
The European Medicines Agency (EMA) 
recently published Issue 2 of ‘What’s new 
in Pharmacovigilance’, which includes 
some key messages for Qualified Persons 
for Pharmacovigilance (QPPVs) and others 
working in Pharmacovigilance, including the 
following;

• Clarification regarding the concept of 
Emerging Safety Issues (ESIs)

 Marketing Authorisation Holders 
(MAHs) are reminded that only new ESIs 
notifications should be sent to the EMA 
via the ESI mailbox (P-PV-emerging-
safety-issue@ema.europa.eu). Other 
notifications should be submitted to 
the relevant competent authorities via 
the appropriate channels. Information 
on quality defects, withdrawn products 
notifications, issues being handled 
through appropriate procedures 
and issues related to non-authorised 
medicinal products should not be  
sent to the ESI mailbox.

• Update – Key project milestones 
for the implementation of the new 
EudraVigilance system

 The EMA Management Board 
approved an updated schedule 
for the implementation of the new 
EudraVigilance (EV) system. The updated 
timeline for the upcoming changes to 
EV as well as detailed guidance on the 
steps to take in preparation for these 
changes are included in the updated 
EudraVigilance stakeholder change 
management plan recently published  
by the Agency.

 

 The first set of EudraVigilance e-learning 
modules are now available via the EV 
training page.

 The EV public website has now been 
decommissioned. MAHs should refer 
to EMA’s dedicated EV pages on the 
EMA corporate website for the latest 
information on EV and should monitor 
these pages regularly to maintain 
awareness of all relevant updates.

• Pharmacovigilance guidance under 
public consultation

- GVP Module VI – Management and 
reporting of adverse reactions to 
medicinal products (Rev 2) 

- GVP Module IX – Signal Management 
(Rev 1) and revised guidance on 
statistical methods (Addendum I) 

Both modules were released for a ten  
week public consultation period on 8 
August 2016.

For more information on the topics 
highlighted above and other updates 
on the latest developments in EU 
Pharmacovigilance, please see Issue 2 – 
‘What’s new in Pharmacovigilance’.
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Human Medicines

The European Medicines Agency (EMA) 
highlighted a change implemented within 
the EudraVigilance (EV) registration 
database in June 2016, requiring Marketing 
Authorisation Holders (MAHs) to designate 
a ‘regulatory contact point’. The regulatory 
contact point is an individual or department 
authorised for communication with the EMA 
on behalf of the MAH. This feature was 

introduced to facilitate the change of QPPV 
process within the EV registration database. 
It allows the EV registration team to contact 
the MAH directly when there is a change 
to their registered EU QPPV, ensuring the 
MAH’s meet their legal obligations to have 
permanently and continuously a registered 
EU QPPV in line with Article 104(3) (a) of 
Directive 2001/83/EC.

For further information on how to provide 
this information see the EMA’s publication 
‘Introduction of a regulatory contact point for 
marketing authorisation holder’.

Introduction of a regulatory contact  
point for marketing authorisation holders
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Veterinary Sciences 

Mock ups should contain only the text 
agreed during the procedure and any 
additional national requirements as 
outlined in the product literature standard. 
Marketing Authorisation Holders should 
review the product literature standard 
prior to submitting mock ups to ensure 
that all national requirements have been 
incorporated. Some tips to ensure an 
efficient process when submitting full colour 
mock ups for review are outlined below:
 

TIP 1 
Submission of new mock ups:

• When preparing or amending text for 
labelling, take into consideration the 
physical size constraints of the container.

• Indicate in the submission if joint 
labelling with the UK is required.

• State the font size for all mock ups.  
The font size should be in line with those 
stated in the product literature standard.

• Mock ups of the smallest and largest 
pack sizes to be marketed should be 
submitted for review. The full colour 
mock ups should be submitted as a 
single pdf file.

• Include the method of sale and supply 
and the VPA number.

• Confirm that the date on which the 
package leaflet was last approved will be 
updated at the time of print.

• Confirm that the batch number and 
expiry date will be overprinted on the 
packaging if it is not clear.

• Do not submit annotated mock ups.

Top tips for mock up submission

http://www.ema.europa.eu/docs/en_GB/document_library/Other/2016/06/WC500208956.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2016/06/WC500208956.pdf


Submission of revised mock ups:

• Only the notified change(s)* should be 
incorporated in the mock ups.

• There is no requirement to submit 
all mock ups unless impacted by the 
change. If all mock ups are impacted 
by the change, the full colour mock 
ups should be submitted as a single 
pdf file.

• The final version of mock ups should 
not be annotated.

• Where there are significant changes 
to the mock ups (e.g. layout and / or 
design), the font size should be stated. 
The font size should be in line with the 
requirements in the product literature 
standard.

• For joint-labelling procedures, refer 
to the clarification paper on joint 
labelling between Ireland and the UK 
for variation categories.

• For renewal procedures, only the 
requested changes agreed during 
the renewal procedure should be 
undertaken on the mock ups.

* The notified change is the change to 
the mock-ups which has occurred as a 
direct result of the variation procedure. 

 
TIP 2

The inclusion of the distributor on the 
mock ups is not a national requirement in 
Ireland. However if the applicant wishes 
to include the distributor on the mock 
ups, a national variation application 

(C.II.6.a – Type 1Ain) is required. The 
applicant is reminded that once the 
distributor information is present on the 
mock ups, any subsequent change to the 
distributor will require a separate national 
variation application (C.II.6.a – Type 
1Ain). If the mock ups are joint labelled 
with the UK, the variation must also be 
simultaneously submitted to the UK. 
The applicant should liaise with the UK 
to determine the appropriate variation 
classification as required by the UK.

 
TIP 3

When mock ups are joint labelled with 
the UK and changes are proposed to 
information within the UK only box, there 
is no requirement to submit the variation 
to Ireland.

Veterinary Sciences 
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Over recent years the HPRA has 
encountered several instances where 
problems with active substance supply 
has had a significant impact on the 
production and availability of large 
numbers of veterinary medicinal 
products. Active substance supply may 
be interrupted for a number of reasons 
and unfortunately the frequency of 
interruptions to supply appears to be 
on the increase. When the affected 
active substance manufacturing site 
is a significant supplier to the market 
or is the only supplier registered for a 
wide range of products, this can have a 
significant impact on the short and long 
term availability of veterinary medicinal 
products. In order to minimise 
these effects on product supply it is 
strongly recommended that marketing 
authorisation holders avoid reliance on 
a single active substance supplier and 
wherever possible register more than 
one active substance supplier for their 
products. 

Active 
substance 
supply 

At its meeting on 14 June 2016, 
the European Medicines Agency’s 
(EMA) Committee for Medicinal 
Products for Veterinary Use (CVMP) 
elected Dr David Murphy as its new 
Chair for the next three years. The 

unanimous decision was based on 
Dr Murphy’s robust qualifications and 
broad experience of the evaluation 
of veterinary medicines. Dr. Murphy 
joined the IMB/HPRA in 1999 as 
Veterinary Assessor and served as 
Veterinary Assessment Manager since 
2007. Dr Murphy has been involved 
in the activities of the CVMP for more 
than 15 years, as a member since 2009 
and most recently as the Committee’s 
Vice-chair and Chair of the Strategic 
Planning Group. Dr Murphy’s 
experience and knowledge give him 
a unique insight into the challenges 
faced by the animal health industry and 
the best methods to address them to 
achieve the sector’s common goals. 
The HPRA wishes David good luck in 
meeting the new challenges that lie 
ahead. 

Dr. David Murphy  
elected new Chair of  
EMA Committee for 
Medicinal Products for 
Veterinary Use (CVMP)



THMPs that have been granted a  
certificate of traditional use registration  
by the HPRA must be sold or supplied 
in their approved packaging and carry a 
number in the format TR0000/000/000. 

It should be noted that, following the 
granting by the HPRA of a certificate of 
traditional use registration, the holder of 
the registration needs to ensure the timely 
introduction of the product packaging 
approved for the Irish market. Failure to 
comply with this requirement may result  
in regulatory action.

Compliance 
Sale or supply of traditional herbal medicinal 
products (THMPs) that have been granted their 
certificate of traditional use registration
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Persistent, bioaccumulative and toxic 
(PBT) or very persistent and very 
bioaccumulative (vPvB) substances 
are associated with specific concerns 
because of their persistence, their ability 
to accumulate in the environment and 
in living organisms, and their toxicity. 
The Committee for Medicinal Products 
for Veterinary Use (CVMP) is currently 
considering how best to handle 
applications for veterinary medicinal 
products containing such substances 
and has produced a reflection paper on 
the subject. 

The view of the experts concerned is 
that for veterinary medicinal products 
containing PBT or vPvB substances, an 
authorisation should only be granted or 
maintained if it is shown that emission 
to the environment can effectively be 

prevented or if the therapeutic benefits 
outweigh the risks arising from the 
use of the substance, and if there are 
no suitable alternative substances or 
technologies (that is, there is a clear 
therapeutic need for the product to 
improve animal welfare or address a 
public or animal health concern). Where 
products containing PBT substances 
are already authorised/maintained, it 
should be considered if the marketing 
authorisation should be subject to 
conditions, e.g. a risk management 
plan with time-limited review (that is, 
such products would not be granted a 
marketing authorisation for an unlimited 
period of validity), specific monitoring 
and specific pharmacovigilance 
requirements.

Future strategy for the  
regulation of PBT substances 

The veterinary Coordination Group 
mutual recognition and decentralised 
procedures (CMDv) is a forum for the 
common assessment and decision on 
applications for veterinary medicinal 
products that are submitted in two 
or more Member States. The CMDv 
annual report for 2015 has recently been 
published. For the year ending 2015, 
Ireland acted as Reference Member 
State for 22 applications. This represents 
a shared second ranking in the list of 
countries with the most rapporteurships 
during the year. We greatly appreciate 
the support of our dedicated team as 
we strive to deliver excellent customer 
service in the years ahead. 

HPRA  
performance  
as Reference 
Member State 

http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2016/02/WC500202512.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2016/02/WC500202512.pdf
http://www.hma.eu/fileadmin/dateien/Veterinary_medicines/Miscellaneous/030616_CMDv_annual_report_2015.pdf


The HPRA published an article in 
newsletter 43 highlighting the need to 
put in place control strategies in order 
to minimise the risks of contamination 
in the manufacture of sterile medicinal 
products. The article also provided some 
guidance on the elements that need 
to be considered when developing a 
contamination control strategy.

Over the last two years, during 
inspections at sites manufacturing sterile 
medicinal products, the HPRA has 
encountered some significant deficiencies 
relating to gaps identified that affect 
contamination control, aseptic process 
control and sterility assurance strategies. 
 
The following are examples from 
examples of ‘major deficiencies’ 
identified during observation of 
activities:

• The number of personnel permitted 
in the filling room (Grade B) was not 
minimised during critical operations.

• The filling needles were placed into 
position manually. Operators’ gloved 
hands were permitted to touch the 
external surface of the needles which 
were covered by bioshield. The 
bioshield was removed by hand.

• The design of the process was 
considered deficient in that the final 
aseptic connection to the product 
transfer line was exposed for an 
excessive period of time while the 
operator struggled to transfer-in the 
sterile product transfer manifold.

• The level of visual inspection of RAB’s 
(restricted access barrier) gloves was 
not considered adequate nor were 
these checks consistent from operator 
to operator.

• Incubators were observed to be 
located in general corridors with no 
restrictions to personnel flows. These 
incubators contained positive controls 
for a wide range of microbiological 
tests, including mycoplasma, and were 

located in close proximity to areas 
leading to cleanrooms.

• Street clothes were permitted to be 
worn under sterile cleanroom garb 
within the Grade C cleanrooms.

• The manner in which the aseptic set up 
was conducted was made significantly 
more difficult and cumbersome due 
to the level of autoclave tape and 
bioshield utilised.

• The last aseptic connection of the 
manifold to the pump connection was 
not performed in the same manner 
as the connector was exposed, in a 
vertical position, for the length of time 
it took to remove the pump connector 
bioshield and make the connection.

• During the observation of the filling 
activities, the following was noted: 
The operator was observed to perform 
an intervention with a stainless steel 
scoop with a short handle. The 
manner in which this intervention was 
performed introduced significant risk 
of direct contact of the operator’s 
gloved hand with product contact 
parts. The operator was observed 
to perform sanitisation whilst their 
back was turned on the area being 
sanitised. There was no direct line of 
sight during this sanitisation activity. 
Operator’s hands were observed to 
be dripping with Isopropyl alcohol 
(IPA) while performing interventions. 
Sufficient time was not allowed for IPA 
to evaporate.

 There was excessive handling and 
direct contact of product contact 
parts during the set up process. The 
operator was observed to be touching 
the O ring seals during the aseptic 
connections of the filling manifold 
and the gloved fingers were observed 
to intervene directly into the product 
pathway. The light fixture near the 
body hopper was not fixed into 
position. There was obvious signs of 
deterioration and corrosion on the light 
fixtures and the HEPA filter grills.

• In relation to the demonstrated aseptic 
set up activities for line [ ] the following 
was noted. The aseptic connection 
took place in the background 
environment. The operator was 
observed to be leaning excessively into 
the critical zone during set up activities. 
The sterile product contact part was 
manually handled with a sterile wipe 
and manually placed into position. 
It was considered that this activity 
introduced an additional degree of risk 
of transferring contamination from the 
operator to a product contact part.

 
The following are examples from  
‘major deficiencies’ identified during 
review of risk assessments executed  
at manufacturing facilities:

• Elements of the site’s monitoring 
programme were used as a rationale 
for accepting increases in numbers 
of action level results from the 
environmental monitoring (EM) 
programme during the annual 
reassessment of the FMEA. The 
significance of the increase in numbers 
of action level results had not been 
adequately assessed.

• The severity ratings assigned to 
potential failure modes were not always 
appropriate and directly impacted 
the overall risk ranking which should 
have been ‘unacceptable’ rather than 
‘acceptable’. In some cases severity 
was based on the existing controls 
rather than consider the potential 
impact of the specific risk being 
assessed.

• All interventions into the critical zone 
had not been assessed for potential 
risk and impact.

• In relation to failure mode [ ] – the 
occurrence was given a probability 
of occurrence as low, based on the 
completion of three media fills. This 
was not considered sufficient in order 
to assign this probability. This failure 
mode was also indicated as having 

Compliance 

Contamination control strategy –  
update from newsletter 43
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Compliance 
a detectability rate of high. This was 
based on the existing EM programme. 
This was not considered satisfactory 
and the existing controls were 
utilised to impact the determination 
of detectability rather than consider 
those controls as part of the overall risk 
mitigation or risk reduction measures. 
Similar instances were noted for a 
number of other failure modes.

• The process risk assessment for the [ 
] manufacturing process was detailed 
in document ref [ ]. While this risk 
assessment did adequately identify the 
associated risks involved in the process, 
it failed to adequately address those 
risks. Proposed risk mitigations had not 
been followed through to completion.

• Failure mode [ ] did not consider the 
transfer sanitisation programme as part 
of the overall risk mitigation strategy.

• The risk assessment [ ] identified that 
the process presented a risk to the 
product. One of the risk mitigations 
or recommended actions was to 
investigate the possibility of a change 
in the sequence of events. However, no 
action was taken as it was documented 
that it could not be performed due to 
existing restrictions on the MA, and this 
action was then closed. This was not 
considered a satisfactory rationale for 
lack of mitigation.

• In relation to failure mode [ ] – it was 
not clear how the rate of detection was 
assigned a high score given the fact 
that there was no mechanism in place 
to detect product cross contamination.

• In the majority of cases where a 
significant risk associated with asepsis 
was identified, the design controls 
in place, for the most part, were 
deemed acceptable by the company’s 
risk assessment and, as a result, the 
detectability was considered increased. 
These control elements included 

environmental monitoring, media fills, 
gowning monitoring and qualification, 
settle plates etc. These were not 
deemed appropriate design controls 
that would increase detectability.

• It was not clear how scores were 
assigned to the various failure modes, 
given that in some cases, where 
poor asepsis was the failure mode; 
occurrence and detectability scores 
varied substantially.

• The site’s contamination control 
strategy was not considered sufficiently 
robust considering the current design 
of the manufacturing process and 
the significant number of aseptic 
manipulations which were permitted to 
occur.

• There were no risk assessments 
executed to assess the design of 
the facility, processes within the 
cleanrooms and testing labs, the 
personnel flows within the facility and 
location of equipment.

These deficiencies are extracts from a 
number of sites inspected over the last 
two years. It is clear that significant issues 
relating to contamination control and 
associated risk assessments are being 
identified during inspections. It is critical 
that robust control strategies are put in 
place in order to minimise the risks of 
contamination during the manufacture 
of sterile medicinal products. In order 
to ensure that robust systems are put in 
place it is important that manufacturers 
adequately assess their processes and 
consider, where risks are identified, 
how those risks can be either removed 
or mitigated. Monitoring programmes 
should not be used as justification for 
accepting risks nor should they be used 
to justify a greater detection capability. 
It is important that these systems are 
reassessed in order to ensure they remain 
effective.

Elements to be considered within 
contamination control strategies include:

• Process design.

• Personnel, execution of activities, 
training, gowning etc.

• Equipment and facilities – robust 
preventative maintenance (PM) systems 
in order to maintain equipment 
and facilities to an appropriate 
standard that will aid with minimising 
contamination risks.

• Utilities.

• Observation of critical processes – e.g. 
aseptic set up and filling operations.

• Sanitation – robust and effective 
cleaning and sanitation regimes. 
Robust transfer sanitisation.

• Raw material controls, in process 
testing, bioburden, endotoxin.

• Robust Quality Systems, investigations, 
root cause determination is critical 
along with adequate preventative 
actions.

• Effective environmental monitoring 
programmes including trending 
and review as well as effectiveness 
reassessment, at least annually.

• Execution of process risk assessment 
– this is one key element to the overall 
control strategy and is fundamental 
for understanding the source of risks. 
As such, these risk assessments should 
be executed following observation of 
processes and personnel involved.

It is important to emphasise that 
contamination control is a series of linked 
elements that form the strategy required 
to minimise the risks of microbiological, 
particulate and pyrogen contamination. 
The strategy should take account of all of 
the elements involved in contamination 
control and the product and process 
lifecycle.
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