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CHAPTER 5

PRODUCTION

PRINCIPLE

Production operations must follow clearly defined procedures; they must comply
with the principles of Good Manufacturing Practice in order to obtain products of
the requisite quality and be in accordance with the relevant manufacturing aqd
marketing authorisations.
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GENERAL

» Damage to containers and any other problem which might adversely affect the

quality of a material should be investigated, recorded and reported to the Quality

Control Department. nMwugyUsINFemMeLazdlam1dun FeoraLianadlifen 13
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» Incoming materials and finished products should be physically or administratively

quarantined immediately afterreceipt or processing, until they have been released
for use or distribution. ¥ngiann1sussuaznansamdnagUN U faadnAuliviud
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GENERAL

» Intermediate and bulk products purchased as such should be handled on receipt as
though they were starting materials. HAAAUNTLIIWNER (Intermediates) LASNAAN NN
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» All materials and products should be stored under the appropriate conditions
established by the manufacturer and in an orderly fashion to permit batch
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GENERAL

» Checks on yields, and reconciliation of quantities, should be carried out as
necessary to ensure that there are no discrepancies outside acceptable limits.
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GENERAL

» Operations on different products should not be carried out simultaneously or
consecutively in the same room unless there is no risk of mix-up or cross
contamination. AedliyInsnanNART U wta Ul wisw RN uluIa LR ITUE ONER
sefioetu nenanitlifiruidsmenisusuuriensuudeuda

» At every stage of processing, materials and products should be protected from
microbial and other contamination. lunmnduneuveinseuns  FewinisUeiy
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» When working with dry materials and products, special
precautions should be taken to prevent the generation
and dissemination of dust. This applies particularly to
the handling of highly hazardous, including highly
sensitizing  materials lunsvivuiuingvs ondn souaiviin
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Prevention of cross-contamination
in production

» Normally, the production of non-medicinal products should be avoided
in areas and with equipment destined for the production of medicinal
products but, where justified, could be allowed where the measures to
prevent cross-contamination with medicinal products described below
and in Chapter 3 can be applied. The production and/or storage of
technical poisons, such as pesticides (except where these are used for
manufacture of medicinal products) and herbicides, should not be
allowed in areas used for the manufacture and / or storage of medicinal

products.
12
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Technical measure for Prevention of

Cross- -contamination in production

»

»

»

»

»

Dedicated manufacturing facility (premises and equipment);

Self-contained production areas having separate processing equipment and separate

heating, ventilation and air-conditioning (HVAC) systems. It may also be desirable to isolate

certain utilities from those used in other areas;

Design of manufacturing process, premises and equipment to minimize risk for cross-

contamination during processing, maintenance and cleaning;

Use of “closed systems” for processing and material/product transfer between
equipment;

Use of physical barrier systems, including isolators, as containment measures,

Controlled removal of dust close to source of the contaminant e.g. through localized
extraction;

=
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Technical measure for Prevention of G-

C

»

»
»

»

»

»

»

ross-contamination in production

Dedication of equipment, dedication of product contact parts or dedication of selected
parts which are harder to clean (e.g. filters), dedication of maintenance tools;

Use of single use disposable technologies;
Use of equipment designed for ease of cleaning;

Appropriate use of air-locks and pressure cascade to confine potential airborne
contaminant within a specified area;

Minimizing the risk of contamination caused by recirculation or re-entry of untreated or

insufficiently treated air;
Use of automatic clean in place systems of validated effectiveness;

For common general wash areas, separation of equipment washing, drying and storage
17

areas.

Organization measure for B-m
prevention of cross-contamination

In production

» Dedicating the whole manufacturing facility or a self-contained production area on a
campaign basis (dedicated by separation in time) followed by a cleaning process of
validated effectiveness;

» Keeping specific protective clothing inside areas where products with high risk of cross-
contamination are processed;

» Cleaning verification after each product campaign should be considered as a
detectability tool to support effectiveness of the Quality Risk Management approach for
products deemed to present higherrisk;

18
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Organization measure for B-m
prevention of cross-contamination
In production

» Depending on the contamination risk, verification of cleaning of non product contact
surfaces and monitoring of air within the manufacturing area and/or adjoining areas in
order to demonstrate effectiveness of control measures against airborne contamination

or contamination by mechanical transfer;
»  Specific measures for waste handling, contaminated rinsing water and soiled gowning;
» Recording of spills, accidental events or deviations from procedures;

» Design of cleaning processes for premises and equipment such that the cleaning

processes in themselves do not present a cross-contamination risk;

19

Organization measure for B-m
prevention of cross-contamination
In production

» Design of detailed records for cleaning processes to assure completion of cleaning in
accordance with approved procedures and use of cleaning status labels on equipment

and manufacturing areas;
» Use of common general wash areas on a campaign basis;

»  Supervision of working behavior to ensure training effectiveness and compliance with the

relevant procedural controls.
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Technical transfer of testing
method

» Prior to transferring a test method, the transferring site should verify that the test
method(s) comply with those as described in the Marketing Authorisation or the
relevant technical dossier. The original validation of the test method(s) should be
reviewed to ensure compliance with current ICH/VICH requirements. A gap analysis
should be performed and documented to identify any supplementary validation that
should be performed, prior to commencing the technical transfer process.

» The transfer of testing methods from one laboratory (transferring laboratory) to
another laboratory (receiving laboratory) should be described in a detailed protocol

55

Technical transfer of testing E-m=
method

» The transfer protocol should include, but not be limited to, the following parameters:

o Identification of the testing to be performed and the relevant test method(s)
undergoing transfer,

o |dentification of the additional training requirements;

o |dentification of standards and samples to be tested,;

o Identification of any special transport and storage conditions of test items;

o The acceptance criteria which should be based upon the current validation study
of the methodology and with respect to ICH/VICH requirements.
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Technical transfer of testing E-m==
method

» Deviations from the protocol should be investigated prior to closure of the technical
transfer process. The technical transfer report should document the comparative
outcome of the process and should identify areas requiring further test method
revalidation, if applicable.

» Where appropriate, specific requirements described in other guidelines should be
addressed for the transfer of particular testing methods (e.g. Near Infrared

Spectroscopy).
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