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Cleaning of direct product contact equipment is an important step to minimize the risk of
(cross-)contamination. If the equipment is not properly cleaned, product residues of one batch may end
up in the next batches. The build-up of material or microbiological contamination may occur, resulting
in risks for the patient. 

Vital in confirming product quality and process consistency

Cleaning Validation factsheet

Cleaning should be part of a life cycle management approach. It helps to understand, assess the
impact, and mitigate the risks of (cross-)contamination. It is therewith ensuring safety, efficacy and
quality of all batches of pharmaceutical products.

The cleaning validation life cycle typically entails several different phases. The first phase is Design and
Strategical, where acceptance criteria (incl. permitted daily exposure limits), detection methods, and
worst-case products are defined. This information serves as input for designing the (cleaning) process
in terms of multi- vs single product design, product clustering, and the need to consider the use of
disposables. The second phase is the Commissioning and Qualification phase. During this phase
suitability of all cleaning related items of the equipment is shown (e.g. by spray ball coverage testing).

Next, the validation phase follows. During this phase, the actual cleaning validation takes place, during
which the cleaning effectiveness is shown and dirty and clean hold times are defined. Last, after
successful validation, the operational phase can start.

It includes continuously showing the efficacy of the cleaning process (continued process monitoring),
and maintenance and calibration of cleaning related equipment.

The decisions, procedures, and reports should be integrated into an active Quality System. Quality Risk
Management should support this to assure that operational cleaning efforts are balanced with the risk
for patients.

Lifecycle approach process validation

An important focus of regulatory authorities is a scientific, risk-based, cross-contamination control. The
regulatory expectations can be found in the guidelines on Health-Based Exposure Limits implemented
by the EMA.

Cleaning of direct product contact equipment is an essential part of mitigating the risk of
(cross-)contamination. However, setting up a robust cleaning process, defining justifiable limits,
validating the processes, and being compliant to the regulations is often highly complex. It is especially
true for multi-product facilities. Setting-up and maintaining the cleaning validation life cycle requires a
multi-disciplinary approach. Product, process and equipment knowledge is essential. Methods like
analytical development, analytical testing, and operator engagement are all key to a successful
outcome.

The challenge
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Performing a strategic GAP assessment on the current status of your cleaning program, and provide
an action plan to improve the cleaning policies, procedures and validations
Leading the project team, or be one of the experts in the project team, assigned to implement
cleaning validation activities
Defining via a risk based approach, and with input from company product and process experts e.g.
worst-case sample points, worst-case products, and acceptance criteria. 
Creating, executing, and finalizing cleaning validation documents
Setting-up or advising on a reliable process cleaning monitoring program
Training a cleaning validation project team, or employees in charge of the cleaning (validation)
program on e.g. regulations, best practices, background or implementation of the GAP assessment
or the action plan. 
Advice and support regarding business strategical decision making on process design and
development. E.g. business case studies, risk assessments and calculations to support the decision
making for multipurpose vs dedicated, or disposable process designs.

By nature cleaning is a matter of customization, as no two companies, products or manufacturing
processes are alike. Progress has a wide expertise from strategic (policy) to tactical (operator) level. So
we can help you during all phases of the cleaning validation life cycle by e.g.:

Our services
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Progress is an independent project management and consultancy company with customers in the Life
Science industry, primarily in Pharma, Biotech and Healthcare. For over 20 years Progress provides
support throughout the entire product life cycle, from process development to commercial production
and at end-of-life decommissioning. Our team members share know-how and knowledge which
enables us to help our customer throughout the entire project. Progress is ISO 9001 certified. Quality is
of key importance to Progress. We work according to current Industry regulations and your Quality
System and procedures. 

Progress

Guideline on setting health based exposure limits for use in risk identification in the manufacture of
different medicinal products in shared facilities, EMA/CHMP/CVMP/SWP/169430/2012
Questions and answers on implementation of risk-based prevention of cross-contamination in
production and ‘Guideline on setting health based exposure limits for use in risk identification in the
manufacture of different medicinal products in shared facilities’,
EMA/CHMP/CVMP/SWP/246844/2018
Guidance on aspects of cleaning validation in active pharmaceutical ingredient plants, APIC 2016
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