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GENERAL

AUDITS O F TYPE IA
VARIATIO N S : EXPERIENC E TO
DATE

F

ollowing the introduction of
Commission Regulation (EC) No.
1234/2008 on 1 January 2010
concerning variations to marketing
authorisations for medicinal products,
the IMB has been conducting regular
audits of type IA notifications in order
to confirm that submissions have been
appropriately categorised, to identify
any areas of concern arising from the
implementation of the new regulation
and to ensure a consistent approach in
the processing of new variations both
by industry and by the IMB. These
audits have found an unacceptably
high number of incorrect type IA
notifications.
We would like to remind applicants
that for type IA notifications, all
conditions must be met and all
necessary documentation must be
provided. Otherwise the variation
should be submitted as a type IB or as a
type II variation. The relevant
extracts(s) of the Classification
Guideline must be submitted and
ticked to confirm compliance with all
requirements.
‘Unforeseen’ variations are not
acceptable as type IA notifications
unless previously classified as such by
an Article 5 recommendation from
either the CMDh or EMA. Applicants
are reminded of the necessity to
regularly
review
the
list
of
Article 5 recommendations which is
published on the CMDh website.
The IMB has recently published an
article on this topic (see issue 38 of our
newsletter) where we outlined the
main deficiencies that have arisen
during these audits. Applicants are
requested to remind themselves of the
main points raised in this article, as the
results of recent audits indicate that

these deficiencies continue to arise.
During the audits of type IA
notifications in 2011:
• Only 40% of those cases audited
were considered to be ‘acceptable’
with no issues.
• 33% of those cases audited required
corrective
actions
from
the
applicants, resulting in many cases
in resubmission of the variation as a
type IB or type II variation. Examples
of such deficiencies included not
meeting the conditions of a type IA
variation (as set out in the
Classification Guideline), missing
crucial documentation (e.g. proof of
authorisation of new manufacturing
site), incorrect classification of a
parameter as ‘non-significant’, or
selection of the wrong variation
classification.
• 22% of those cases audited were
considered to have minor issues
where notification to the applicant
only was required. In these
instances, the applicant was sent an
e-mail outlining the deficiency and
reminding them to consider these
issues for future submissions.
Examples of such deficiencies
included incorrectly or incompletely
completing the application form,
incomplete submission of documentation, and not submitting
and/or not ticking the EC
Classification Guideline page. If
applicants do not address these
issues and such deficiencies
continue to arise, the IMB will
consider requiring applications to be
resubmitted.
Finally, we would like to advise
applicants to refer to the EMA prenotification checklist for type IA
variations which is aimed at
facilitating
submission
of §
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complete and correct type IA
variations. Additionally, the CMDh has
published Explanatory Notes on
Variation Application Form. These
documents provide a useful checklist
which should be used prior to the
submission of any type IA notification
Q U ICK RES P O NSE CODES OR
2 D BARC O DES ON LABEL LING
AN D IN PAC K AGE LEAF L ETS

T

he addition of a quick response (QR)
code or 2D barcode to product
labelling or package leaflets is
permissible provided all three of the
following conditions are met:
1. The QR code or 2D barcode is
intended for internal manufacturing processing, stock control
or anti-counterfeit measures.
2. Any additional information in the
QR code or 2D barcode that can be
read by members of the public must
not contain information other than
product information approved by
the IMB for inclusion in the
summary of product characteristics,
label or package leaflet for the
product.
3. The addition of the QR code or 2D
barcode does not affect any other
aspect of the label or leaflet and
does not affect the legibility of the
approved label or leaflet text.

Addition of QR codes or 2D barcodes
fulfilling all three of the above
requirements
will
not
require
submission of a variation application.
However, where the addition of such a
code or barcode meets conditions 1 and
2 but does not meet condition 3, an
Article 61(3) notification should be
submitted along with amended mockups for consideration.
It is the responsibility of the MAH
to ensure that all three of the above
conditions are met. Inclusion of
website addresses, or links to websites,
within the QR code or 2D barcode is
not currently permissible however this
aspect is under review at present.
Applicants should note that this is
an interim policy as this issue is
currently under review. A full policy
will be published in due course.
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FEEDBACK ON THE PHARMAC OVIGILANCE INFORMATIO N DAY
HELD ON 2 DECEMB ER 20 11

T

he New EU pharmacovigilance
legislation (Directive 2010/84/EC
and Regulation 1235/2010) which is
intended to further protect public
health by strengthening the current
European-wide system for monitoring
the safety of medicines will come into
effect in July 2012.
To discuss the implications,
representatives from the IMB were
joined by colleagues from the
Department of Health, European
Medicines Agency, the UK’s Medicines
and Healthcare products Regulatory
Agency (MHRA) and the European
Organisation for Rare Diseases
(EURORDIS),
in
delivering
presentations to delegates at the
Pharmacovigilance Information Day
held in Dublin on 2 December.
Participants
included
patient
organisations, healthcare professionals,
academic institutions, professional
bodies and industry representatives.
Speakers at the information day
explained that the legislation is
intended to enhance the current
pharmacovigilance system in the EU,
making the reporting of adverse drug
reactions easier, improving transparency

and introducing special provisions for
medicines that need additional
monitoring. The legislation also aims to
ensure that members of the public
become better informed about the
benefits and risks of taking medicines.
The new requirements will result in
a more transparent and seamless
European vigilance system with
assessment of the benefit, harm,
effectiveness and risk of all medicines
to all patients at the centre of its
activities.
The sessions involved reviewing the
requirements and discussing relevant
implications for pharmacovigilance
processes
and
marketing
authorisations, and the impact on
healthcare professionals, patients, the
pharmaceutical sector and the IMB.
The feedback on the Information
Day was extremely positive and the
IMB thanks everyone who made this
event a success.
For those who were unable to
attend the event, the presentations are
published on the IMB website.
Additional information and guidance
are also available on the IMB’s
designated webpage.

From left to right: Dr. Peter Arlett (Head of Pharmacovigilance and Risk Management, EMA), Dr. Joan Gilvarry
(Director of Human Products Monitoring, IMB), Dr. Almath Spooner (Acting Human Products Vigilance
Assessment Manager, IMB)
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VETERINARY MEDICINES
P UB L IC ATIO N OF V OLUME 9B
OF THE RU L ES GOVERNING
MEDICIN AL PRODUCTS
IN THE EU

T

he IMB wishes to highlight to
marketing authorisation holders
(MAHs) of veterinary medicinal
that
the
European
products
Commission published Volume 9B of
‘The Rules Governing Medicinal
Products in the European Union –
Guidelines on Pharmacovigilance for
Medicinal Products for Veterinary Use’
on their website in December 2011.
MAHs should familiarise themselves
with the guidelines at the earliest
opportunity and update their internal
procedures accordingly. Particular
attention should be paid to the sections
on adverse event reporting and
periodic safety update reports which
contain some new reporting guidelines
that may require changes to current
reporting practices by MAHs.
In line with communications
received from stakeholders, the IMB will
be allowing a six-month timeframe for
implementation of the new guidelines
by MAHs. Therefore from 1 July 2012,
MAHs will be expected to comply with
Volume 9B guidelines in relation to
pharmacovigilance
of
veterinary
medicinal products. IMB compliance
monitoring activities after this time will
reflect this position.
Any queries on the new guidelines
should
be
addressed
to
imbvetadr@imb.ie.

DIARY DATE: CONFERENCE
ON VETERINARY REGULATORY
AFFAIRS, DUBLIN, OCTOBER 2012

T

he
Veterinary
Medicines
Department is pleased to announce
that
we
are
supporting
the
Organisation for Professionals in
Regulatory Affairs (TOPRA) in hosting
a conference on veterinary regulatory
affairs at the Burlington Hotel, Leeson
Street, Dublin 2 on 2-3 October 2012.
The event is expected to provide
delegates with both strategic and
operational insights into current topics
and ‘hot’ issues. TOPRA is a non-profit,
non-political organisation. Details of
the event will be available from both
the IMB and TOPRA websites shortly.
DISPL AY OF THE CHEMIC AL
GRO UP SYMB OLS ON LAB ELS
OF ANTHEL MINTICS FOR SHEEP

O

n the invitation of the Department
of Agriculture, Food and Marine
(DAFM), the IMB wishes to facilitate
stakeholders
regarding
the
introduction of symbols that designate
the chemical group of the active
substance contained in the products
concerned.
The
objective
of
designating such products is to
enhance the recognition of their
importance in formulating appropriate
strategies to minimise the development
of anthelmintic resistance in Irish
sheep. Accordingly, we wish to inform
MAHs of anthelmintics that are
marketed for use in sheep that
applications to introduce the new
symbols may now be submitted. It is
expected that an educational campaign
will be developed by DAFM over the
coming months to raise awareness
among farmers and vets as to the
meaning of the symbols and how they
can be applied in the future for
helminth control in individual farms.
The symbols used in Ireland will be
identical to those used in the UK,
thereby facilitating the joint labelling
of the products concerned in both
countries.
Further information on this topic
will be communicated to stakeholders
on the IMB website.

It should be noted that this will be
a voluntary exercise, open to those
involved in marketing anthelmintics
for sheep, albeit that in the national
interest it is hoped that all companies
concerned will participate. Further
information on the application
procedure to introduce the symbols
may be obtained by contacting the IMB
(deirdre.okeeffe@imb.ie).
REPORT ON CONSUMP TION O F
VETERINARY ANTIMIC ROB IAL S
IN IRELAND FOR 2 0 1 0

T

he
Veterinary
Medicines
Department is grateful to the
relevant companies for making their
annual returns of consumption data for
veterinary antimicrobials supplied in
Ireland during 2010. The data led the
IMB to investigate discrepancies
between the consumption figures
reported between the two years; this
required the 2009 consumption data to
be lowered significantly from those
previously reported. The 2010 report
provides the corrected position for both
2010 and 2009 and is available on the
IMB website.
ONLINE SUB MISS ION O F
VETERINARY APPLIC ATIO N S

T

he IMB is pleased to announce that
RIO, our extranet platform for the
submission of applications, can now be
used to submit the following veterinary
application types:
•
•
•
•

variations,
PSURs,
withdrawals, and
batch specific requests.

RIO may also be used by a MAH to
track the status of all the MAH’s
applications currently with the IMB,
whether or not they have been
submitted using the online platform.
To avail of this facility, you must
register as a user. You can do this either
by clicking on the ‘Register’ banner
(located beside the ‘Search’ window) in
the home screen of the IMB website or
by entering the ‘ Online Applications’
section of the Licensing bar on the

§
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Veterinary Medicine webpage. In either
case, follow the link for ‘RIO’ and
complete the online registration form.
Regular webinars which outline the
procedure and the features of the
system are held by the IMB. To register
your interest in attending the next RIO
webinar, please check the events
section of the IMB website for
upcoming sessions.
U PDATE O N STATUS O F
FL U K IC IDES W ITHOU T AN MRL
F O R MILK

T

he IMB is pleased to report that,
following the submission of
applications for an MRL for milk to the
EMA for the substances closantel,
clorsulon, nitroxynil, triclabendazole
and rafoxanide by the IMB in August
2011 in accordance with Article 27 of
Regulation (EC) No. 470/2009, the
EMA scientific committee has reached
a positive opinion in respect of four of
the substances concerned. The
opinions have been transmitted to the
European Commission for formal
ratification.
U P DATE O F WARNINGS FOR
3 RD AN D 4 TH GENERATION
C EPHAL O S P O RINS IN FOODP RO DU CING ANIMAL S

F

ollowing a referral by the European
Commission of all veterinary
medicinal
products
containing
systemically-administered 3rd and 4th
generation
cephalosporins
(i.e.
ceftiofur and cefquinome) intended for
use in food-producing animals in
March 2011 on the basis of the
adequacy of the prudent use warnings
and the risk associated with potential
misuse, the European Medicines
Agency has concluded that:

PAGE 4

• 3rd and 4th generation cephalosporins select for resistant strains
such as bacteria-carrying extended
spectrum betalactamases and may
constitute a risk to human health if
these strains disseminate to humans
e.g. via food. For this reason, 3rd and
4th generation cephalosporins
should be reserved for the treatment
of clinical conditions which have
responded poorly or are expected to
respond poorly (refers to very acute
cases when treatment must be
initiated without bacteriological
diagnosis) to first-line treatment.
Official, national and regional
antimicrobial policies should be
taken into account when such
products are used. Increased use,
including use of the product
deviating from the instructions
given in the summary of product
characteristics (SPCs), may increase
the prevalence of such resistance.
Whenever possible, 3rd and 4th
generation cephalosporins should
only be used based on susceptibility
testing.
• Preventive use and use for group and
herd medication should be avoided.
Third
and
4th
generation
cephalosporins are intended for the
treatment of individual animals and
should not be used for disease
prevention or as a part of herd
health programmes. Treatment of

groups of animals should be strictly
restricted to ongoing disease
outbreaks according to the approved
conditions of use.
• In the case of bovine metritis, 3rd
and 4th generation cephalosporins
should only be used where treatment
with another antimicrobial has
failed. Third and 4th generation
cephalosporins should not be used as
prophylaxis in cases of retained
placenta.
• Use in poultry (including in ovo use)
should be contraindicated due to the
risk of spread of antimicrobial
resistance to humans.
In accordance with the scientific
outcome of the referral by the EMA, the
European Commission has issued a
binding decision that the marketing
authorisations for the affected products
are to be updated accordingly.
Therefore, the labelling and SPCs of all
products containing ceftiofur or
cefquinome concerned by the referral
are being updated accordingly.
For further information on the
procedure to amend the authorisations
concerned, please contact Ms. Michelle
Sinnott (michelle.sinnott@imb.ie).
FEEDBACK ON VETERIN ARY
MEDICINES DEPARTMEN T
IN FORMATION DAY

T

he feedback on the Information
Day, which was held on 6 October
2011, was overwhelmingly positive.
The IMB is grateful to everyone who
supported the event.
For those who were unable to
attend the event, the IMB is pleased to
announce that the presentations for
the meeting are now available on the
website.
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COMPLIANCE

C O N TRO L L ED DRUGS – UPDATE
TO MIS US E OF DRUGS
REGU L ATIONS

N

ew legislation to control a range of
substances, additional to those
controlled in May 2010, was
introduced under the Misuse of Drugs
Acts, on 1 November 2011.
The additional substances which
have been controlled are as follows:
• further
cathinone
substances
(substances similar to mephedrone
which was controlled in May 2010);
• naphthylpyrovalerone and related
substances;
• further synthetic cannabis-type
substances;
• dimethocaine and desethyl dimethocaine;
• desoxypipradrol;
• aminotetralins and aminoindans;
• fluorotropacocaine;
• bromodragonFLY;
• salvinorin A; and
• mitragynine and 7-hydroxymitragynine.
The drugs and substances covered,
including the Schedules under the
Misuse of Drugs Regulations into which
they have been placed, are set out
within the following statutory
instruments:
• Misuse of Drugs Act 1977
(Controlled Drugs) (Declaration)
Order 2011 (S.I. No. 551 of 2011);
and
• Misuse of Drugs (Amendment)
Regulations 2011 (S.I. No. 552 of
2011).
If you require any further clarification
or information regarding the legislation
update, please do not hesitate to
contact controlleddrugs@imb.ie.

DELEGATED ACT ON SAFETY
FEATURES FOR MEDICINAL
P RODUCT FOR HUMAN USE

O

n 1 July 2011, Directive 2011/
62/EU on the prevention of the
entry into the legal supply chain of
falsified medicinal products was
published. This Directive, which
amends
Directive
2001/83/EC,
introduces obligatory safety features for
medicinal products for human use in
order to:
• verify whether the outer packaging
has been tampered with, and
• verify an individual pack as
authentic using a ‘unique identifier’.

The technical specification to ensure
tamper-evidence is left to the
manufacturer as it is best placed to
establish how the packaging can be
made tamper-proof. However, the
European Commission is tasked with
adopting a delegated act setting out the
characteristics
and
technical
specifications of the unique identifier.
To this end, a concept paper prepared
by the Commission is currently
available for public consultation with a
view to preparing both an impact
assessment and the delegated act.
Two meetings were held by the
Commission
with
interested
stakeholders in Brussels on 19 and 20
December 2011 to gather further
information on the policy options. The
meetings followed the structure and
questions posed in the concept paper.
The key elements of the meetings are
detailed below.

Characteristics and technical
specifications of the unique identifier
The three possible solutions presented to
carry the serialisation number (unique
identifier) on the outer packaging were
the technologies 2D-barcode, radiofrequency identification (RFID) and
linear barcode. The associated costs and
the limitations of the technologies were
discussed. The options of leaving the
choice of the technical specification to
the individual manufacturer or

harmonising the specification through
regulation were considered. The overall
opinion of stakeholders was to have a
harmonised
approach
but
the
importance of cost / benefit and
allowing manufacturers the flexibility to
develop technologies was emphasised.
Opinions differed between including
as much information as possible in the
serialisation number or defining the
minimum information required, with
additional
information
included
voluntarily.
Consequently,
the
serialisation number might include only
the manufacturer product code and
pack number or be accompanied by
additional product information such as
batch number, expiry date and national
reimbursement number. It was noted
that some of this additional product
information was already on the pack.

Verification of the unique identifier
The options that could be used to verify
the authenticity of the pack included
systematic check-out of the serialisation
number at the dispensing point (‘endto-end verification’), check-out at the
dispensing point with additional
random verifications by wholesale
distributors, or check-out at the
dispensing point with additional
systematic verification by wholesale
distributors. The burden of systematic
checks on the wholesaler was
considered.

Management of the repository system
The options that could be used to
manage serialisation numbers and their
verification included stakeholder
governance, national governance of
repositories established by each
member state or EU governance.
Opinions on this topic were mixed
with possible hybrid solutions
suggested. Other issues discussed were
protection
of
personal
data,
information of a commercially
sensitive nature, and re-packaging of
medicinal products.

Lists containing the products which shall
and shall not bear the safety features
Directive 2001/62/EU stipulates that
medicinal products subject to
§
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prescription shall bear the safety
features unless they have been listed as
exempt by the Commission in a
delegated act. Similarly, products not
subject to prescription shall not bear
the safety features unless listed. In
order to draw up these lists the
following criteria shall be applied:

• seriousness of the
intended to be treated.

conditions

The consultation period ends on 27
April 2012.
INF ORMATION SEMINAR FOR
DIS TRIBUTORS O F COSMETIC

• price of the medicinal product;

P RODUCTS

• sales volume of the medicinal
product;
• number and frequency of previous
incidents of falsified medicines
reported in the EU and third
countries;
• specific characteristic of the product
which makes the risk of falsification
unlikely, e.g. products that are
delivered
direct
from
the
manufacturer
to
hospital
pharmacies; and

T

he IMB will hold an Information
Seminar for distributors of cosmetic
products on 29 March 2012. This
seminar will take place in the Camden
Court Hotel in Dublin city centre.
A number of presentations on
current topics of interest to distributors,
including updates on legislative
changes, will be given. Full details of
the programme, including details on
how to register, will be posted on the
IMB’s website over the coming weeks.
Check the ‘Events’ section of the
website for updates.

Places are limited so any distributor
interested
in
attending
this
Information Seminar should reserve a
place at an early stage.
The IMB is also inviting suggestions
for topics which the industry would like
to have covered during the day.
Suggested topics may be communicated
to the IMB directly via the e-mail
address compliance.infoday@imb.ie by
28 February 2012.
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