to be considered when implementing the [GMP] principle.”

2. The safety (sterility) of sterile medicinal products is contingent on process
validation, monitoring and control of the manufacturing operations, not in the
sterility test. GMP requirements for sterile product release should be applied to
all manufacturers of such products irrespective of whether a company chooses to
perform a stenility test or apply for release based on control of parameters.
Regulatory approval of parametric release, on the other hand, is an administrative
decision involving the amount and type of data the approving authority will
require in order to make a decision about approval. The Annex seems to confuse
the difference, suggesting at times that implementation of parametric release may
require more rigorous GMP controls on the part of the manufacturer.



Dr. Ph. Brunet .

PDA Comments Re: EU GMP Annex 17

September 29, 2000 ¢
Page 2

3. New GMP guidance for sterile medicinal products should be in a revised Annex 1. Draft Annex 17
contains much guidance which more properly belongs in Annex 1 of the EU GMP Guide,
“Manufacture of Sterile Medicinal Products.” Some of this guidance goes to a greater level of detail
than the current Annex 1 and, in some cases, proposes more stringent controls than the current EU
requirements. Public discussion of such guidance could occur during the revision of Annex 1.

4. Parametric release for other types of testing should be in a different guidance. The approval of
parametric release for testing other than the sterility test (e.g., testing of starting material, in process
and final product testing) involves issues that are very different from terminal sterilization. In order to
maintain the utility of the current document, other uses of parametric release should be deleted from
this draft and addressed in a separate technical guidance.

5. Guidance on the use of parametric release should be incorporated in the related Note for Guidance
rather than the GMP Guide. In view of points 1-4, above, PDA proposes that any revision of this
guidance be converted to an annex to CPMP/QWP/3015/99, Note for Guidance on Parametric
Reiease, where the elements that require emphasis to support parametric release can be incorporated.
The Note for Guidance is the correct place where the collaboration of assessors and inspectorates can
be addressed, and where the prerequisites for acceptance of parametric release are described in a
general way.

Attached also please find copies of PDA Technical Report No. 30, “Parametric Release of Pharmaceuticals
Terminally Steritized by Moist Heat,” which represents PDA’s current thinking on this topic.

To further assist with the development of this annex PDA offers to host a public forum or workshop, on
terms suitable to the authorities, to develop public dialog and expert opinion on the necessary aspects of
parametric release. If you have any questions regarding our comments, or how we may assist with further
development of the draft, please contact me,

Sincerely,

Edmund M. Fry
President
fry@pda.org

Enclosures: PDA annotated revision of Annex 17
PDA Technical Report No. 30, “Parametric Release of Pharmaceuticals Terminally
Sterilized by Moist Heat”
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with a deadline for comments of September 2000.
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1. General Introduction

1.1 The term Parametric Release is used in several different ways in the

Pharmaceutical Industry. The definition of Parametric Release used in this docurnent is based on
that proposed by the European Organization for Quality: " A system of release that gives the
assurance that the product is of the intended quality based on information collected during the

manufacturiné process, 4
H 1]

[Explanation: There is no specific GMP related to parametric release. See covering
letrer.] '

2. Purpose

2.1 The purpose of the document is to provide guidance for industry and competent authorities
concerning the expected procedures and measures in cases where
i i = i ! Parametric Release to replace

during-preparationfor-inspections—of companyprepises—whore—
the sterility test has been approved or applied for. In—additien—the documentprovides—a

[Explantion: See General Conumnents in covering letter. }

3. Scope

3.1 This guidance attempts—te-covers only the elimination of the sterility test based on approval
of furmnem’c refease for terminally sterilized medicinal product. a-wide-scope-thatincludes—a

o bioay o albine ta o ats) alol - o 15 a a¥ale = - Nadd-arod

a ata A hinm tha k o a

[Explanation: Scope should be limited to parametric release. See covering
letter.)

4, Definitions / Glossary

[Explanation: Delete. FMEA and HACCFP are concepts which are not generally
used in the manufacture of pharmaceuticals today. (These concepts are widely
recognized in the Device Industry) To establish FMEA and HACCP as official
methods for analyzing pharmaceutical manufacturing processes, would require the
creation of a respective guideline and a broad discussion and consensus in the
pharmaceutical field. It is inappropriate to infroduce these quality concepts in the
context of parametric release, where end product testing of limited diagnostic value
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is to be replaced by GMP-compliant procedures. It should be up fo the individual
company to cloose and justify analysis mechanisms for their processes. ]

Parametric Release ) ]
system of release that gives the assurance that the product is of the intended

auality based on information collected during the manufacturing process-and-on

[Explanation: There is no specific GMP requirement for parametric release. |

233 - O a¥a R atdmrale dats
ata A

1)
ate ' O30 cla iR ed-bBIocesse

[Explanation: Delete this term as the reduction of Imumman error, human or
otherwise, is the fundamental concept behind GMP, risk analysis procedures,
validation of automated processes, validation of software, etc.]

Sterility Assurance System . )
The sum total of the arrangements made to assure the sterility of products. For terminally
sterilized products these typically include the following stages:

a Preduct design.
b Knowledge of and, if possible, control of the microbiological condition of starting
materials and process aids ( e.g, gases and lubricants ),
(c) Control of the contamination of the process of manufacture to avoid
The potential for ingress of microorganisms and for them 1o subsequently multiply
i iplication In the product.

[Explanation: Delete as this level of guidance is too detailed for this general
part of ihe document which should be intended to give advice for parametric
refease and not to rewrite basic GMP requirements. |

—(d)  Prevention of mix ui between sterile and non sterile product streams.

[Explanation: Delete item (e) as parametric release is intended to replace
sterility testing, and not to guarantee integrity over shelf life, which is not
assured by ua sterility test. If needed, there should be a special section related
to container closure integrity, perhaps under product design. |

Ef) The sterilization process. ) .

-----

[Explanation: Clarity, The total quality system is not a stage of the sterility
assurance system.] |

5. PART I

ELIMINATION OF ROUTINE STERILITY TESTING FOR PARAMETRIC
RELEASE

5.1 Introduction

5.1.1 This section is only concerned with that part of Parametric Release which deals with the
routine release of finished products without carrying out a sterility test. —Elimination—ai—the

stariliytest-Any sterilization process, whether pharmacopoeial standard conditions are applied
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or not, is only valid on the basis of successful demonstration that predetermined, validated |
sterilising conditions have been achieved.

[Explanation: A non-validated sterilization procedure cannot be made valid by a
sterility test with its known statistical insignificance. This is true for standard and
non-standard sterilization processes. |

5.1.2 It is generally recognised that a sterility test only provides an c&pportunity to
de]:ect a major failure of the sterility assurance system which should be more reliably detected by
other means. & hand-thesterility-test does-provide-thelast-chance-1o a-failure

= G ra

[Explanation: Delete. While it is true that sterility testing may provide an
opportunity to detect a sterility failure, a negative result does not by any means
provide an assurance that the product is sterile. The statistical linitations of the
sterifity test dictate that its value should not be over-emphasized. Futher, the draft
deals exclusively with products ferminally sterilized in their final containers. While it
can be argued if aseptic processing operations are inherently insecure, such
processes are not in the scope of the draft.]

hares—his-aspectetParametr place if the data demonstrating
correct processing of the batch provides sufficient assurance, on its own, that the
process designed and validated to ensure the steriligf of the product has been delivered and
providing the following Principles have been respected.

{Explanation: The wording of the section is vague and the intent is inconsistent with
the purpose of the document which sould be to define what industry needs to do from
the GMP perspective to support parametric release. Delete first three words of
second sentence for clarification. |

5.2 Principles

5.2.1 Elimination of routine sterility testing can ar present only be approved for products
terminally sterilized in their final container.

[Explanation: Clarification]

5.2.2 Sterilization methods aceording—toEuro—Ph—requirements using steam, dry heat and
ionising radiation which are accepted as being fully GMP conipliant based on the guidance

given by the pharmacopoeias and guidance documents of the regulating authorities may be
considered.

[Explanation: With respect to the present focus on mutual international recognition,
this document should not focus exclusively on the European Pharmacopoeia, but
remain open to procedures accepted by other regulafing authorities in the process of
MRA. In any case, there are other official documents even from the EU, which
should be considered here (e.g. EMEA decision trees).|

5.2.3 In the event of tnacceptable deviations in the sterility assurance system a satisfactory result |
from a sterility test provides no evidence to justify the release of a batch of product.

authonsed-

[Explanation: Not every possible deviation in the sterility assurance system must be
considered critical. Critical parameters need to be defined. Delete bst sentence. The
draft should be specifically intended for parametric relese and not be a general GMP
rewrife. |

5.2.4 Authorisation for elimination of routine sterility testing should be given, refused or
withdrawn jointly by those responsible for assessing products together with the GMP inspectors.

The details of this collaboration are described in CPMP/QWP/3015/99 draft.

[Explanation: Clarification. |
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{Explanation: Delete. This document should not be addressed to inspectors. Details
of the requirements are given under 7 and do not need to be restated here.}
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[Explanation: Delete. This is assessor information. Further, as parameiric release
is based on process control, acceptance should be connected with a process and ifs
associated guality assurance and not with historic sterility testing results for an
individual product.f

£ 27 e wntikelod o bloc forasite would be considesed:

[Explanation: Delete. This is assessor information. F urther, as parametric rele ase
is based on process control, acceptance should be connected with a process and its
associated quality assurance and not with historic sterility testing results for an
individual product. Approval en bloc for products manufactured according fo the
same appraved procedures may be possible.]

5.3 The general basis for authorisation by the GMP Inspectorate
|2

[Explanation: Delete. This describes the information an Inspectorate may consider
in making their decision. In addition, we are not aware of any unified system where
a company’s GMP is ranked from good to excellent (or otherwise). The milestone
for an approval is generally the actual GMP compliance and not what is called
“historical compliance to GMP.”

This type of guidance suggests a basic distrust in parametric release and an overtrust
in sterility test. This could be interpreted that a compaity which is not committed to
GMP would still be acceptable to produce sterile product as long ay the sterility fest
is being performed. |

5.3.2 The history of ponsterility-of productand-efresulis of the sterility tests results carried out

on the product in question tegether and/or of with products processed through the same or a
similar sterility assurance system should be taken into consideration.

[Explanation: Clarification. The history should be directed to the sterility assurance
of the process and not to a specific product. “Similar” should be more clearly
defined or gnidance given so that there is consistent Judgement of “similar.”’|

5.3.3 The sterility assurance system should be evaluated by inspection and review of
documents and found to be in compliance with GMP. fullycapable-and-robust—Appendix | [

expands upon this.
|
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[Explanation: There must be a clear standard against which the inspection should
be conducted. *‘Capable and robust” is not a defined description of a quality
standard.]

5_4_4_@4_\(_@;\‘ Tncmactarate anbroval-and Aorandina ontherocults af tha avaluation-of
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[Explanation: Delete the entire section as it describes authorisation and assessor
information. The general procedures for collaboration between inspectorales and
assessors is addressed in the CPMP drafl. In that guidance, it should be made clear
that a positive inspection of the GMP inspectors should lead to the evaluation to
accept the elimination of routine sterility testing.]

6- PART-II
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{Explanation: Delete. Extension of parametric release to other cases than sterility
testing, should not be part of this technical guideline. See covering lefter.]

7. APPENDIX I

DETAILED GUIDANCE CONCERNING THE ELIMINATION
OF ROUTINE STERILITY TESTING

[GENERAL REMARK

APPENDIX 1 needs to be substantially rewritten. It should contain only technical
requirements strictly related to parametric release. As written, the present draft
suggests that basic validation principles for sterilization processes become more
critical once the test for sterility has been abolished. PDA strongly believes that all
sterilization processes have to be properly validated. A sterility test cannot add any
significant sterility assurance to a properly validated process, so there is no reason
why abolistunent of the sterility test should be linked to a rise of the validation

requirements. Instead, emphasis should be on assurance that the process is properly
validated.

Where additiona! GMP relevant information should be required, this should be
included in an appropriate revision of GMP-Annex I, Manufacture of Sterile
Medicinal Products. It should remain clear, however, that parametric release can
only be a release procedure and no specific form or expansion of GMP can be
created just for this case. GMP applies to all processes irrespective of the way to
release a product. For this reason it is also not acceptable to fornuiate a general
expansion to GMP-rules in a specific guideline related to parameiric release. ]

7.1 Introduction

[Explanation: Delete the entire paragraph. See General Remark. No introduction is
needed at this point. |
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{Explanation: Delete. This section is vague, confusing and unnecessary. A clear
statement would be needed that parametric release may, in part, be based on the
existing documentation. Most of the paragraph seems to be an instruction to
inspectors which should not be part of this document.|

[Explanation: Delete. There is no generally accepted definiton of “fully capable and
robust.”> Further, it should not be stated that the sterility test is an additional
challenge to the quality assurance system which is clearly not the case. A
qualification and validation system based on a well documented risk analysis should -
be the basis of the Sterility Assurance System see proposal for 7.2.2]

7.2 Overall considerations

7.2.1 A clear description of the sterility assurance system should be documented and

available for review. ldeally this document should reference or incorporate a detailed
breakdown of each element with a formal analysis of hazards, potential failure modes of
equipment and procedures and the potential for human error. Having identified these risks the
document should describe how features of design, procedures and trainin% have minimised
them to acceptable levels. In addition there should be assurance that all cri

that do occur will be routinely detected.

cal failure modes

7.2.2 A qualification and validation system based on a well documented risk analysis should
be the basis of the Sterility Assurance System.

{Explanation: Replace with new paragraph. FMEA and HACCP deleted. See
comments under Definitions/Glossary.]

7.3 Personnel

normally be present-Qualified supervising personnel with sufficient knowledge and suitable
experience with the d;m wess should be available on the site of production and sterilization.
These people should have sufficient seniority and authority to require compliance in matters

related to sterility assurance. Duties can be defegared o equally qualified and competent
individuals with sufficient authoriry. - i ;

ahialoms

[Explanation: Modify text as shown. The legal duties of the “qualified
person”(where defined) must be respected. Expertise of operaiors in sterile
manufacture, sterility assurance and automated systems is not coupled with formal
education. Rather, this depends on appropriate training and experience aof staff.
Eliminate terms like “sterility assurance engincer” for which there are not defined
qualifications.]

7.3.2 All personnel involved in activities connected with sterility assurance should
have a clear understanding of their part in the system with documented training, training
reviews and retraining.

7.3.3 The number of people involved should be sufficient to cover reasonable
absences due to holiday or sickness without routine overtime being worked.

{Explanation: While it may be appropriate to have this statemnent in this document
as it is already a requirement of EU-GMP Annex 2, ‘reasonable” and “routine” are
subjective terms and therefore apen to interpretation. |
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7.4 Control of product

74.1 The design and original validation of the product should ensure that integrity can be
maintained under ail relevant conditions.

7.4.2 Review of routine in-process and finjshed product integrity testing methods and results
should demonstrate that product into which micro-organisms’ could penetrate will not be
released for sale. One-of-the-advantages—thatmay-be106toy-RoL-car -0y starilibytost-is

[Explanation: Delete last two sentences. Routine in-process and product integrity
testing is not done in practice after each sterilization load. Data Jor container
closure integrity showing maintenance of sterility are’ gathered during product
development and supplied in the product submission package.

Handling during the sterility test is absolutely not suited to detect general product
faults. Use of automated or barrier systems is widespread during sterility testing,
reducing direct handling of vials. Instead, a 100% inspection in the product packing
area for leakers is a standard part of the process.]

7.4.3 The change control sgrstem should require review of change by sterility
assurance personnel in addition to product engineers and licence compliance st

aff. Foraxample

ancae—IH

[Explanation: Delete the last sentence. This is a very specific example. Suggesting
that a material variance within specification tolerances can have a significant
impact would question the development of the specification. If examples are to be
used they should be generic. |

7.5 Control of presterilization bioburden

Z5.1-All relevant partsof-Annex1"Manufacture-of Sterile Medicinal Products"—of the GME

{Explanation: Delete. This section is redundant and adds no value to comply with
paramerric release.]

7.5.2 Although environmental control and its associated monitoring does play a part in product
bioburden control it is often a relatively small part and the primary focus of attention should be
on the details of determining and controlling presterilization

bioburden.

7.5.3 The sampling of filled units for presterilization bioburden determination should be worst
case,orrepresentative of the batch, and the following should be considered:

a) their storage conditions before testing, _
b) the time of testing in relation to the start of sterilization,

[Explanation: Delete as this is part of 7.5.4.]
7.5.4 The validation of the tests, the interpretation of results and-theway--which

[Explanation: Delete the second part of the sentence as this document should not be
a guidance to inspectors. ]




