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Prevention of cross-contamination and bacterial contamination during production

16.10 When dry materials and products are used in production, special precautions should be taken to prevent the generation and
dissemination of dust. Provision should be made for proper air control (e.g. supply and extraction of air of suitable quality).

16.11 Contamination of a starting material or of a product by another material or product must be avoided. This risk of accidental cross-
contamination arises from the uncontrolled release of dust, gases, particles, vapours, sprays or organisms from materials and products in
process, from residues on equipment, from intruding insects, and from operators’ clothing, skin, etc. The significance of this risk varies with the
type of contaminant and of the product being contaminated.

Among the most hazardous contaminants are highly sensitizing materials, biological preparations such as living organisms, certain
hormones,cytotoxic substances, and other highly active materials.

Products in which contamination is likely to be most significant are those administered by injection or applied to open wounds and

those given in large doses and/or over along time.

16.12 Cross-contamination should be avoided by taking appropriate technical or organizational measures, for example:

(a)carrying out production in dedicated and self-contained areas (which may be required for products such as penicillins, live vaccines, live
bacterialpreparations and certain other biologicals);

(b) conducting campaign production (separation in time) followed by appropriate cleaning in accordance with a validated cleaning procedure;

(c) providing appropriately designed airlocks, pressure differentials, and air supply and extraction systems;

(d) minimizing the risk of contamination caused by recirculation or re-entry of untreated or insufficiently treated air;

(e) wearing protective clothing where products or materials are handled;

(f) using cleaning and decontamination procedures of known effectiveness;

(9) using a “closed system” in production;

(h) testing for residues;

(i) using cleanliness status labels on equipment.

16.13 Measures to prevent cross-contamination and their effectiveness should be checked periodically according to standard operating procedures.

16.14 Production areas where susceptible products are processed should undergo periodic environmental monitoring (e.g. for microbiological
monitoring and particulate matter where appropriate). 3
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Federal Resister (Vol.61, No87) @1996
CFR211.240—Control of - - -chemical and physical Contaminations

FDA's experience indicates that the potential dangers of contamination are more extensive and varied
than once believed; for example, high potency drugs, such as penicillin, cephalosporins, and cytotoxic
anticancer agents, may pose health risks even at low levels of exposure.

Dedicated production would also be required under proposed § 211.240(b) if there are no reasonable
methods for the cleaning and removal of a drug substance or compound residues from buildings, facilities,
and equipment.

(211.240 Control of chemical and physical contaminants
(a) The manufacturer shall implement written procedures designed to prevent
objectionable chemical and physical contamination, including cross-contamination.

(b) Dedicated production, which may include facilities, air handling equipment, and/or
Process equipment, shall be employed where contaminants, such as penicillin, pose a
special danger to human or animal health or if there are no reasonable methods for the
cleaning and removal of drug substances and/or component residues from buildings,
facilities, and equipment.

(c) If a reasonable possibility exists that a drug has been exposed to cross-contamination,
the manufacturer shall test the product for the presence of the potential contaminant. The
manufacturer shall establish appropriate limits for such potential contaminants. Products 4
(_that exceed the established limits shall not be rel d for distribution. Y,
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Wednesday, 8 June 2005

- Setting the Target for Containment Projects (Eherts)

-Launch of new ISPE Good Practice Guide: Assessing the Particulate Containment
Performance of Pharmaceutical Equipment (Abromovitz)

*Risk Assessment (Wyn)

*Round up and Regulatory Issues and Events (Sargent)

*FDA Session (Melendez) Isg
=

*Q&A on FDA Issues (All)

Thursday, 9 June 2005

*Q7A and Potent Compounds the Impact of Harmonized US/European and
Japanese Guideline for API (Fritschel)

+Balancing Health & Hygiene and cGMP Drivers in Sourcing Potent
Pharmaceuticals Continued (Wreglesworth, Burgess)

+Setting Acceptance Limits for Cleaning Validation (Walsh)

+Case Study: Vacuum Tray Drying in an Isolator (Szumowski)

- Perceptions vs Reality with Today's Potent Compounds Containment (Wilkins)

+Case Study: FAT Experiences (Proulx)

*PAT and its Impact on Containment and Product Quality (Ventura)

+Case Study: OSD Facility (Yoakam)
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