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Manufacturing and Quality – global issues we are seeing?

• Non-compliant sites; basic failings observed including due to data integrity 
issues;

Can the higher risk sites be identified and more closely supervised?

• Known problems in development getting through the market – failures in 
technology transfer; product recalls.
• Lack of continuous improvement;

• Lack of investment;

• Poor quality interactions / communication between the industry and the regulator;

Can the industry adopt state of the art in QMS / manufacturing science?
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• Potential or actual shortages due to manufacturing and quality 

problems;

• Lack of supply chain resilience;

• Lack of proactivity in risk-assessment and risk mitigation measures;

• Reduction in manufacturing capacity; alternatives not filed in Marketing authorisation;

How can increased risk of future shortages be identified / mitigated?

Manufacturing and Quality – global issues we are seeing?
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Quality Metrics and Europe

•“Quality Metric like data” is collected and 
reviewed during EU inspection, facilitating 
risk based inspection planning;

•EU authorities have sought industry 
engagement on preventing shortages of 
medicinal products.
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What “Quality Metric like data” is available to inspectors?
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EU approach to risk-based inspection scheduling

 Application of a risk-based approach to scheduling of inspections in the EU 
operational for many years.

 Legal basis: Directive 2001/83 Article 111.1b “inspections at an appropriate 
frequency based on risk”.

 Formal harmonised EU approach agreed in 2013 and a procedure on how to 
apply a risk-based approach to scheduling of inspections now published on the 
EMA website.
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EU approach to risk-based inspection scheduling
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6



EU/FDA approaches to risk-based inspections scheduling:
comparison

• Risk-based approach, will rely at least partially, on data 
submitted by companies. 
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EMA involvement in medicine shortages linked to GMP
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Risk Indicators for Shortages
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Features
• Follows ISPE’s unique shortages survey

• Discussions at every ISPE conference 
during 2014

• A toolbox and best practice examples to 
help stakeholders correct and prevent 
manufacturing quality issues that can 
create supply disruptions & respond to 
and manage such disruptions should they 
occur.   

Drug Shortages Prevention Plan– a holistic approach to prevention of 
shortages due to manufacturing quality problems
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PDA Risk-Based Prevention of Drug Shortage

1. Risk-based triage of products

– establish preventive end-to-end controls for drug 
shortage 
risks based on criticality of the product, patient 
impact  and overall product risk evaluation. 

2. Establishment of a Product Risk 
Register and a product 
Drug Shortage Prevention and 
Response Plan 

– A holistic framework and simple templates at 
product level

1.

2.
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Quality culture – key signs
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How can quality culture be assessed?

Making the 
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Eudralex Volume 4, Part I, 
Chapter II:

“The correct manufacture 
of medicinal products relies

upon people.”
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What makes a company excellent? (1/2)
Prepared
- Are you proactive in picking up evidence of a developing problem or only reacting after the problem has 
become significant?
- Can you detect signs of increasing risk especially if production pressure is increasing?
- How do you get top management to engage?
- How do you encourage staff to take ownership for quality and good behaviour?

Transparent – How do you increase transparency
- Do you identify and monitor vulnerabilities ?
- To what extent is information about quality/compliance problems shared within your organisation?

share within your supply network?
shared with regulators ?

- How do you encourage staff dealing with suppliers to focus on the aspects that really matter, as opposed 
to price?
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What makes a company excellent? (2/2)
Flexible – adapting to change?

- How do you adapt to change, disruptions and opportunities?

- Is your supply chain resilient and robust?

- Can you invest in quality at those times when it appears to be unaffordable?
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Thank you for your attention

Brendan Cuddy
Brendan.cuddy@ema.europa.eu

European Medicines Agency

30 Churchill Place • Canary Wharf • London E14 5EU • United Kingdom
Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555
Send a question via our website www.ema.europa.eu/contact

Further information

Follow us on @EMA_News


