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HPRA QUESTIONS & ANSWERS 

 

1. What is the approach being taken for audit of contamination control strategies as per chapters 

3 & 5? What is the current view of QP discretion? 

The requirements for the prevention of cross contamination in production are described in the 

following documents: 

a) EU GMP Guide: Chapter 3 paragraph 3.6 and Chapter 5 paragraphs 5. 17-5.22.  

b) Guideline for setting health based exposure limits for use in risk identification in the 

manufacture of different medicinal products in shared manufacturing facilities.  (see 

following link) 

http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2014/11/WC

500177735.pdf 

c) There is also a set of Questions and Answers being developed on implementation of a risk 

based prevention of cross contamination and application of the above guidance.  These 

draft Q&As have been put up on the EMA website for public consultation  (see link below).  

This public consultation will finish on April 30th 2017. 

http://www.ema.europa.eu/docs/en_GB/document_library/Other/2017/01/WC500219500.p

df 

 

When finalised these Q&As together with the above mentioned guidance will form the 

basis for GMP inspections of manufacturers.  

 The Annex 1 revision will also incorporate the requirement for a contamination control 

strategy in the context of minimising the risks of contamination during sterile manufacturing 

processes. 

QP discretion is now based on the requirements of Annex 16 Section 3 “Handling of 

Unexpected Deviations”.  

 

2. In what ways does the HPRA work with other regulatory agencies to harmonize guidance for 

companies? What resources do you think are most important for new QPs in the industry?  

HPRA participates in the Inspectors Working Group and in teams drafting guidelines that 

become part of GMP requirements.  

All QPs are encouraged to comment on draft GMP Guidance as part of the public consultation 

process. 

    

http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2014/11/WC500177735.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2014/11/WC500177735.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2017/01/WC500219500.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2017/01/WC500219500.pdf


 

3. PV sample qtys – rationale should be based on reason for sampling at a specific point or as a 

rationale on number of samples alone? 

A risk based approach should be taken in determining the number of samples taking into 

account knowledge of the equipment and the process.  

4. Reprocessing of spray dried intermediate: if SDI does not meet its required specifications and 

from a technical perspective can be brought back into solution at target condition – can this be 

carried out under a deviation or most reprocessing be filed in the product licence? 

Any reprocessing step must have data to confirm the effectiveness of the reprocessing in 

producing a product that meets all the critical quality attribute of the original product.  It 

would also be important that any potential implications for product stability have also been 

taken into account.  If this is an unexpected result then the reprocessing could be handled 

from a GMP perspective under Section 3 of Annex 16.  However, if a trend for such an 

occurrence has developed then it would be necessary to submit a variation to the relevant MA 

as stated in Annex 16.  It is also worth noting that some regulatory authorities may require 

reprocess procedures to be included in the registration filing and would not regard it as 

acceptable for reprocessing to be managed under a deviation.  The manufacturer should 

ensure compliance with any regulatory requirements in the intended market.  

 

5. What exposure would you have regarding under-resourced Quality Management Systems? 

Chapter 1 of the EU guide to GMP states in Paragraph1.5 

 Senior management has the ultimate responsibility to ensure an effective Pharmaceutical 

Quality System is in place, adequately resourced and that roles, responsibilities, and 

authorities are defined, communicated and implemented throughout the organisation. 

Senior management’s leadership and active participation in the Pharmaceutical Quality 

System is essential. This leadership should ensure the support and commitment of staff at 

all levels and sites within the organisation to the Pharmaceutical Quality System. 

If the Quality Management system is under resourced then measures need to be taken to 

address this. 

 

6. What are the main regulatory concerns with electronic batch records over paper batch records? 

There are no different requirements between GMP for electronic batch records and paper batch 

records 

  

7. Summarize the latest updates to EU GMPs. 

This was covered in the presentation by Dearbhla Cullen. 

 

 



 

8. Any update that can be provided on upcoming changes to Annex 1. 

The changes planned include: 

- Reinforcing the need of manufacturers to keep up with current technologies 

- Inclusion of: Single use closed systems; Disposable systems; Innovative technologies 

- Clarification of some ambiguities 

- Inclusion of Contamination control strategy and emphasis of QRM principles 

 

9. Latest update on Mutual Recognition on FDA & HPRA inspections. 

 

Update provided during GMP information seminar. Nothing has changed since this time. HPRA 

JAP assessment will progress in May 2017. As part of the US assessment of the EU authorities, JAP 

audits include officials from the US FDA. When The MRA is operational the US FDA would, in 

general, recognise inspections of manufacturers carried out by the HPRA and vice versa. Similar 

would apply between other member states of the EU and the US FDA. Reference Q 17 also. 

 

10. FDA Guidance document on Quality & Compliance metrics. 

 

HPRA is aware of the FDA Guidance on Quality and Compliance Metrics. 

During inspections quality metrics are reviewed as part of Management Quality Review and 

review of deviations, complaints and other significant quality system elements. 

 

11. Is the expectation that serial numbers will be reconciled and verified to the European hub 

before QP release of a batch? 

 

Article 33 of Commission Delegated Regulation (EU) 2016/161 requires the relevant 

information to be uploaded to the repositories system before the medicinal product is released 

for sale or distribution by the manufacturer.  Therefore, the upload should be conducted prior 

to the batch being transferred to saleable stock. 

 

12. Annex 15 – can you clarify the requirements in relation to once off testing in a GMP laboratory, 

(for example in relation to additional non-routine testing performed as part of a technical 

transfer) is it  okay to use a validated method (where  QA have identified it is fit for purpose) 

versus the requirement to qualify the test method? 

Chapter 6 of the EU Guide to GMP states -A laboratory that is using a testing method and 

which did not perform the original validation, should verify the appropriateness of the testing 

method. The level of verification should be assessed to assure that the results can be relied 

upon.  

 



 

13. Annex 16: Mutual recognition - does this negate the requirement for import testing of an API 

from a non-EU country where typically full release testing would be required? 

 

Mutual recognition has no impact on testing requirements for APIs. The requirements are 

specified in the EU Guide to GMP. Particular attention should be paid to Chapter 5, paragraph 

29.  

 

 

14. Is SDA media required to be used during routine environmental monitoring when data is 

available that shows TSA media recovery rates for fungi are equivalent to SDA? 

 

The qualification of microbiological media should be based on knowledge that the 

manufacturer confirms that it is suitable for its intended purpose. In addition, studies should 

show that the chosen media will consistently support the growth of the microorganisms it is 

employed to detect. 

 

15. Are settle plates required for routine environmental monitoring in Class C areas? 

 

The type and level of monitoring should take into consideration the criticality of the activities 

conducted in the area, the risks of contamination, the level of traffic etc. Appropriate 

justification should documented supporting the level and type of monitoring performed. 

Typically yes, use of passive monitoring for grade C is a tool that would be expected to be 

included within an EM programme 

 

 

 

16. Are in-use studies that show disinfectant effectiveness acceptable as evidence to support 

disinfectant contact times?  

 

Yes. Can also leverage data from the vendor’s efficacy studies. Need to ensure appropriate 

range of organisms are included within the study  

   

 

17. Is there potential for reduced inspection load for facilities in Ireland from FDA based on 

EMA/FDA mutual recognition? 

 

Refer to Q9  

 

18. How are the HPRA going to enforce the new Annex 16 supply chain requirements? 

There is increased focus during inspection and licensing on supply chain arrangements  

 

19. What will be the status of UK QPs after Brexit? 

 

Only God, Jean-Claude and Theresa knows! This will be an outcome from the Brexit 

negotiations and subsequent decisions by the European Commission and the UK Government. 

 



 

20. Update on updated EU-US agreement on mutual recognition of inspections of medicine 

manufacturers – from HPRA perspective are there any additional details or timelines for this? 

Reference Q 9 

21. Auditing medical device industries – what have the HPRA identified as areas for improvement? 

 

Yes. Supply chain control, Quality risk management, investigations, validation/qualification – 

process, test methods 

 

22. Insurance cover level recommendations for QPs. 

This is aspect is outside the remit of the HPRA. It is expected that this is matter for the QPs 

employers’ and possibly for the QP Association. 

 

23. In Annex 16, in section on handling of unexpected deviations, a QP may consider confirming 

compliance or certifying a batch when unexpected deviation concerning the manufacturing 

process and / or analytical control methods from details contained within the MA and/or GMP 

has occurred. Could the regulators provide examples of when discretion would be expected for 

GMP and /or MA deviations and provide clarification on the expectation for logging 

unexpected deviations. 

As stated under Question 1 QP discretion is now based on the requirements of Annex 16 

Section 3,”Handling of Unexpected Deviations”. This is a complex area requiring the 

application of the knowledge, experience and judgement of the QP. The decision should be 

recorded in the documentation associated with the batch certification and the application of 

quality risk management principles should be employed.  

 

24.  Due to the increasing levels of unlicensed product ordered directly by Irish customers from 

other EU states which do not fall under the direct oversight of HPRA in terms of 

notification/tracking of imports and oversight of reportable defects on the Irish market, is 

HPRA considering any changes in its oversight, given the increase in imports and associated 

risk? 

 

We have seen an increasing trend in the sourcing from other EEA countries of patient-specific  

( i.e. compounded) products, e.g. in neo-natal and geriatric care.  

Quality defects in unlicensed medicines remain a concern for the HPRA – in 2016, 13% of all 

recalls in Ireland in 2016 (27 recalls) related to unlicensed medicines.   However, the defect rate 

in EMPs in is generally not out of line with that on authorised products.   

Regarding reporting of defects, the mechanisms in place for reporting of defects in such 

products to the HPRA are the same as for authorised products.  These include the online 

reporting system and the Rapid Alert system for sharing of information on all Class 1 recalls 

and certain Type 2 recalls where they arise on other markets.  

It is the case that a number of unlicensed medicines are supplied directly to healthcare 

professionals in Ireland by wholesalers and manufacturers in other EEA countries.   



 

In these situations, the legal requirement for the notification to the HPRA of the receipt of such 

products into Ireland does not apply to those supplying such products.   

However, the HPRA position over the years has been to actively encourage those supplying 

these products to Ireland to notify the HPRA of their supplies, and a number of wholesalers and 

manufacturers in other EEA countries have agreed to do this (IDIS, Eastbourne Pharmaceuticals, 

and others).  Not all however have agreed to do this and the HPRA does not have the legal 

powers to require such notifications. 

The HPRA has raised this issue with pharmacists in Ireland - pharmacists make up the group 

that orders most of the unlicensed medicines supplied to Ireland and the HPRA has 

encouraged them to ask their suppliers in other countries to notify their supplies to the HPRA.   

At this point in time, there are no legislative changes envisaged with regard to the supply of 

unlicensed medicines to Ireland from other EEA countries. 

 

25. In light of HIQA’s recently commenced regulation of medication safety in public acute 

hospitals, which has focused to date on governance, will HPRA be working with HIQA 

to implement similar levels of regulation and oversight on aseptic hospital compounding that 

currently exist for licensed manufacturing facilities (i.e. GMP)? 

 

There are no formal arrangement for HPRA to be involved in this area. Any development would 

be initiated by the Department of Health and communicated at that time. 

26.  Our company will buy an API scheduled substance from USA to be sent to a French CMO: what 

information/authorisation will the HPRA require? 

The HPRA would need more information on the specific API as the requirements on what 

licensing is applicable are specific to the API. We also require information on the physical route 

for the product and whether it comes through Ireland. 

In relation to the company, we would need to know the supply chain activities (including 

financial procurement and supply relating to the product) for the purposes of active substance 

registrations (these are in addition to the potential controlled drug or scheduled substance (i.e. 

precursor) legislative requirements).  

 

 

 

 

 

 

 


