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SUMMARY
This report presents the activities related to post-MA market surveillance, encompassing as in
previous years the 2015 activity report for the pharmacovigilance scheme and outlining for the first
time the entire market surveillance scheme for French veterinary medicinal products, as well as the
results obtained in 2015.

Surveillance of establishments and the market: presentation and review
This scheme is based on the prior authorisation and inspection by ANSES of veterinary
pharmaceutical establishments. Its principles are described in the first part of the report. The report
also presents the results of the controls and monitoring carried out by ANSES, on the basis of a risk
analysis, in particular, control of pharmaceutical quality, monitoring of the availability of veterinary
medicinal products placed on the market, reports of quality defects by manufacturers, batch recalls
and surveillance of falsified medicinal products.
In 2015, ANSES-ANMV monitored 529 establishments. Its inspectors visited 69 establishments,
including 40 manufacturers of veterinary medicinal products, 15 wholesalers of veterinary medicinal
products, 13 veterinary medicinal product operators, and an establishment preparing autogenous
vaccines. Of these 69 inspections, 10 were conducted without prior warning. All the establishments
visited by the ANSES inspectors were assessed as compliant following the adversarial procedure; two
establishments took measures to achieve compliance after being served with formal notice. Financial
sanctions were imposed on one establishment. The qualitative analysis of the inspection results
shows that significant progress has been made among manufacturers in terms of surveillance and
continuous improvement.
Among the wholesalers, performance was satisfactory in terms of the pharmaceutical chain’s
compliance with prevention of counterfeiting, management of beneficiary clients, compliance with
the regulations for narcotic drugs, and management of returns. Control of the cold chain now seems
to have been achieved for packing and delivery.
Among the operators, no critical deviation was noted concerning pharmacovigilance; there is
however room for improvement in the logistics of temperature-sensitive drugs and management of
complaints/batch recalls and withdrawals.
In 2015, 98 reports of quality defects were received at ANSES and 52 batch recalls monitored.
Verification of labelling concerned 126 commercial products, and 1270 advertising documents were
examined. The work on mapping therapeutic deficiencies by animal species, which began in 2013,
has been completed. The methods of reporting market disruptions have been reviewed, and this is
reflected in more numerous and earlier reports at the stage where there is a risk of interruptions.
These reports focused mainly on vaccines and drugs intended for poultry.
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Pharmacovigilance: review of adverse events in animals in 2015
Since 2011, the number of reports has increased by 39%. In 2015, ANSES-ANMV recorded 3857
cases of adverse events in animals in its national database, 47% of which were regarded as
serious1.
This increase in the total number of reports was accompanied by a change in the reporting channels,
with in particular direct transmission to ANSES-ANMV gaining ground. In fact, this transmission
channel has been increasing by more than 40% a year and reporters are increasingly turning to
electronic submission (80% of reports sent directly to ANSES-ANMV in 2015).
More than 90% of these reports were sent by veterinary practitioners. Animal owners and breeders
submitted 7.4% of all reports.
As in previous years, the vast majority of the adverse events reported in 2015 involved domestic
carnivores, with around 82% of reports involving dogs or cats. Cattle accounted for 8.9% of all
reports. Other species accounted for less than 3% per species.
The relative share of the different therapeutic categories involved varied by species. Among domestic
carnivores, the primary therapeutic category mentioned was antiparasitics. In cattle, vaccines were
the most frequently mentioned category.
Cases of strict adverse reactions in animals made up a clear majority (90%). Suspicions of lack of
efficacy accounted for 10% of all reports and other cases accounted for less than 0.2%. However,
since these reports most often related to non-serious cases, they were normally submitted to ANSESANMV by MA holders in periodic reports and not immediately as the cases occurred.
In five years, the total number of reports of lack of efficacy has more than quadrupled, and in 2015 it
reached 363. This increase applied to all the main species.
This change could testify to greater awareness among veterinarians (and farmers) of this component
of pharmacovigilance, as a result of the communication and training measures implemented in
recent years.
As part of efforts to promote pharmacovigilance to veterinarians, ANSES-ANMV continued its various
training and communication activities aimed at these professionals in 2015, in particular through
presentations at different trade conventions.

1

4
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INTRODUCTION
The mission of ANSES-ANMV, the competent French authority for veterinary medicinal products, is to
ensure that prescribers and animal owners are provided with veterinary medicinal products that are
safe, effective and of good quality.
To do this, it assesses and manages the risks at each step of the marketing chain for veterinary
medicinal products, based on:
- the prior administrative authorisation by ANSES-ANMV of any medicinal product and any
industrial operator carrying out pharmaceutical activities;
- the primary responsibility of the manufacturer to ensure the quality of the medicinal products
it places on the market and to inform ANSES-ANMV of any factor liable to jeopardise their
quality about which it only becomes aware after the batch of products has been released;
- the responsibility of ANSES-ANMV to conduct relevant market surveillance, by means of onsite inspections and quality controls of medicinal products placed on the market. ANSES-ANMV
also assesses reports of quality defects and monitors the adverse effects of veterinary medicinal
products.

MANUFACTURE
MA
- Definition of specifications
- Descriptions of the
methods of manufacturing,
control, etc.
- Establishments involved in
the manufacturing...
- Benefit/risk balance

- Good manufacturing
practices

MARKETING
- Good distribution practices

- GMP certificate for
establishments:

- Cold chain

Quality management

- Quality defects

- Management of anomalies

- Pharmacovigilance

- Advertising

- Testing for product release

Users
Veterinary
practitioners Farmers
Animal owners

Pharmacovigilance
Quality defects

- Complaints management

Figure 1: The steps in the monitoring of the veterinary medicinal product lifecycle
In the event of a hazard to public health, the Agency has administrative and health enforcement
powers. It can intervene quickly and take measures that can extend to the withdrawal of medicinal
products on the market, and the withdrawal or modification of authorisations. The nature and scope
of the measures taken are determined on the basis of a risk analysis and an impact assessment.
Post-MA surveillance activities have been developed and reinforced in the last few years, particularly
as a result of the audit missions conducted by the Government at ANSES-ANMV since 2011, in the
5
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fields of both pharmacovigilance and market surveillance, in response to health crises observed in
medicinal products for human use.
It should be noted that ANSES-ANMV has obtained certification according to the specifications of the
ISO 9001 reference standard for all its activities. In this framework, all of its activities are subject to
quality management.
Since 2012, the results obtained for pharmacovigilance have been described in annual reports, which
are available on the ANSES website.
This year, in addition to the 2015 activity report for the pharmacovigilance scheme, this report
presents the entire market surveillance scheme, as well as the results obtained.
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I.
Surveillance of establishments: principle, organisation and
results
The regulations applicable to veterinary medicinal products aim to ensure the integrity of the
medicinal product throughout the distribution chain and ensure its quality, safety and efficacy.
Indeed, in principle, a medicinal product can be marketed only if it has received authorisation, has
been manufactured in an authorised establishment according to the terms defined in its
authorisation, and is provided via a wholesaler authorised for this activity to a beneficiary who will
prescribe it. The establishments involved in the manufacture of a medicinal product are stated in its
marketing authorisation (MA) and can be located outside France.
ANSES-ANMV authorises, inspects and certifies all the veterinary pharmaceutical establishments
located in France involved in the veterinary medicinal product chain, from manufacturing through to
wholesale distribution. It monitors their operation, in accordance with the good practices applicable
to them, and manages the follow-up to inspections (certification or closure of the establishment). It
ensures the quality and marketing conditions of medicinal products placed on the market (analytical
control, advertising, counterfeiting, stock shortages, batch recalls, etc.).

A.

Authorisation of establishments
1.

Principles

Any establishment exercising a pharmaceutical activity in the European Union must hold an
authorisation. This is issued by the competent authority of the Member State where it is located for
the activities that it conducts, even if the medicinal products are intended exclusively for export
outside the European Union.
The list of establishments authorised in Europe is public and can be consulted on the website of the
European Medicines Agency (EMA), in the form of the EudraGMDP database2. This database is
common to the human and veterinary medicinal product sectors, from manufacturing through to
wholesale distribution, with some establishments having a combined activity (drugs for human use
and veterinary medicinal products). The authorised activities for each establishment are detailed, as
well as the current restriction measures, if any. The list of veterinary pharmaceutical establishments
located in France is also available in the Etavet database accessible on the ANSES website3.
The EU provisions have been transposed into national law in the French Public Health Code (CSP)4.
This distinguishes 14 categories of veterinary pharmaceutical establishments, according to the
activity5 undertaken and the category of medicinal products. An establishment may cover several
categories. In this case, it has a single authorisation to open, listing each of the authorised activities
and types of medicinal products precisely. One particular category, the operator , has been defined
2
3
4
5

http://eudragmdp.ema.europa.eu/inspections/common/searchSites.do
https://www.anses.fr/
In particular, Articles L.5142-1 to L.5142-3 and R.5142-1
Art. R. 5142-1 of the CSP
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in France for overseeing and monitoring the commercial exploitation activities of companies
distributing medicinal products in France from a country of the European Union, without
manufacturing them. These establishments are authorised to carry out wholesale, advertising,
information, pharmacovigilance and batch monitoring operations on behalf of the holder or holders
of the corresponding MA. The operators are responsible for placing on the market medicinal
products for which they hold the MA or for which the MA holder has entrusted them with
exploitation.
Authorisations are issued to companies for the veterinary pharmaceutical establishments where the
activities are actually carried out, on the basis of a detailed descriptive dossier mainly concerning
the premises, equipment, materials considered and operation. The staff must be qualified and in
sufficient number to carry out all the operations, under the responsibility of the appointed
pharmacist or veterinarian manager. The authorisation ceases to be valid after two years if no
activity has been started. It can also be challenged in the absence of any activity.
Once authorised, the establishments must operate according to the rules laid down by the Public
Health Code and specified by different good practice guides according to the type of activity
performed6 (GxP). These texts are enforceable and serve as references for the inspections. Indeed, all
the authorised establishments are subject to inspection, according to a frequency laid down by the
regulations7.
After authorisation, the establishment declares all substantial modifications it intends to make, prior
to their implementation, in order to obtain authorisation for them8. Changes of an administrative
nature and non-substantial modifications may be declared in the month following their
implementation9.
Each year, the establishments send ANSES-ANMV a summary report of their activity for the previous
year.

6

Good Manufacturing Practices for Veterinary Medicinal Products: GMP/Good Distribution Practices: GDP/Good Manufacturing and
Distribution Practices for Medicated Feeds: GMDPMF
7
By decision of the Director General of ANSES, for France, and on a harmonised basis at European level: 3 years for manufacturers, 4 years
for wholesalers
8
Art R. 5142-9 of the CSP
9
Art. R. 5142-9 of the CSP and Ministerial Order of 20 April 2012
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2.

Situation in 2015

As of 31 December 2015, 529 veterinary pharmaceutical establishments possessed an authorisation
to open for one or more activities. 222 establishments also had an authorisation issued by the ANSM
for medicinal products for human use, of which 54 are medicinal product manufacturers, seven are
operators and 161 are wholesalers.

90

192

drug manufacturers

drug wholesalers

529 establishments
4 preparation of
28

autogenous
vaccines

operators

215 manufacturers - distributors of medicated feedingstuffs
Figure 1: Breakdown of veterinary pharmaceutical establishments authorised in France in 2015,
according to their main activity
3.

Activity

The table below shows, for 2015, the number of decisions issued or refused.

Authorisation to open

Substantial modification

Administrative declaration

Issued

1010

6011

12212

Refused

0

3

7 not taken into account

Table 1. Activity in authorisations for 2015
A trend towards a reduction in the number of establishments has been observed over the last few
years with a more marked decrease in the medicated feedingstuffs sector. The number of medicinal
product manufacturers is stable.

10

Including 3 manufacturers of veterinary medicinal products, 6 operators or wholesalers of veterinary medicinal products and 1
manufacturer of medicated feed
11

Including 49 manufacturers of veterinary medicinal products, 5 operators or wholesalers of veterinary medicinal products and 6
manufacturers-distributors of medicated feed
12
Including 45 manufacturers of veterinary medicinal products, 52 wholesalers of veterinary medicinal products and 25 manufacturersdistributors of medicated feed
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Figure 2: Change in the number of veterinary pharmaceutical establishments

B.

Responsibility of the establishments

To ensure the guarantee of public health throughout the veterinary medicinal product lifecycle and
during the entire lifetime of the drugs on the market, the establishments have changed from an
obligation of means to an obligation of results, a concept introduced by successive modifications of
the good manufacturing practices for veterinary medicinal products since 2010, and the introduction
of the risk analysis in the good wholesale distribution practices in 2015, applicable in 2016.
In each establishment, fulfilment of these obligations is placed under the responsibility of a
nominated pharmacist or veterinarian, the pharmaceutical manager. As the guarantors of activities
specifically related to public health, these officials share legal liability for the company's activities
with the Director General or CEO of the company and are personally liable. Accordingly, they may be
subject to criminal, civil or ordinal proceedings. The law therefore requires them to alert the health
authorities if they are faced with any difficulties in the exercise of their functions.
As the contact point for the health authorities, the pharmaceutical manager organises and supervises
all the activities and individuals concerned in the establishment, to ensure their effective functioning.
The pharmaceutical manager contributes to the overall control of risks by applying the means
necessary for its activity, organised around a consistent quality management system and supported
by a scheme for monitoring each medicinal product throughout its lifetime.

10
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A consistent quality management system adapted to needs

The pharmaceutical manager firstly ensures the implementation of a consistent quality management
system adapted to the needs of the establishment's activities (manufacture, distribution and
exploitation – sterile or non-sterile drugs, vaccines, etc.), integrated into the operations and well
documented. The quality management system must ensure, mainly by the application of procedures
and records, that the quality of the manufactured medicinal product conforms to its authorisation
and is therefore safe and effective, and that it is stored and then transported in conditions in
accordance with its authorisation, refrigerated if necessary. The quality management system must
provide evidence of this. Therefore, the organisation is clearly defined and the responsibilities
described. A system for recording and processing client complaints and anomalies is put in place as
well as a process for monitoring and improvement. Self-inspections covering the entire activity are
conducted regularly.

2.

Means adapted to the claimed activities

The premises, equipment and materials should be suited to the activities carried out, and designed to
avoid any risk of contamination or cross-contamination. The staff should be in sufficient number, and
trained and qualified. The facilities and equipment should be qualified and subject to regular
preventive maintenance. Operations should be effectively managed. Processes should be validated,
and should take into account the worst-case scenario. Disinfection and disposal of waste and
effluents should be designed in such a way as to prevent any risk for the medicinal product or the
environment. The impact of any change on the organisation should be assessed before
implementation.
3.

Control of activities at each link in the pharmaceutical chain
a)

During manufacture

At the manufacturers, control of the manufacturing process starts from the supply of raw materials
and packaging items and continues through to the release of each batch of finished product.
Selection and monitoring of suppliers of raw materials and packaging items ensure that they come
from the legal supply chain. Each delivery is checked before any use, to ensure its quality and
integrity. During manufacturing, controls are carried out on intermediate products to monitor the
sensitive stages of production and on each batch of finished products. Samples are retained. A
qualified person verifies and certifies that each batch produced meets the requirements of the MA
before releasing it.
Periodic or continuous quality reviews of all the medicinal products, including those exclusively
intended for export outside the European Union, are carried out regularly. These reviews take into
account all the available elements and information, such as complaints, quality defects or anomalies.
They are intended to verify the repeatability of the existing processes, and the suitability of the
current specifications for the raw materials and finished products. They also aim to identify any
improvements to be made to the products and processes.

11
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b)

During storage and transport

The logistics of veterinary medicinal products have become more and more complex and involve
many stakeholders. Each of them is responsible for the veterinary medicinal products they accept
and must ensure the continuity of the pharmaceutical chain, effective traceability of products in the
event of a batch recall and maintenance of the cold chain for temperature-sensitive products. As
such, they must ensure that these are maintained continuously under the conditions laid down by
the MAs in order to preserve the products' integrity and pharmaceutical quality.
4.

Surveillance throughout the medicinal product's lifetime

After the batches have been released, monitoring of the medicinal products placed on the market is
guaranteed by the manufacturer and by the entity responsible for placing the product on the market,
the MA holder or the operator.
a)

Reporting of quality defects

Each establishment has an obligation to implement a system for recording and processing complaints
concerning any supposedly defective drugs that it manufactures or markets, and to report to the
Agency any incident liable to cause a risk to public health or the environment, indicating the country
of destination. At the manufacturer’s, the stability of the veterinary medicinal products is monitored
until the expiry date, under the storage conditions stated on the labelling, in order to ensure that
they remain at a constant quality within the limits set by their MA.
A medicinal product recall system is provided for by all the establishments, whether they are
manufacturers or operators, with a view to quickly and effectively removing from the market any
medicinal product that is defective or suspected of being defective. These recalls take place after
ANSES-ANMV has been informed, and are implemented throughout the pharmaceutical chain, under
the responsibility of the operator.
b)

An appropriate and effective pharmacovigilance system

Any company distributing a veterinary medicinal product must set up a pharmacovigilance system to
collect, record and scientifically assess information relating to any adverse effects liable to be due to
medicinal products that it has placed on the market. This system must be appropriate, effective and
documented.
It concerns:
- all veterinary medicinal products with an MA, temporary authorisation for use (TAU) or
parallel import authorisation,
- autogenous vaccines,
- homeopathic medicinal products.
Its scope covers:
- adverse events in animals after administration of a veterinary medicinal product or a
medicinal product for human use in the framework of the 'cascade' approach,
- adverse events in humans after exposure to a veterinary medicinal product,
- suspicions of lack of efficacy,
- issues of withdrawal periods and residues in foodstuffs of animal origin,
12
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environmental issues.

This system is placed permanently under the responsibility of a qualified person with proven
experience in the field of pharmacovigilance, the pharmacovigilance manager. They are required to
send reports of serious adverse effects to the Agency without delay. They prepare and transmit
Periodic Safety Update Reports (PSURs). The PSUR contains all the pharmacovigilance data collected
by the laboratory at the national and international level during the period considered, as well as a
scientific assessment of the benefits and risks presented by the medicinal product(s) concerned. The
pharmacovigilance manager responds to any requests from ANSES-ANMV and gives the Agency any
information relevant for the medicinal product's benefit-risk assessment. It proposes a risk
management plan for any medicinal products subject to this requirement.

13
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Inspection of establishments

All industrial operators involved in the pharmaceutical chain are regularly inspected by the
competent authority. These inspections are intended to ensure their compliance with the regulations
and the fulfilment of their obligations.
1.

Conditions
a)

Categories of veterinary pharmaceutical establishments

The missions to inspect establishments and beneficiaries are divided between several State services,
depending on the category of the establishment13.
Activity

ANSESANMV

ARS

DD(CS)PP DD(CS)PP
Agriculture DGCCRF

Manufacture, import, export, distribution of
veterinary medicinal products
Mixed wholesale distribution of medicinal products
(for human and veterinary use)
Wholesale distribution of veterinary medicinal
products exclusively
Distribution of medicated feedingstuffs
Manufacture, import and export of medicated
feedingstuff
Preparation on the farm of medicated feedingstuff
(prefectural approval)
Wholesale distribution of ectoparasiticides for pets
Preparation of autogenous vaccines for veterinary
use
Retail pharmacy: retail supply and extemporaneous
preparation
Veterinary clinics and veterinary offices: retail
supply and extemporaneous preparation
Approved producer organisations: retail
prescription
Retail over-the-counter supply of ectoparasiticides
for pets
Table 2: Breakdown of inspection competences in the field of veterinary medicinal products
(Circular of 7 October 2003)
The inspectorate of ANSES-ANMV has sole responsibility for the inspection of pharmaceutical
establishments with exclusively veterinary activities.

13

Circular DGS/DGAL/DGCCRF/2003/475 of 7 October 2003 on the breakdown of inspections in the field of veterinary
pharmacy
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Mixed establishments manufacturing veterinary medicinal products and also authorised for the
manufacture of medicinal products for human use are inspected by the ANSM alone, or by the ANSM
and ANSES-ANMV in a joint inspection, or by ANSES-ANMV alone.
Inspections of wholesalers with mixed activity are conducted by the pharmacist inspectors of the
regional health agencies (ARSs). Inspections of the medicated feedingstuffs sector are conducted by
the inspectors of the decentralised services of the Ministry of Agriculture.
ANSES-ANMV receives all of the reports from the inspections conducted by these external
inspectorates and manages the follow-up for all the establishments.
b)

Objectives

Each inspection aims to establish a level of confidence in the quality of the practices and ensure that
any risks associated with the establishments' activities are controlled.
Each type of inspection targets the specific risks identified for the activity considered:
Inspections of manufacturing sites aim to verify their ability to produce veterinary medicinal products
in accordance with the good practice rules and their marketing authorisation. This can be done by
reviewing the establishment and its activity as a whole, or by assessing these elements through a
review of the manufacturing conditions for a given medicinal product. The first case is referred to as
a system inspection, and the second as a product inspection;
Inspections of wholesalers aim to ensure their ability to store and maintain the veterinary medicinal
products in conditions that do not adversely affect their integrity or quality, and to manage flows to
the beneficiary (veterinary, pharmacist, approved groups of breeders);
Inspections of medicated feed manufacturers target in particular the risk of cross contamination and
the risk associated with the heterogeneity of the mixture.
In each case, the inspector examines whether the staff, resources, systems and facilities put in place
by the establishment manager are capable of fulfilling its obligations with regard to manufacture or
distribution, and verifies their effectiveness. Any non-compliances that may constitute a risk to public
health are notified to the establishment without delay, with a view to their correction.
Ultimately, the purpose of the inspection is to ensure the compliance of establishments with the
GxP, whether this compliance is noted during the inspection, obtained as a result of a follow-up
inspection to ensure compliance, or based on undertakings. The compliance of manufacturers with
the GMP leads to the issuing of a GMP certificate14.

14

According to a European model
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c)

Standards

The regulatory standards the Inspector relies on include:
- texts with a general scope: Public Health Code, Rural and Maritime Fishing Code, Consumer
Code, Penal Code
- texts specific to each of the activities:
o for the manufacture of veterinary medicinal products:
 European Pharmacopoeia,
 Decision No. 2015-03-076 of 11 March 2015 on good manufacturing
practices for veterinary medicinal products,
o for the distribution of veterinary medicinal products:
 Decision No. 2014-01-31 of 5 March 2014 relating to good veterinary
pharmacovigilance practices,
 Decision No. 2015-06-182 of 24 June 2015 on good wholesale distribution
practices for veterinary medicinal products,
o for the preparation of autogenous vaccines:
 Ministerial Decree of 6 March 2008 on good practices for the preparation of
autogenous vaccines for veterinary use,
o for the manufacture and distribution of medicated feed:
 Decision of the Director General of AFSSA of 12 February 2007 on good
manufacturing and distribution practices for medicated feed, as amended by
the Decision of the Director General of ANSES of 25 October 2012.
d)

Frequency

The frequency of inspections is laid down by the regulations, according to the category of
establishment15, and varies from 3 to 4 years. By the end of this period, all of the establishments in a
given category must have been inspected, so that a report can be established.
For manufacturers of veterinary medicinal products, it can be adjusted from 3 to 5 years depending
on the assessment of the risk level, the thematic inspection priorities laid down by the Director of
ANSES-ANMV, and the instructions of the EMA for international sites or for pharmacovigilance
inspections.
e)

Inspection team and duration

To be able to conduct inspections, the ANSES inspectors must hold a pharmacist or veterinarian
diploma and have been authorised by the Director General of ANSES following an initial qualification.
This qualification aims to equip them with specific skills for carrying out certification inspections in
the areas of activity of ANSES-ANMV. Their skills and experience are then checked periodically
through supervision by inspectors authorised to practise, designated because of their knowledge and
professional experience in the area(s) concerned.
The inspections are conducted by a single inspector or a team of two inspectors, with the option of
including a technical expert or an inspector in training. The duration of an inspection varies from one
half day to three days. The size of the team and the duration depends on the type of activity

15

Decision of the Director General of AFSSA (now ANSES) of 17 September 2008 establishing the frequency of inspections of veterinary
pharmaceutical establishments
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inspected, in particular the pharmaceutical forms of the medicinal products manufactured, and the
size of the site.
Regardless of the category of establishment, the majority of inspections are pre-announced, but a
fraction are carried out without prior warning. The inspections are usually scheduled in advance but
can be expedited to respond to a specific urgent one-off issue, following an event, a report of a
quality defect or a complaint. This is known as an inspection for good reason.
2.

The follow-up to the inspection

Each inspection leads to a report, which is sent to the inspected party. When an inspection has been
conducted by two inspectors, the associate inspector ensures the quality control for the mission.
When an inspection has been conducted by a single inspector, their report is reread by another
authorised inspector. A record is kept of this rereading.
Any differences compared to the standard, identified by the inspectors, are documented and
described factually, and reported as deviations. They are classified into three categories according to
the nomenclature proposed in the European format: critical deviation, major deviation or other risk
deviation. After having performed a risk diagnosis, the inspector gives their opinion in the report’s
conclusion on the organisation's general conformity with the good practice standards. The report is
then sent to the pharmaceutical manager of the inspected company. The latter may make their views
known within a period of 15 days and challenge the deviations or propose corrective measures, along
with a timetable for carrying them out.
The establishment's responses, signed and transmitted by the pharmacist or veterinarian manager,
are analysed by the inspectors, for acceptance or discussion with the inspected party. At the end of
this adversarial procedure, the establishment's final undertakings and the conclusions of the
inspectors are included in the final inspection report.
If no deviations were found during the inspection or if the undertakings regarding corrective
measures were accepted, the establishment is found to be in compliance with the requirements of
the GxP standard. Some deviations may be considered as resolved in advance, subject to
implementation of the proposed risk control plan within the agreed timeframe. Indeed, the
resolution of certain deviations may have considerable implications for the establishment or its
company, which itself may have to undergo a prior overall examination. The resolution of these
deviations is systematically assessed at the next inspection.
The GMP certificate is issued, entered in the European database and sent to the inspected party.
Fulfilment of any undertakings may be followed by the sending of supporting documents, and is
checked at the next inspection. However, a follow-up inspection may be scheduled before the
regulatory deadline to ensure the announced measures have actually been implemented within the
agreed timeframe and to reassess the establishment's compliance with the GxP.
If any critical deviations were identified and have not been immediately resolved or addressed with
sufficient undertakings, the establishment is found to be non-compliant with the GxP, for all or part
of its activities. The report is sent to the Director of ANSES-ANMV to decide on the measures to be
taken, which may go as far as suspension of the authorisation, after formal notice has been served.
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If inspectors uncover information during an inspection liable to give rise to criminal proceedings, they
make out a written report. This is sent to the Public Prosecutor with jurisdiction over the inspected
site and a copy is also sent to the party concerned. The Agency's inspectors are sworn and have
administrative and legal enforcement powers. They have the ability to investigate and record any
infringements of the laws and regulations relating to the exercise of veterinary pharmacy. They can
operate in public and enter any premises, places, facilities and means of transport meant to apply
the provisions that they control, between the hours of 8:00 and 20:00. They may also gain entry
outside these hours if public access is authorised or if professional activities are under way. Access
may be authorised by the judicial authorities if the occupant refuses them entry.
The inspectors may seize or ask to receive any documents necessary for the fulfilment of their
missions, regardless of the media (including electronic), and take copies. They may take samples and
collect all necessary information, on site at the time, or on invitation.
If any risks to public health are found, the inspectors can record evidence of falsified, adulterated or
toxic products, urgently and without notice, in the framework of a judicial procedure and/or prevent
their marketing. They can also carry out seizures, in conjunction with the Public Prosecutor.
In the event of serious or repeated shortcomings, the Director of ANSES-ANMV can also impose
financial administrative sanctions, or file a complaint against the pharmaceutical manager with the
Order of Pharmacists or the Order of Veterinarians.
3.

An inspection strategy based on risk analysis

For its annual planning, ANSES-ANMV implements an inspection strategy based on risk analysis.
For each establishment to be inspected, the activities are rated using a score sheet.
Each activity and the establishment that conducts it are rated according to the intrinsic and extrinsic
risks. A score is determined taking into account the type of medicinal products manufactured, the
degree of control of the establishment, the deviations identified during the previous inspection and
their severity, as well as the history of the establishment.
The intrinsic risk primarily concerns the site's activity and the complexity of production. Experience
has shown that this parameter is the most relevant, especially for multi-activity establishments.
The extrinsic risk integrates compliance with the GxP standards, with the MAs, and with the Public
Health Code in general, mainly on the basis of the result of the inspections. Indeed, information from
the report resulting from the first inspection is added to the risk score sheet, for the extrinsic part.
The number of major or critical deviations, the request for a risk plan to be implemented, any
observed deviations on temperature-sensitive products and any quality defects add points to the
intrinsic risk. The score is established and compared to a reference table. It is reviewed each year, or
at any time in the course of the year if necessary.
All the results are recorded in an internal database, which is used to adjust the frequency of
inspection for each establishment, schedule the inspection of activities over several years within the
limit set by the regulations, identify activities to be inspected as a priority in the coming year, and
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plan the inspections. The rate of regulatory inspection of a particular activity can thus be adjusted by
more or less 1 or 2 years.
The annual inspection programme is prepared at the end of the year for the following year, and is
presented to the management of ANSES-ANMV for validation. It includes the inspection missions
resulting from the calculation of risk, the inspections to be carried out in France at the request of the
European Medicines Agency (EMA), and a reserve of inspections or investigations that can be
mobilised in an emergency. For each inspection mission, the number of inspectors and number of
days required are determined.
To ensure that the means are suited to the missions, the actual list of establishments to be inspected
and the inspection missions to be carried out is determined according to the number of authorised
inspectors available and the total time available for the programme, taking into account the other
technical, examination, training, or inspection missions that the inspectors have to carry out in
France or abroad.
Each inspection mission is then assigned to an inspector or pair of inspectors and the estimated date
is determined. The planning of inspections over the coming year therefore helps precisely control
how the programme is implemented and forecast the impact of any potential uncertainties.
The annual programme also distinguishes between three inspection plans drawn up on the basis of
the activity (manufacturer, wholesaler or operator) and the corresponding standard (GMP, GDP,
GVPP), and accompanied by qualitative objectives and indicators of the risk to be reduced. Each
inspection plan is accompanied by a qualitative summary of the results obtained and the inspection
frequency the previous year, in order to place in context the levels of risk related to the activities
observed, besides the organisational compliance. The four establishments authorised for the
preparation of autogenous vaccines are inspected in the same year, according to the good practices
for the preparation of autogenous vaccines for veterinary use (GPPAVV), with a maximum frequency
of every 3 years, as well as on expiry of their authorisation (5 years). They undergo a separate
analysis.
Implementation of the plan is monitored on a quarterly basis and a report is produced each year.
4.

2015 review
a)

Quantitative data

In 2015, ANSES-ANMV inspected 69 French establishments, including 40 manufacturers, 15
wholesalers, 13 operators, and an establishment preparing autogenous vaccines. Of these 69
inspections, 10 were conducted without prior warning.
All the establishments were assessed as compliant following the adversarial procedure, with the
exception of two establishments which took measures to achieve compliance after being served with
formal notice. Financial sanctions were imposed on one establishment. A complaint was filed with
the Order of Pharmacists against several pharmaceutical managers.
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58%
GMPs
GDPs
22%

Distributors
Autogenous vaccines

Figure 3: Breakdown of inspections carried out by ANSES in 2015 by category (in number of
establishments)
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Manufacturers
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Wholesalers
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Operators
Autogenous vaccines

Figure 4: Breakdown of inspections carried out by ANSES in 2015 by standards (in mission days)
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b)

Qualitative data and incidence of deviations

The 2015 plan completed a three-year cycle for manufacturers and a four-year cycle for wholesalers
and operators. At the end of this cycle, all the sites had been reviewed and the regulatory frequency
had been respected.
The qualitative summary of the results established by area of activity made it possible to analyse the
deficiencies observed and determine trends for the area of activity. These are communicated and
discussed each year with representatives of the professionals concerned. Indicators have been
created to monitor the progress of the establishments regarding the identified risks. The report helps
reach a conclusion about the renewal of the existing indicators for the next cycle or the
establishment of new ones. Processes identified as sensitive and non-compliant are monitored as
controls for the management of the specific risks for the activity concerned.
The presentation of the annual results offers only a partial view of the situation with the
establishments and can only be interpreted in light of the results obtained from previous years in the
current cycle and in previous cycles. Thus, for this first activity report, the results obtained in 2015
are presented over the period 2007-2015 below, by area of activity.
5.

Change
a)
Manufacturers of veterinary medicinal products: "from an
obligation of means to an obligation of results"

Inspection plans are based on the theoretical rate of inspection. For manufacturers, this is every
three years. Observation of the successive plans, 2007/2009, 2010/2012 and 2013/2015 shows an
evolution related to regulatory changes, in particular the changes introduced in GMP in 2010.
Indeed, since 2009, the problems of premises and management of staff qualifications have been
brought under control and have given way to issues of active ingredient management (supply,
control) and validation of processes (manufacturing processes and control of cross-contamination).
The introduction in 2010 of the product quality review, accompanied by continuous stability studies
for the veterinary medicinal products on the market, signified a new approach to production. It is
now up to the manufacturer to justify control of manufacturing processes on the one hand, and
maintenance of the quality of the marketed veterinary medicinal product with regard to its
specifications throughout its commercial life, on the other. Significant progress has been made in
terms of surveillance and continuous improvement. There is however room for improvement in the
surveillance and management of deviations16 and complaints17. Constant vigilance concerning the
management of out-of-specifications results18 obtained in quality control has been maintained over
the three successive plans.

16

Quality deviation: unexpected deviation from a procedure or a written document that is detected and assessed according to the risk it
constitutes for the activity or product.
17
Complaint: complaint or request made by a user of a veterinary medicinal product or a service.
18
Out-of-specifications result: result of quality control analysis that does not comply with the specifications or the acceptance criteria.
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Sensitive processes

2007 - 2009
Plan

Validation of process
Manufacture a
non-compliant
product

Release/Place or
leave a noncompliant
product on the
market

Fail to detect a
deviation

2010 - 2012
Plan

2013 - 2015
Plan

+

+

Management of
active ingredients

+

Premises

+

Staff

+

Quality control
Management of
OOS19
Continuous
monitoring of
stability
Treatment of
deviations and
complaints
Quality review of
products

+

+

+

+

+

+

+

Greyed out: point not addressed because not found in the standard or not reported as a risk
Table 3: Qualitative results for manufacture, 2007-2015 change
b)

Wholesalers: "from observation to control"

The aim of the first inspection plan for distribution activities (2008-2011) was to identify and quantify
the risk. Of the 90 establishments inspected, 46% lacked control over the cold chain, 33% over the
risks related to the reintroduction of marketable drugs returned by retailers, and 61% over
traceability. This last figure should be seen in light of the time lag for the implementation of the
DataMatrix20 system: among mixed wholesalers this took place only in 2012, whereas it was
operational as early as 2009 for veterinary medicinal products.
The second plan, from 2012-2015, which has just ended, was unusual in that it concerned the
inspectorates of ANSES-ANMV for exclusive wholesalers of veterinary medicinal products, and the
ARSs (Regional Health Agencies) for wholesalers with mixed activities (drugs for human and
veterinary use). This plan revealed a clear improvement in all indicators. The 100 establishments
inspected were globally satisfactory for pharmaceutical responsibility, compliance with the
pharmaceutical chain in prevention of counterfeiting, management of beneficiary clients and
compliance with the regulations for narcotic drugs. The management of returns was satisfactory for

19

Out-of-specifications result.
DataMatrix (QR code): two-dimensional high-density bar code symbol, representing a large amount of information on a reduced space, in
the public domain, and presented in the form of a matrix consisting of juxtaposed points or squares.
20
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94%. Concerning the cold chain, control over the management of temperature-sensitive products
now seems to have been achieved for packing and delivery.

2012-2015

20092011

GDP

Topic

Objective

S

NS

NS

Staff

Pharmaceutical
responsibility

Presence and responsibilities
exercised

96%

4%

10%

Compliance with
the
pharmaceutical
chain

Compliance with the
pharmaceutical chain in terms
of suppliers

100%

0%

3%

89%

11%

90%

10%

94%

6%

98%

2%

Supply

Cold chain

Storage

Cold chain

Cold chain

Delivery
preparation

Cold chain

Package reception phase
planned and implemented,
acceptance of compliant drugs
Qualified storage installations
and satisfactory operation
proven
Design of cold packages
validated and applied without
any risk for the medicinal
product
Organisation of the delivery
channels validated; its
implementation guarantees
that the quality of the
transported medicinal product
is maintained throughout the
duration

46%

Traceability

Traceability of batches
operational and effective

97%

3%

61%

Management of
beneficiary
clients

Compliance with the
regulations in terms of
recipients

99%

1%

19%

Returns,
complaints,
recalls

Returns
management

Reintegration of drugs returned
by clients secured

94%

6%

33%

Regulated
products

Compliance with
regulations

Compliance with regulations in
terms of storage and
distribution of veterinary drugs
classified as narcotic

100%

0%

x

S: Satisfactory - NS: Not Satisfactory
Table 4: Qualitative results for wholesale distribution, changes between 2009 and 2015
A residual risk issue relates to chilled storage containers, which still require improvement in a few
establishments, and the upstream transport phase, which is the responsibility of the operators and is
covered by another plan.
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c)

Operators: marketing and pharmacovigilance

ANSES-ANMV authorises and inspects 59 establishments with the status of operators responsible for
placing products on the market, including 28 for this single activity, or between 11 and 16 inspections
per year, two or three of which are at the request of the EMA for medicinal products having obtained
an MA by the centralised procedure. Two specific standards are used: the good pharmacovigilance
practices and good distribution practices.
The findings, from 2013 to 2015, reveal that the logistics of temperature-sensitive drugs and the
management of complaints/batch recalls and withdrawals remain the priority points. In fact,
deviations were identified in 43% of establishments for the logistics of temperature-sensitive drugs
and in 30% for the management of complaints and batch recalls.
Concerning pharmacovigilance, no deviation that was critical or required formal notice to be issued
was noted during this period.
Following the plan that came to an end in 2015, the main unsatisfactory areas concerned
organisation of pharmacovigilance, the quality management process and risk management,
management of adverse events and the regulatory obligations of the pharmacovigilance manager.
All establishments were assessed as compliant following the adversarial procedure (see Section 1.C.2
The follow-up to the inspection).

D.

Outlook for 2016

From a quantitative point of view, 54 establishments to be inspected as a priority in 2016 stood out
from the database and the risk analysis:
-

Four newly authorised establishments to be inspected for the first time,
Three establishments whose inspections took place in light of the findings from previous
years and their risk score, and
Four pharmacovigilance inspections, including one at the request of ANSES's
Pharmacovigilance Department and three at the request of the European Medicines Agency
(EMA) for medicinal products authorised by the centralised procedure.
The reserve of eight unannounced inspections was renewed in order to respond to requests for
investigations that cannot be anticipated, based on the results obtained in the two previous years.
The summaries of the 2015 inspection plans, which present the main risks identified and the level of
improvement achieved (see Tables 3 and 4), were used as input for the qualitative goals of the 2016
plan:
 The operators/depositories plan, started in 2014 and relating to the issue of temperaturesensitive products, continues with regard to manufacturers, depositories and operators with
distribution activities.
 The implementation of GDP-2015 on 1 January 2016 will require the introduction of a
support methodology, in particular for the deployment of risk analysis methods among
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wholesalers. In this regard, the essential points related mainly to the regulations are defined,
as well as the position of the inspection on the risk items.
The inspections of manufacturers and operators focus on the security of data and computer
systems in light of Annex 11 of the GMP. Several cross-functional inspections are organised in
the establishments of the main companies in the sector.
Manufacturer inspections are also aimed at reducing the following risks:
o manufacturing a product that is non-compliant due to a failure to comply with the
MA, failures in validation of processes including control of aseptic processes (staff
training, distribution, filtration and simulated aseptic filling test21),
o releasing a product that is non-compliant due to the poor management of active
ingredients and quality of reagents,
o failure to detect a deviation in the different industrial processes when managing
anomalies and complaints and monitoring stability on a continuous basis.

MFT, Media Fill Test
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Market surveillance: actions and results

Market surveillance of veterinary medicinal products, excluding pharmacovigilance, is carried out by
the Agency in four different ways:
- Quality control of medicinal products: assessment of reported quality defects, laboratory
analysis of medicinal products;
- Control of information relating to medicinal products: control of advertising, control of
package leaflets and labelling;
- Surveillance of falsified medicinal products: legal qualification activity, development of an
analytical method;
- Surveillance of medicinal product availability.

A.

Quality control of veterinary medicinal products
1.

Assessment of quality defects and batch recalls

Quality defects are generally reported by the entity responsible for placing the medicinal product on
the market. They can also be reported by a user of the product or be conveyed by a competent
authority of the European Union where the medicinal product is manufactured or imported, in the
form of "Rapid Alerts". A reporting form and a dedicated email address have been set up to facilitate
reporting by practitioners22. Decisions relating to the MA that have an impact on the use of the
medicinal product, such as a major change, suspension or withdrawal, are also managed as a quality
defect in order to assess whether or not it is necessary to go ahead with a batch recall.
Depending on the risk assessment conducted, a batch recall may occur at different levels in the
marketing chain:
For the medicinal product manufacturer or its depository (a company selling products on behalf of
the operator without being the owner): this is a Category 4 recall. In this case, depending on the risk
assessment conducted, for the batches in question it may be necessary to reprocess (relabelling with
a new expiry date, for example) or destroy the products.
For the wholesalers, this is a Category 3 recall. This is the most frequent type of batch recall. It
relates, for example, to medicinal products whose stability until the expiry date cannot be ensured,
without any lack of efficacy necessarily being proven, or medicinal products for which the MA was
recently amended as a result of re-assessments or European harmonisations between medicinal
products (for example, change to the withdrawal period, removal of target species).
For the beneficiaries, which are authorised to prescribe or retail the veterinary medicinal products
according to their respective status (pharmacists, veterinary practitioners, approved producer
organisations , garden centres, supermarkets, etc.): this is a Category 2 recall, in the event of a risk
deemed to be critical because it presents a risk to animal health, such as a proven lack of efficacy for

22

https://www.anses.fr/fr/content/d%C3%A9claration-par-le-v%C3%A9t%C3%A9rinaire-dun-d%C3%A9faut-qualit%C3%A9observ%C3%A9-sur-un-m%C3%A9dicament-un-formulaire
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the animals that would be treated with the medicinal product in question. This concerns a limited
number of recalls each year.
For the animal holders or owners: this is a Category 1 recall, aimed at the general public, when the
risk is deemed to be maximum for the animal, the person administering the medicinal product or the
environment. This category of recall is rare (less than one per year).
All these kinds of recalls are liable to cause a temporary interruption to supply of the product.
Every batch recall or withdrawal decision taken by ANSES-ANMV entails a discussion with the
laboratory concerned and a prior impact assessment. The presentations, the batches concerned and
the reason for the withdrawal are clearly stated in the recall notification sent to the entity
responsible for placing the product on the market.
ANSES-ANMV monitors the reported fault until the batch concerned is brought into compliance,
whether this involves changes to labelling, its destruction, or, if this proves necessary, possible
changes to its MA.
Conversely, for any changes to the MA that have an impact on public health, the batches being
marketed undergo a quality defect assessment and are monitored as such.
Quality defects registered in 2015:
In 2015, 98 quality defects were recorded, broken down according to the problems identified as
responsible for the recall decision:

7%
Level of active ingredient
Microbiological quality

28%

46%

Pharmacovigilance
Production conditions
Primary packaging
Label-leaflet
Admin. measure
Other-misc.

12%
1% 1% 3%

1%

Figure 5: Breakdown of causes of quality defects reported in 2015
Nearly half concerned a problem of level of active ingredient in the product. In the vast majority of
cases, this was noted during continuous stability studies for the medicinal product. The same type of
fault already accounted for a largely identical proportion of cases in 2014: 41%.
This was followed, for more than a quarter of the monitored cases, by administrative measures
leading to changes in the marketing authorisations for medicinal products having a significant impact
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for public or animal health (see Annex 2), such as increases in withdrawal periods or removal of
target species. The proportion of these measures was relatively similar in 2014: 32%.
Lastly, 12% of the reported faults concerned a material error relating to the labelling of the medicinal
product. This proportion is also quite stable, since it was 10% in 2014.
Concerning the other types of defects, they are generally few in number, with one or two cases per
year of microbiological contamination of a medicinal product for injection, or reporting via the
pharmacovigilance scheme of adverse events related to a batch. However, these cases frequently
lead to batch recalls extending all the way to the health professionals.

Batch recalls in 2015
The 98 quality defects recorded in 2015 gave rise to 52 recalls, broken down as follows:

Category

General public
(Cat 1)

Beneficiaries
and retailers

Number

0

4

Wholesalers

Manufacturers
and
depositories

Total

13

35

52

Table 5: Extent of batch recalls in 2015

Changes since 2000
A significant increase in the number of reports of quality defects and batch recalls has been noted
since 2009. This finding is related to the new monitoring obligations for manufacturers that have
been in force since 201023. The stability of medicinal products is continually monitored throughout
the duration of their marketing and annual quality reviews are produced for each medicinal product
taking into account all the available elements and information such as complaints, quality defects or
anomalies. The establishment of this monitoring initially led to an increase in reports. With the
benefit of this experience and in particular following the management of a Category 1 recall relating
to 78 MAs for antiparasitic collars, the practical conditions laid down in 2009 for management of
reports of quality defects and recalls by ANSES-ANMV were further developed and strengthened in
2013.
The batch recalls went from three for the period 2000-2005, to 10 for the period 2006-2008, from 10
to 20 per year between 2009 and 2013 to around 50 per year since 2013, as shown in Figure 6.

23

28
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Figure 6: Change in reported quality defects and recalls from 2000 to 2015
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Figure 7: Extent of recalls, change in the last four years
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Analytical quality control of veterinary medicinal products

Each year, the ANSES-ANMV control laboratory analyses around 60 marketed medicinal products.
The choice of medicinal products is laid down in an annual plan developed on the basis of a risk
analysis. Samples are taken from the medicinal product chain, at the wholesale distribution stage.
These controls ensure that the composition stated in the marketing authorisation (MA) is respected,
in particular the identification and amount of active substance, and that the physico-chemical
characteristics do indeed comply with the validated specifications.
The tested medicinal products may have national or European MAs. For European MAs, the
programmes are coordinated by the European Directorate for the Quality of Medicines and
Healthcare (EDQM). The EDQM is responsible for drafting and updating the European
Pharmacopoeia, the reference on quality of medicinal products, whether for human or veterinary
use. It also coordinates the network of Official Medicines Control Laboratories (OMCLs). The ANSESANMV veterinary medicinal product control laboratory is a member of the network of OMCLs.
The OMCLs exchange their control programmes via databases in order to avoid duplicate analyses,
the results are shared and samples can also be sent between OMCLs. The ANSES-ANMV OMCL plays
an active role at European level in its collaborative work to control commercial veterinary products
with MAs issued through the mutual recognition or decentralised procedures.
In 2015, 54 veterinary medicinal products sampled from the French market were analysed. Six noncompliances with the specifications of the MA were detected, including three concerning the
breakability of scored tablets, one for the pH of a solution and two for the uniformity of the delivered
dose.
Eight samples of medicinal products taken from other European markets were also analysed at the
request of other OMCLs in the framework of this network.

B.

Control of information relating to medicinal products
1.

Control of labelling and package leaflets

This control focuses on both the medicinal products sampled in the framework of the analytical
control plan and on a specific control plan following a risk analysis.
In 2015, the specific control plan focused on:
- Medicinal products authorised recently (2012-2013) for new holders and holders not based
in France;
- Medicinal products containing narcotic or psychotropic substances, two years after the
placing on the market of the first narcotic veterinary medicinal products, given the specific
and relatively complex labelling rules for these substances.
A total of 126 different commercial products were controlled and 25 non-compliances identified:
- For medicinal products recently authorised for new holders and holders not based in France,
50 medicinal products were controlled for 18 different holders. 78% of the medicinal
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products were found to be compliant (39 drugs). For 16% of the medicinal products, the noncompliances identified related to minor points on the labelling or package leaflet. For three
medicinal products from the same operator, the non-compliance identified concerned the
failure to comply with the statements required under the regulations for the labelling of
medicinal products included on List I of poisonous substances.
For narcotic and psychotropic substances, 19 medicinal products were controlled. 84% (16
drugs out of 19) proved to be compliant. One presented only one minor non-compliance and
two medicinal products from the same holder had several minor non-compliances. The
discussions with the industrial companies concerned led to corrective measures being rapidly
implemented on the future batches to be produced.
2.

Control of advertising

The advertising of veterinary medicinal products is regulated by the French Public Health Code24. It
can only concern authorised medicinal products. Advertising to the public is only authorised for nonprescription (OTC) medicinal products.
All advertising materials must be submitted to ANSES-ANMV, and in certain cases must obtain
authorisation prior to publication. This concerns any type of advertising on any type of media: press
announcement, poster, flyer, leaflet, presentation made by industrial companies to beneficiaries,
sales representative prospecting aids, radio or television spot, website, Facebook page, etc.
The advertisement must not be misleading and must not be detrimental to the protection of animal
health, human health or the environment. The medicinal product must be presented objectively and
in a way that promotes its proper use.
Control involves first verifying that advertising includes the mandatory legal statements defined by
the regulations. The consistency between the advertising message and the summary of product
characteristics (SPC25) is then examined. The literature references documenting the claims are also
verified. Non-compliant projects initially lead to a request for correction or additional information. If
they are not or cannot be corrected, their authorisation may be refused or withdrawn.
A decree26 regulating the advertising of veterinary medicinal products was published on 10 June 2015
for implementation on 1 October 2015. The primary impact of this decree was to extend the range of
medicinal products whose advertising is subject to prior authorisation. Since then, all advertising
aimed at the general public as well as advertising aimed at veterinarians or pharmacists for
antimicrobials, certain hormones, medicinal products subject to a risk management plan and
medicinal products indicated against category one health hazards have been subject to
authorisation.
ANSES-ANMV has drafted and placed online a guide to good advertising practices intended for
industrial companies setting up advertising campaigns. A campaign can include several documents or
materials that are examined together (www.anses.fr).

24

CSP Article R. 5141-82 et seq.
SPC: Annex to the MA decision that describes the assessed and validated conditions of use for a given medicinal product
26
Decree No 2015-647 of 10 June 2015 on the advertising of veterinary medicinal products
25
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In 2015, 809 advertising dossiers were submitted, including 69 authorisation applications,
corresponding to 1370 advertising documents. While the number of submissions was stable
compared to previous years, the number of authorisations has more than doubled as a result of the
implementation of the new Decree (26 authorisation applications in 2013; 23 in 2014).
The number of refusals and the reasons for refusal are comparable from one year to the next. In
2014, four projects were refused: for the organisation of a competition, a scholarship, a sales-sharing
operation for a charity association, and for non-compliant materials. In 2015, three projects were
refused: for comparative advertising, a brochure of testimonies of prescribers and one case of noncompliant materials.

C.

Surveillance of falsified veterinary medicinal products

At the present time, few cases of counterfeit or falsified veterinary medicinal products have been
detected, at either national or European level. The legal French system of medicinal product
distribution is based on qualified, verified and responsible professionals. This facilitates control of the
medicinal product channels and therefore limits the marketing of falsified medicinal products.
However, faced with the growth of medicinal product sales on the Internet and following the
increasing detection of cases of counterfeit or falsified medicinal products intended for human use,
ANSES-ANMV decided to implement a control plan for the detection of falsified veterinary medicinal
products.
This plan is part of a collective strategy for monitoring and action. ANSES-ANMV coordinates its
actions with those of the competent authorities in this field at national level: the Central Office for
Combating Damage to the Environment and Public Health reporting to the National Gendarmerie
(OCLAESP), the Observatory of Medicinal Products of the National Directorate for Customs
Intelligence and Investigations reporting to the Customs Services (DNRED), the National Brigade for
Veterinary and Phytosanitary Investigation of the Ministry of Agriculture (BNEVP) and the French
National Agency for Medicines and Health Products Safety (ANSM).
In addition, ANSES-ANMV is developing an analytical method for the detection of counterfeits. To do
this, it has acquired specific analytical equipment (Raman spectrometer).
In 2015, the first samples were collected from the legal drug distribution channel: 10 deworming
treatments for horses were analysed. This enabled the method to be validated for this type of
medicinal product. No significant difference was identified compared to medicinal products supplied
directly by the manufacturers.
ANSES-ANMV also intervenes when called on to qualify the legal status of products and to determine
whether they fall within the definition of veterinary medicinal product. It therefore regularly issues
requests for products covered by the legal status of veterinary medicinal product and sold on the
market without an MA to be brought into compliance.
In 2015, ANSES-ANMV ruled on 85 requests. Fifteen of them were requests for regulatory
information and nine related to products that no longer existed. For 41 requests, the products were
not classified as veterinary medicinal products (biocides, foods, in vitro diagnosis kits, apparatus,
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medical devices). For 20 requests, the products were classified as veterinary medicinal products and
seven were the subject of a regularisation request, while the others had not yet been placed on the
market (opinion on a project before marketing, or products under customs control).

D.

Availability of veterinary medicinal products
1.

Working group on availability of the French Animal Health Network

ANSES-ANMV actively participates in the working group on the availability of veterinary medicinal
products within the French Animal Health Network (RFSA), set up in 2007 on the initiative of the
General Directorate for Food. It brings together INRA27, ANSES, Cirad28, veterinary schools, the
French Union for the Veterinary Medicinal Product and Reagent Industry (SIMV) and professional
operators (veterinarians, farmers). It aims to define a common research programme focused on the
diseases identified as priorities, and thus accelerate the development of drugs, vaccines and
diagnostic tests. More information on the RFSA's activities can be found on its website:
http://www.rfsa.net/
The work carried out by this group has helped to identify and prioritise issues of availability of
veterinary medicinal products in each animal species whose meat or products are intended for
human consumption.
First of all, the professionals representing veterinarians and farmers were asked to draw up a map of
therapeutic deficiencies in each production animal species. These shortfalls were then prioritised via
a rating system based on their health and economic impact (1: low impact, to 5: high impact)
These issues of medicinal product availability were classified into five categories:
- being resolved: in the process of obtaining an MA for the medicinal product, authorisation of
autogenous vaccines considered, etc.
- a solution exists but there is an economic problem: cost of treatment too high
- a solution exists but there is a problem of application of the "cascade" approach: fixed
minimum withdrawal period to be observed incompatible with production constraints
- a solution exists: problem resolved, a new MA, authorisation to import, etc.
- no solution considered, expert appraisal to be conducted.
These studies were completed in 2015. The results underlined the disparities between the different
species; the lack of availability is indeed more pronounced among minor species such as small
ruminants or fish.
For some therapeutic shortfalls, the solution considered requires a regulatory amendment. ANSESANMV studied the feasibility and relevance of the changes considered.
In the end, it supported several regulatory development projects:
- Broadening the options of turning to autogenous vaccines. Faced with the lack of availability
of vaccines, the use of autogenous vaccines may be an alternative. However, the Ministerial
Decree of 2 December 2003 prohibits the production of autogenous vaccines in ruminants,
27

National Institute for Agricultural Research
Cirad: French Agricultural Research Centre for International Development, working for the sustainable development of tropical and
Mediterranean regions
28
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as a measure for managing the risk associated with TSEs29. ANSES has issued an opinion30
concluding that it is possible to prepare autogenous vaccines intended for ruminants, subject
to compliance with certain measures with regard to sampling and conditions of preparation.
The regulatory texts are being amended. The possibility of using an autogenous vaccine not
only just in the source farm but also in any other farm with an epidemiological link is also
being studied in the framework of the revision of the European regulations.
Reviewing the procedures for importing veterinary medicinal products available in the
European Union or in third countries. The use of imports of medicinal products authorised in
another country is possible when there is no authorised veterinary medicinal product or
when it is unavailable. However, veterinarians regard the personal import procedure as
inconvenient, in that it is an individual approach, which must be repeated with each new
treatment.
Support for the change in the fixed withdrawal period in the future European regulation on
veterinary medicinal products. In the absence of a medicinal product authorised for the
indication or the species considered, veterinarians may prescribe a medicinal product
authorised in another species or for another indication in application of Article L. 5143-4 of
the Public Health Code, known as the "cascade" approach. In this case, the withdrawal
period to be respected is a fixed withdrawal period of 28 days for meat, seven days for milk
or eggs, and 500 degree-days for fish meat. These withdrawal periods are not always
compatible with production constraints and are not scientifically justified. The forthcoming
European regulation on veterinary medicinal products plans to review the fixed withdrawal
periods, by applying a multiplier to the withdrawal period laid down by the marketing
authorisation.

The needs regarding development of new therapies have been conveyed to the veterinary medicinal
product industry and ANSES-ANMV has proposed examining the option of partnerships between
ANSES and industrial companies for certain studies.

2.

Supply disruptions

For the last few years, veterinary practitioners have been alerting ANSES-ANMV to the difficulties
presented by increasingly frequent disruptions to supply. Lacking systematic data on the subject, in
2015, ANSES-ANMV launched an action plan to gather more information, upstream as far as possible,
i.e. where there is a proven risk of disruption and not just in the event of actual disruption.
In order to increase the number of reports of disruptions, in March 2015, the Agency introduced a
form to be completed by industrial companies as soon as any disruption or risk of disruption is
announced, for all of the presentations of a medicinal product.
This led to a significant increase in the number of reports in 2015, as shown in the graph below, and
enabled a search for alternatives or solutions in advance.

29
30
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Figure 8: Change in the number of reports of disruption and risk of disruption

During actual disruption and in the absence of alternative treatments available in France, ANSESANMV, in conjunction with the industrial companies and veterinary practitioners, is trying to identify
a solution, for instance, importing the same medicinal product from another Member State of the
European Union or from third countries, or importing another medicinal product.
This new surveillance activity also makes it possible to inform practitioners objectively and
comprehensively about the availability status of certain medicinal products.
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Figure 9: Breakdown in disruptions monitored in 2014 and 2015 (83) by medicinal product types
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This graph shows that the disruption reports mainly concern vaccines and antimicrobials. They also
constitute significant proportions of the veterinary therapeutic arsenal, in particular vaccines in
"industrial" intensive livestock farms.
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Figure 9: Breakdown of 2014-15 disruptions in vaccines by species concerned
A more precise study of the disruptions in vaccines shows the preponderance of disruptions in
vaccines intended for controlling outbreaks in poultry (large-scale "industrial" farms): two thirds of
reports. These are followed by vaccines for fish. Lastly, despite the relatively low proportion of
equines among the animal species held in France, 12% of disruptions in vaccines concerned them in
2015.
This preponderance can be explained by the fact that there are generally few vaccines against a
given disease, often not more than two or three. Consequently, spontaneous reports are more
numerous than for other categories, as the impact of the disruption is felt strongly on the ground.

E.

Outlook for 2016

ANSES-ANMV has begun revising its strategy relating to quality control of veterinary medicinal
products. It is taking part in the overall approach adopted at European level for medicinal products.
This is a forward-looking approach to analysing the risk for each medicinal product, enabling
medicinal products with a higher risk to be identified in order to monitor and control them as a
priority.

36

ANSES  annual report

Surveillance of medicinal products - 2015 edition

For controlling the information disseminated by the MA holders/operators about their medicinal
products, the implementation of the Decree on advertising is still raising questions of interpretation
to be debated with the industry. Concerning surveillance of falsification, samples of medicinal
products tested in 2016 will be collected via the Internet. This should help consolidate the initial
results in terms of method development and validate the protocols. For product qualification, work
has been undertaken with the competent authorities on complementary feeds and biocides with a
view to clarifying the positioning of products on the boundary between several regulations.
In the area of availability, the increase in the number of disruption reports will provide a more
comprehensive view of the situation, in order to effectively inform veterinary practitioners. It
appears necessary, particularly for vaccines, to ensure that the reports are submitted as early as
possible and are more precise on the market situation: quantities, proportions of sales, sales per
animal species and presentation if this is relevant, "state of the competition", reason for the
disruption and link with the resupply time if applicable. Monitoring the difficulties in production
sectors where availability is most critical is being considered by the Agency: discussion meetings to
identify practical areas for improvement will be organised.
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Pharmacovigilance data
A.

Pharmacovigilance data
1.

Reporters and reporting channels

The typology of reporters in 2015 was very similar to that observed in previous years: veterinarians
were responsible for the majority of reports made in France (90.6% by private veterinarians and 1.5%
via veterinary schools).

Typology of reporters in 2015 (%)
100
80
60
40
20
0
Veterinarians

Owners /
breeders

Veterinary
schools

Pharmacists

These reports are sent either to the authorities, i.e. ANSES-ANMV and the Veterinary
Pharmacovigilance Centre in Lyon (CPVL), or to the pharmaceutical companies concerned: the MA
holders and distributors.
All the reports transmitted either to the CPVL or directly to ANSES-ANMV are recorded in the
national veterinary pharmacovigilance database.
Regarding the reports sent to the MA holders, they have a regulatory requirement to transmit
reports of all serious cases occurring in France to ANSES-ANMV, by electronic means, within 15 days.
However, at present, this requirement to transmit reports as they come in does not apply to nonserious cases. Nevertheless, these non-serious cases are also saved and analysed by the MA holders,
although they are only brought to the attention of ANSES-ANMV when the MA holders submit their
periodic safety update reports (PSURs). These PSURs provide a summary of all cases (serious and
non-serious cases collected and analysed by the MA holder) and are transmitted according to a
schedule defined by the regulations. Thus, non-serious cases may only be brought to the attention of
ANSES-ANMV as late as three years after they occur.
For the purposes of this document, for reports transmitted by MA holders, only those transmitted
electronically have been taken into account.
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Change in the number of reports

The graph below shows the change in the number of reports over the last five years. In 2015, the
total number of reports was 3857, which represents an increase of 39% since 2011. This change
relates to both serious and non-serious cases.
These data correspond to the number of reports of adverse events occurring in animals following
administration of a veterinary medicinal product or a medicinal product for human use in the
framework of the "cascade" approach.
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This increase in the number of reports over the last five years relates to all the main species.
The increase in the total number of reports is accompanied by a change in the reporting channels.
While the reporting channel via the CPVL still accounted for nearly 50% of reports in 2015, these last
few years have seen an increase in reports via the MA holders (industry) and also directly to ANSESANMV.
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Change in the number of declarations per channel
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The number of reports sent directly to ANSES-ANMV is increasing every year by more than 40% (see
below). Their mode of transmission is also changing, with over the years a decrease in reports sent
by post and an increase in reports transmitted via the electronic submission site. In 2015, electronic
submission accounted for nearly 80% of reports sent directly to ANSES-ANMV.

Direct declarations to ANMV
900
800
700
600
500

Electronic

400

Postal

300

Total

200
100
0
2011

40

2012

2013

2014

2015

ANSES  annual report

B.

Surveillance of medicinal products - 2015 edition

Serious and non-serious cases in animals in 2015

In 2015, 3857 spontaneous reports in animals were recorded, of which 1827 were regarded as
serious. Between 2014 and 2015, the number of spontaneous reports concerning animals increased
by 7%. The breakdown between serious and non-serious cases changed very slightly over these two
years (44.9% of serious cases in 2014, compared with 47.4% in 2015).

1.

Breakdown of cases by species

As in previous years, the vast majority of the reports of adverse events received in 2015 involved
domestic carnivores, with 82% of reports involving dogs or cats. Cattle accounted for 8.9% of all
reports.
Other species accounted for less than 3% per species each time.

Breakdown of reports by species (%)
50%
40%
30%
20%
10%
0%

Reports involving rabbits were divided between cases occurring in industrial facilities ("Rabbits"
column) and cases occurring in domestic rabbits ("Exotic pets" column). Of the 103 reports involving
exotic pets/wildlife, 70 related to domestic rabbits.

2.
Breakdowns of reported adverse events by species and therapeutic
category
A single report may concern several medicinal products and each medicinal product belongs to a
specific therapeutic category. This explains why, in 2015, 4997 medicinal products were mentioned
in the 3857 reports collected for animals. A breakdown of adverse events by species and therapeutic
category(ies) for the medicinal products mentioned in these reports is given below.
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Breakdown by therapeutic category
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The breakdown by species and therapeutic category is also shown in the table below.
Dogs

Cats

Cattle

Horses/
Donkeys

Sheep

Goats

Pigs

Rabbits

Poultry

Exotic
pets/
Wildlife

Other

TOTAL

499

498

11

2

0

1

0

0

1

21

35

1068
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11
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11

4
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10
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3
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0

7
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1

304

Antiinflammatory
drugs (NSAIDs)
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0

0

0

0
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3

0
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2
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0

0
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0
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0

0
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0
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Reports concerning rabbits were divided between cases occurring in industrial facilities ("Rabbits"
column) and cases occurring in domestic rabbits ("Exotic pets" column).
The main therapeutic categories mentioned in the pharmacovigilance reports are listed in the table
above. Regarding the medicinal products grouped in the "Other" category, they overwhelmingly
related to eye drops, immunomodulatory products or vitamins.
It should be noted that since certain types of medicinal products are frequently used in combination
(e.g. anaesthetics and certain vaccines), the total percentages for their categories are considerably
increased.
In terms of the breakdown between serious and non-serious cases, as in previous years, two thirds of
the reports for ectoparasiticides were classified as non-serious and conversely, two thirds of the
reports for vaccines were classified as serious.

3.

Breakdown of cases by type of information

Adverse events typically reported include adverse reactions to veterinary medicinal products in the
strict sense, suspicions of lack of efficacy, information on potential environmental risks and
information on the validity of withdrawal periods for veterinary medicinal products. The following
table shows how the cases reported in 2015 were broken down into these various categories.
Adverse events in animals
3459
Suspicions of lack of efficacy
393
Residue issues
5
Environmental issues
0
As in previous years, cases of adverse reactions in animals made up a clear majority (90%).
Suspicions of lack of efficacy accounted for 10% of all reports and other cases accounted for less than
0.2%. However, since these reports most often related to non-serious cases, they were normally
submitted to ANSES-ANMV by MA holders in PSURs and not immediately as the cases occurred.

Suspicions of lack of efficacy
In five years, the total number of reports of suspected lack of efficacy has more than quadrupled, and
in 2015 it reached 363. This increase applied to all the main species. This change could testify to
greater awareness among veterinarians (and farmers) of this component of pharmacovigilance, as a
result of the communication and training measures implemented in recent years.
Over five years, the number of these reports has risen by five times in dogs, four times in cattle and
1.6 times in cats. This trend over the last five years also concerns the pig and poultry sectors, for
which the number of suspicions of lack of efficacy has increased more than tenfold. However, given
the low number of reports that this represents (respectively 15 and 21 reports for these two sectors
in 2015), this increase needs to be put into perspective.
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Breakdown by species of cases of lack of efficacy
1%
0%

0%
3%

4%

6%
Dogs

4%

Cattle

6%

47%

Cats
Sheep

6%

Exotic pets
Rabbits
Goats
23%

Horses/Donkeys
Pigs
Poultry
Fish

The species most represented in reports concerning lack of efficacy were, as in previous years, dogs
(47%) and cattle (23%). Like the previous year, cattle formed a large share in this category,
considering the total number of cases by species (where cattle account for less than 10% of the
total).
As in previous years, with almost 50% of reports, the most represented therapeutic category was
vaccines. However, very often, the suspected lack of efficacy was based on the occurrence of disease
in the vaccinated animals, whereas some products are only intended to provide partial protection
against certain diseases (for example, reduction in clinical symptoms).
Moreover, the vaccine protocols necessary to achieve effective immunity (number of injections to
perform, precise timetable, minimum age of animals, etc.) may not always be strictly followed (in
particular when the disease occurs before the end of primary vaccination). Assessing these cases is
quite complex and requires consideration of multiple factors, and most of the time the vaccines’
actual conditions of use (failure to follow protocols, pre-existing infections at vaccination, etc.) mean
that no conclusions can be drawn about a possible failure in the products.

Issues of residues
As in previous years, a few cases involving suspicions of veterinary drug residues in milk were
reported. The five reports submitted to ANSES-ANMV in 2015 all involved milk samples declared
"positive" for inhibitors under the official method for screening for antimicrobial residues in milk.
However, in all of these cases, quantification or identification of the incriminated compounds was
not possible.
Depending on test sensitivity, some compounds can be detected at a level below the MRL (Maximum
Residue Limit), others above it and the majority around it.

Environmental problems
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In 2015, no cases of adverse effect on the environment were reported. The results from previous
years show that, apart from possible accidents (in particular wild animals consuming the carcasses of
euthanised animals), the veterinary pharmacovigilance system cannot be used to identify possible
environmental problems.

Off-label use
The French Public Health Code (Article L.5143-4) defines the conditions under which a veterinary
practitioner can prescribe the use of a medicinal product outside the scope of its authorisation. Of
the 3857 animal cases reported in 2015, 1143 involved uses outside the terms defined in the
marketing authorisations. As in previous years, this accounted for around 30% of reports. However,
this number is probably underestimated, since apart from obvious cases, such as a target species not
provided for in the MA, and in the absence of a formal mention of off-label use, adverse events are
by default considered to have occurred following administration within the framework of a medicinal
product's authorisation.
The main species involved were cats (44% of reports), dogs (38%) and cattle (5.8%). This breakdown
by species is quite comparable to the results obtained in previous years.

Breakdown of cases of off-label use by species
0,9%
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The slight predominance of feline species in these figures is yet again partly due to the many cases
(158) reported following off-label use in cats of permethrin-based antiparasitics intended for dogs.
However, thanks to the various measures put in place by ANSES-ANMV in recent years (labelling,
press releases), the number of these reports has been falling sharply over the past few years and

45

ANSES  annual report

Surveillance of medicinal products - 2015 edition

again decreased by 25% compared to 2014. If the corresponding data are excluded, the adverse
events reported in cats fall to second place (35%) behind dogs (44%).
Antiparasitics were still implicated in the vast majority (about two thirds) of off-label uses reported in
cats: they mainly concerned overdoses, use in cats of products intended for dogs and/or
administration errors (ingestion of products intended for dermal application).
These trends are also seen in dogs, where again antiparasitics alone accounted for 40% of the
reported cases of off-label uses, with very similar descriptions.
It should also be noted that 5.6% of off-label reports related to Exotic pets/Wildlife. This result is not
surprising since few veterinary medicinal products are authorised in these minority species. These
reports related mainly to pet rabbits.

C.

Specific measures taken in 2015

1.
Training of veterinarians
As part of efforts to promote pharmacovigilance among veterinarians, ANSES-ANMV continued its
training activities in 2015, for both veterinary students and mandated veterinarians.
Initial training
A conference on pharmacovigilance intended for fifth-year students was held at ONIRIS (Veterinary
School of Nantes) in the framework of inter-school teaching in goat medicine. This conference
provided an opportunity to present the French veterinary pharmacovigilance system and the
regulatory context of the cascade approach.
Continuous training
In 2015, ANSES-ANMV continued its partnership with the ENSV (National School of Veterinary
services) and the SNGTV (National Society of the Technical Veterinary group) as part of the
organisation of the training module for mandated veterinarians entitled "Antimicrobial resistancePharmacovigilance". Even though the number of participants was down sharply compared to the
previous year (69 versus 359), since this module was set up (2013), a total of 742 veterinarians have
already followed it.

2.

Communication actions

Congresses
Many subjects related to pharmacovigilance were presented at various congresses throughout 2015:
EAVPT
At the International Congress of the European Association for Veterinary Pharmacology and
Toxicology (EAVPT), the application of pharmacology in pharmacovigilance was discussed from
three different points of view: the approach of industry (SIMV), that of a pharmacologist (ANSES
Fougères Laboratory) and finally that of a pharmacovigilant (ANSES-ANMV). These presentations
highlighted pharmacology's contribution to the understanding of the different factors and
mechanisms involved in the occurrence of adverse effects.
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SNGTV (National Society of the Technical Veterinary Group)
A review of adverse events reported for antiparasitics in livestock animals was presented on the
occasion of the SNGTV's national meeting.
As of 30 November 2014, in the entire French pharmacovigilance database, there were 2034 reports
involving livestock animals and for which at least one antiparasitic drug was mentioned. The vast
majority of these reports concerned an adverse event occurring in cattle (1101 reports), followed by
horses (542 reports), then sheep (230 reports), and finally poultry, goats and pigs with respectively
71, 50 and 40 reports.
In cattle and equines, more than 50% of the reports related to an adverse event occurring after
administration of an endectocide antiparasitic; in sheep, goats and pigs, the majority of reports
concerned an anthelmintic. This difference is probably more related to the wider use of endectocides
in cattle and horses compared to the other three species than to a particular sensitivity of cattle and
horses to macrocyclic lactones.
Death is one of the main reasons for a report. Depending on the species, it was reported at a
frequency greater than or equal to 50% of the reports, excluding horses for which it was only
reported in 26.1% of reports. The main clinical signs reported after treatment with an antiparasitic in
the various species were ataxia, lethargy, anorexia, hypersalivation and diarrhoea, with frequencies
ranging from one species to another. For poultry, a drop in egg-laying was the fourth most
mentioned clinical symptom.
AFVAC
On the occasion of the congress of the French Association of Veterinarians for Pets (AFVAC), three
communications relating to pharmacovigilance were presented, the first two by the
Pharmacovigilance Department.
The theme of the first presentation was "Pharmacovigilance at the service of the practitioner" and
its aim was to convince veterinarians of the value of reporting adverse reactions, based on concrete
examples, and to remind them of the practical procedures for reporting (what to declare, how, to
whom). This was also an opportunity to look back on the organisation of the national
pharmacovigilance system in which the veterinarian occupies a central role, and its limitations.
Lastly, the key elements of the report (name of medicinal product(s), description of the clinical signs
observed and timelines) were also reviewed.
The second presentation related to the adverse effects of anaesthetics and analgesics in 2014.
These medicinal products accounted for 6.2% of the adverse events reported in 2014 in dogs, and
8.6% in cats. The corresponding reports were unusual in that nearly all concerned several products,
since they were reporting adverse events occurring in the framework of anaesthesia protocols
involving combinations of compounds. The nervous system drugs mentioned in these reports were,
by order of frequency for the two species, general anaesthetics, alpha-2 receptor agonists,
morphine-derived analgesics and finally tranquilisers and anticonvulsants. Medicinal products
belonging to other pharmaco-therapeutic groups were also mentioned in these reports, including
antimicrobials, NSAIDs and corticosteroids. In addition to the death of the animal, the main effects
reported were neurological, respiratory, digestive and cardiovascular disorders.
The last presentation was given by Cédric Chiarlone, who presented the results of his veterinary
thesis defended at the ENVT at the end of 2014: Promoting reporting in the veterinary profession:
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prospective study and analysis of the veterinary pharmacovigilance system in a university
environment.
This thesis begins by explaining the need for a system such as pharmacovigilance, and then presents
the functioning of the French system and the different technical terms related to reporting. It then
presents the results of a prospective study conducted in the Dermatology department at the
Toulouse National Veterinary School over 10 weeks. The results reveal the under-reporting in
veterinary schools. The last part is devoted to a reflection on the pharmacovigilance system in the
veterinary curriculum in France, in order to promote it. The main areas of improvement proposed
concur with the priorities of ANSES-ANMV, namely the need to improve the initial training of
students and also to improve the electronic submission site.
AVEF
At the Congress of the French Equine Veterinary Association (AVEF), the Pharmacovigilance
Department presented a summary of the main adverse events reported in horses in 2014.
In 2014, 95 reports were transmitted for horses. The adverse events reported were regarded as
serious in 38 of them, and led to the death of 21 horses. A total of 117 medicinal products were
identified in all the reports collected. The five main therapeutic classes involved were, in descending
order, drugs acting on the nervous system, vaccines, antimicrobials, endoparasiticides and NSAIDs.
The breakdown between serious and non-serious cases varied depending on the therapeutic
category.
The main types of effects reported were, in descending order, systemic disorders, neurological
disorders, reactions at the injection site, death, digestive disorders, immune reactions, skin reactions,
respiratory disorders, cardiovascular disorders and musculoskeletal disorders, all or part of these
disorders may be declared in the same report.
Participation in veterinary theses
ANSES-ANMV promotes research and thesis work in the field of pharmacovigilance by making
available the data in the national pharmacovigilance database.
As an example, in October 2015, a veterinary thesis on pharmacovigilance of coxibs was defended at
ONIRIS by Adrianna Speroni. This thesis presents an analysis of all the reports of spontaneous
adverse reactions recorded in the national pharmacovigilance database and suspected of resulting
from treatment by one of the four coxibs placed on the market in France since 2004.
Between May 2005 and March 2015, 403 reports of adverse effects in dogs attributable to a coxib
(classified A, B, O, or O1) were analysed.
The results show that serious cases involving a coxib accounted for nearly half of the reports of
adverse reactions in dogs. Digestive disorders accounted for nearly half of these serious cases. They
were followed mainly by kidney, liver and nervous disorders.
3.

Monitoring of marketing authorisations

Changes to MAs
Thanks to the reports and their exploitation as part of pharmacovigilance activities, the "Adverse effects"
section of the SPC for veterinary medicinal products is regularly monitored and can, if necessary, be
supplemented and/or modified in order to take account of new adverse effects and/or changes in the
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frequency of occurrence of the effects already known. In this regard, in 2015, 53 medicinal products had their
SPCs modified as a result of pharmacovigilance data (see Annex 1).
These changes mainly concerned the "Adverse effects" section of the SPC (e.g. SERESTO® collars,
ACTIVYL TICK PLUS® spot on, LEUCOGEN® vaccine) but also related to other sections such as "Special
warnings" (e.g. PEXION®), the precautions to be taken in animals (e.g. RECUVYRA®, VIRBACTAN®) or
by the person administering the medicinal product (e.g. the range of ENACARD® tablets), or even the
contraindications (e.g. CYDECTINE® 1% injectable solution for sheep). These changes resulted from
an analysis of the spontaneous reports as well as data from the literature.
To ensure that validated up-to-date information is available to everyone, the MA changes having an
impact on the use of the medicinal product are described in a monthly publication on the ANSES
website ("Monthly newsletter on veterinary medicinal products").

Suspension of MAs
CLOSAMECTIN POUR-ON SOLUTION FOR CATTLE®
This medicinal product, which has been on the market in France since August 2011 and whose
marketing authorisation (MA) is held by NORBROOK Laboratories, is an internal and external
antiparasitic based on ivermectin and closantel, authorised in cattle.
Following reports of several cases of adverse events in cattle treated with the drug CLOSAMECTIN
POUR-ON SOLUTION FOR CATTLE®, the Agency, via a press release published in July 2012, called on
veterinarians to send it any reports of adverse effects liable to be associated with this drug.
An analysis of the pharmacovigilance data by the experts at ANSES-ANMV revealed that the
adverse effects described were most often neurological symptoms (ataxia, locomotor difficulty), a
sometimes irreversible loss of vision, and eating (anorexia) or digestive disorders (diarrhoea). These
symptoms may be due to closantel poisoning, despite no confirmed overdose or licking being
reported.
Following the reports received, the "Adverse effects" section of this medicinal product's SPC was
supplemented with the following information: "In very rare cases (less than one animal in 10,000,
including isolated reports), neurological signs such as blindness, ataxia and recumbency may occur
after administration of the product. These cases may also be associated with gastrointestinal signs
such as anorexia and diarrhoea, and in extreme cases, signs may persist and may result in death of
the animal."
In the framework of the veterinary pharmacovigilance scheme implemented, a new review dated
31 May 2015 noted 123 reports involving CLOSAMECTIN POUR-ON SOLUTION FOR CATTLE®. Of the
401 cattle affected, 121 died, corresponding to a 30% mortality rate in affected animals.
Accordingly, and even though the overall incidence of side effects reported in France remained very
low (less than one animal in 10,000), ANSES-ANMV deemed that the benefit-risk ratio of this drug
was now unfavourable and, as a precaution, suspended its marketing authorisation and requested
a recall of the batches held by beneficiaries (veterinarians, approved groups and pharmacists).
As the MA for this medicinal product had been issued in the framework of a European procedure,
the French suspension decision for pharmacovigilance reasons automatically triggered a process of
harmonisation at European level. In its assessment, EMA's Committee for Medicinal Products for
Veterinary Use took into account the additional data transmitted by NORBROOK Laboratories, to
examine the potential risk factors related to the adverse events in the animals and possible
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explanations for the higher incidence of fatal adverse events reported in France compared to other
EU Member States.
Following this assessment, the European Commission concluded in a decision published on 29
March 2016, that "although the underlying mechanism for the adverse events has not yet been
determined, the benefit-risk balance of Closamectin Pour-On Solution for Cattle® was considered
favourable subject to amendments to product information and implementation of additional risk
mitigation and surveillance measures."
As this decision is applicable to all Member States, the suspension of the medicinal product's MA
must be repealed as soon as the measures adopted by the Commission have been implemented by
the MA holder.

D.

Outlook for 2016

One of the priorities for ANSES in the last few years has been to improve the pharmacovigilance
system and, in particular, involves encouraging potential reporters to notify them of any adverse
events about which they are aware. Besides the communication/training measures that play an
important part in the promotion of pharmacovigilance, another area of improvement concerns the
reporting tools. Indeed, in the framework of surveys and/or discussions with veterinarians on the
obstacles and incentives to reporting, the available reporting tools have been mentioned. To
promote pharmacovigilance, the tools should be as suitable and as easy to use as possible.
Accordingly, the reporting form and the electronic submission site will be revised.

Reporting form
The animal model currently available is suited to individual veterinary medicine but is less relevant in
the case of collective treatment of animals in a herd or flock. In conjunction with the veterinarians of
the SGNTV (National Society of the Technical Veterinary Group) representing various
industry sectors (swine, poultry, rabbit), the format of the current reporting form has been revised
and a new specific form more suited to collective treatments, with data adapted to each sector
concerned, will be created and proposed in the coming months.

Remote submission
While the provision of an electronic submission site for veterinary pharmacovigilance is overall very
much appreciated, its limitations have also been highlighted, in particular:
- no login system, which would avoid having to re-enter personal information for each report;
- no connection with the MA database, which would automatically complete certain fields
relating to the medicinal product concerned (in particular the holder, the formulation, the
MA number);
- no option to send files as attachments (e.g. laboratory results), which would avoid the
reporter having to list them in the form.
Accordingly, in order to facilitate the reporting of adverse effects, the electronic submission site
available on the ANSES website will be overhauled. This new site will provide users with:
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tools to help with on-line data entry (user account creation, drop-down lists, explanatory
notes on the expected information, etc.);

-

variable reporting data depending on the animal species concerned;
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the possibility of selecting authorised veterinary medicinal products and associated data (MA
holders, authorisation numbers, etc.) via interfacing with the veterinary medicinal products
database;
the option of attaching documents (analyses, photos, etc.).
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International activities31: role as OIE collaborating centre

Each year, ANSES-ANMV takes part in international initiatives, as the competent French authority in
charge of veterinary medicinal products but also as a collaborating centre of the World Organisation
for Animal Health (OIE) for veterinary medicinal products. As such, ANSES-ANMV's inspectors,
assessors and experts participate in training initiatives, audits and discussions related to the work
programme of the Agency's international activities.
ANSES-ANMV is a member of the PIC/S (Pharmaceutical Inspection Co-operation Scheme) and the
VICH (International Cooperation on Harmonisation of Technical Requirements for Registration of
Veterinary Medicinal Products). In these forums, the rules and technical requirements applicable to
the industrial manufacture of medicinal products at the global level are discussed, then adopted at
European level and implemented by all the Member States of the European Union. These provisions
ensure a high standard of quality for veterinary medicinal products and ensure their safety for users
and consumers of foodstuffs of animal origin.
ANSES-ANMV participates in the various working groups set up within these forums.

A.

Inspection

Each year, the ANSES-ANMV inspectors also carry out inspections in third countries, in
establishments manufacturing veterinary medicinal products intended for the European market. In
2015, four inspections were conducted abroad, for a total of 48 mission days.
The inspectors also take part in meetings of the PIC/S.

B.

Quality control - Counterfeiting

ANSES-ANMV has set up discussions with foreign laboratories located in countries where
counterfeiting is endemic (Asia, Africa). In 2015, it thus received and analysed the first samples for
the detection of counterfeits collected in these countries.

31
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CONCLUSION
Following the problems in human medicine related to Mediator, a strategy to strengthen the postMA control policy was implemented in 2011. After five years, it is clear that the level of management
of veterinary medicinal product quality has increased. The system for reporting problems related to
medicinal products (quality defects or pharmacovigilance) both by industry and users now seems to
be well known and effective.
Inspection and market surveillance
A qualitative analysis of the results of inspections shows that significant progress has been made in
surveillance and continuous improvement, in the various links in the pharmaceutical chain. In the
prevention of counterfeiting, this has been achieved mainly by the management of beneficiary
clients and the management of returns to wholesalers. Control of the cold chain seems to have been
achieved for packing and delivery, and no critical deviation was noted concerning pharmacovigilance.
There is however room for improvement in the logistics of temperature-sensitive drugs and
management of complaints/batch recalls and withdrawals.
The activities relating to surveillance of the quality of medicinal products placed on the market have
stabilised, following a phase of sustained development.
Concerning the availability of veterinary medicinal products on the market, the work on therapeutic
deficiencies will be continued in 2016 with each animal production sector, depending on the options
for regulatory developments considered and in the framework of the reform of the European
regulations. The search for solutions to confirmed or anticipated market disruptions will also
continue in 2016, and will in the first place focus on the development of early and comprehensive
reporting, and on the search for alternatives.
Pharmacovigilance
With an increase of 7% compared to the previous year, the 2015 review shows that the increase in
the total number of reports observed over the last few years is continuing. The results are
generally comparable to those obtained in previous years and confirm that the national system in
place is fully capable of detecting new signals (new clinical signs whether serious or not, increased
incidence) and thus supplementing the available knowledge on veterinary medicinal products.
This new information is made available to all on the ANSES website by means of the "Monthly
newsletter
on
veterinary
medicinal
products"
and
the
iRCP
database
(http://www.ircp.anmv.anses.fr/) which contains an updated summary of product characteristics
(SPC) for all authorised veterinary medicinal products.
Since 2011, the number of reports recorded by the Agency has increased by 39%. This significant
increase is related in particular to the different pharmacovigilance promotion activities carried out
each year by ANSES-ANMV, either in terms of training or communication. In 2015, the emphasis was
placed on participation in various trade congresses, and eight presentations were given showing the
value of pharmacovigilance and the results obtained.
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2016 programme
In addition to the prospects specific to each activity, which are described in the corresponding
chapters of this report, two cross-cutting themes are also included in the general programme of
ANSES-ANMV: work on regulatory reform and establishment of the Monitoring Committee.
Regulatory reform
In 2015, ANSES-ANMV invested considerable efforts in the upcoming debates on the reform of the
European veterinary pharmaceutical regulations. The draft revision of the European regulations on
veterinary medicinal products, expected for several years, was published by the European
Commission in September 2014. This proposal was based on:
- a new regulation that will replace Directive 2001/82/EC on the Community code relating to
veterinary medicinal products,
- an amendment to Regulation (EC) No 726/2004 laying down Community procedures for the
authorisation and supervision of medicinal products for human and veterinary use and
establishing a European Medicines Agency.
The last revision of the texts relating to veterinary medicinal products dates back to 2004 (Directive
2004/28/EC). In 2008, ANSES-ANMV launched a debate on the achievements of this 2004 reform and
on avenues of improvement, by organising a European symposium on the opportunities for
improvement in the framework of the French presidency of the Council of the European Union.
It is clear that the motives behind this revision and the objectives set at the time have not all been
achieved in this proposal. Difficulties remain and new themes have emerged (antimicrobial
resistance, new technologies). With its experience and its status at the European level, ANSES-ANMV
will support its supervisory ministries and make its contribution during the negotiations within the
Council of the European Union.
Monitoring Committee
Similar to the MA Monitoring Committee for plant protection products created in application of
Article L.1313-6-1 of the Public Health Code, ANSES is setting up a Veterinary Medicinal Product
Monitoring Committee.
The mission of this monitoring committee will be to provide ANSES-ANMV with a cross-cutting view of
the issues in the field that it could take into account when making administrative decisions. The field
perspective of users and professionals could help the Monitoring Committee to formulate
recommendations. When adopting decisions, the Director of ANSES-ANMV must take all of these
elements into account, as well as the feasibility of the decision, its consequences, the context, the
alternatives, and the economic and health impacts.
The Monitoring Committee will thus be able to contribute information and be consulted on:
1. optimisation of the pharmacovigilance system, mainly in connection with the promotion,
collection and sharing of signals detected in this framework;
2. the safety of use of products with regard to human health, animal health and the risk for the
environment;
3. the conditions of applicability of risk management measures as regards marketing
authorisations;
4. issues of availability of veterinary medicinal products;

54

ANSES  annual report

Surveillance of medicinal products - 2015 edition

5. how it can contribute to the identification of priority topics in terms of expert appraisals or
studies to be conducted relating to veterinary medicinal products;
6. the identification of priority topics concerning control and surveillance of veterinary
medicinal products (formulation, production, quality defects, advertising, packaging, etc.).
This monitoring committee will bring together individuals with experience and knowledge of field
practices and the difficulties encountered when implementing the conditions laid down in the MAs. It
should be set up in the course of 2016.
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ANNEXES
Annex 1 - Changes to MAs related to pharmacovigilance
reported in 2015
This table summarises the changes to MAs as well as the wording of the corresponding sections (additions
and/or rewordings are indicated in bold).

Name of
medicinal
product

Range of
COMFORTIS
CHEWABLE
TABLETS (8
medicinal products)

MA holder

ELI LILLY AND
COMPANY

Section
modified

Adverse
reactions

Wording of the section amended
The section has been modified only for the target species
"dogs":
In dogs, vomiting is a frequently observed adverse event; it
occurs in the first 48 hours after dosing and is most likely
caused by a local effect on the small intestines. On the day
of, or the day following administration of spinosad at a
dose of 45 to 70 mg/kg of body mass, the observed
incidence of vomiting in the field trials was 5.6%, 4.2% and
3.6% after the first, second and third monthly treatments
respectively. The incidence of vomiting observed after the
first and second monthly treatments was higher (8%) in
dogs dosed at the upper end of the dose band. In the
majority of cases, vomiting was transient, mild and did not
require symptomatic treatment.
Other adverse reactions in dogs were uncommon or rare,
and included muscle tremors, lethargy, anorexia,
diarrhoea, ataxia and seizures. In very rare cases,
blindness, vision disorders and other eye disorders
have been observed.

EQUIP EHV 1,4

ZOETIS FRANCE

Adverse
reactions

The section has been completely revised:
Hypersensitivity reactions may occur in very rare
cases.
In the event of an allergic or anaphylactic reaction,
immediate treatment should be given with a soluble
glucocorticoid
intravenously
or
adrenaline
intramuscularly.
Systemic (hyperthermia, apathy) and local (swelling,
pain, and even abscess at the site of injection, muscle
stiffness) reactions may be observed in very rare
cases.

PRILENAL 1 - 4 kg
PRILENAL 4 - 8 kg
PRILENAL 8 - 15 kg
PRILENAL 15 - 30 kg
PRILENAL 30 - 60 kg
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CEVA SANTE
ANIMALE

Special
precautions
to be taken
by the person
administering
the
veterinary
medicinal
product to

Wash hands after use.
In case of accidental ingestion, seek medical advice
immediately and show the package leaflet to the physician.
Pregnant women should take special care to avoid
accidental exposure, because angiotensin-converting
enzyme (ACE) inhibitors have been found to affect the
unborn child during pregnancy.
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MA holder

Section
modified

Wording of the section amended

animals

Use of the product should be based on the results of
susceptibility testing of the bacteria isolated from the
animal. If it is not possible, therapy should be based on
local (regional, farm level) epidemiological information
about susceptibility of the target bacteria.

VIRBACTAN

VIRBAC

Special
precautions
for use in
animals

Do not use the cleaning towel on teats with lesions.
In case of erroneous use during lactation, the milk should
be discarded for 35 days.
The efficacy of the product is only established against
the pathogens mentioned in the section on
"Indications for use, specifying the target species".
Consequently, serious acute mastitis (potentially fatal)
due
to
other
pathogen
species,
especially
Pseudomonas aeruginosa, can occur after the drying
off.
Good hygiene practices should be thoroughly
respected in order to reduce that risk; cows should be
housed in a hygienic paddock far from the milking
parlour and regularly checked for several days after
drying off.

RIMADYL
SOLUTION FOR
INJECTION

ZOETIS

Adverse
reactions

Administration of the drug may be responsible for a slight
slowing of the heart rate during anaesthesia.
Typical adverse reactions of NSAIDs such as loss of
appetite, vomiting, diarrhoea, faecal occult blood and
apathy have occasionally been reported.
Ulceration of the gastrointestinal tract related to the
administration of carprofen is rare at doses used in
therapy.

Idiosyncratic liver and kidney damage has
been observed during administration of the
product. In the event of the onset of such
disorders, treatment must be stopped.

APIGUARD

VITA

Adverse
reactions

A slight agitation of the colony in the days following
application is possible.
Occasionally, at high temperatures, a slight reduction in
the young brood stages can occur during treatment. This
phenomenon is temporary and has no effect on the
development of the colony.
Treatment of the colonies can sometimes lead to a
partial reduction in the bee brood. Normal bee
behaviour involves removing and cleaning the gel
from the tray above the brood frames, with no effect
on the colony. However, certain breeds of bees,
especially more hygienic strains, may occasionally
remove the uncapped bee brood from the vicinity of
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MA holder

Section
modified

Wording of the section amended
the Apiguard tray. In this case, remove the product
from the colony.

SUROLAN

CLOSAMECTIN
POUR-ON
SOLUTION FOR
CATTLE

LEUCOGEN
SUSPENSION FOR
INJECTION FOR
CATS

LEUCOFELIGEN
FeLV/SPC
LYOPHILISATE AND
SOLVENT FOR
SUSPENSION FOR
INJECTION FOR
CATS

ACTIVYL TICK PLUS
range of spot-on
solutions (5 medicinal
products)
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Adverse
reactions

In rare cases, the use of ear preparations may be
associated with a hearing impairment, usually
temporary, especially in older animals.

NORBROOK
Adverse
LABORATORIES reactions

In very rare cases (less than one animal in 10,000,
including isolated reports), neurological signs such as
blindness, ataxia and recumbency may occur after
administration of the product. These cases may also
be associated with gastrointestinal signs such as
anorexia and diarrhoea, and in extreme cases, signs
may persist and may result in death of the animal.

Adverse
reactions

After the first injection, a moderate and transient local
reaction (≤ 2 cm) is commonly observed. This local
reaction could be a swelling, oedema or a nodule and
resolves spontaneously within from 3 to 4 weeks at the
most. After the second injection and subsequent
administrations, this reaction is markedly reduced. In rare
cases, pain at palpation, sneezing or conjunctivitis may be
noted, which resolves without any treatment.
The transient common signs following vaccination may
also be observed, such as hyperthermia (lasting 1 to 4
days), apathy, or digestive disorders. In very rare cases,
anaphylactic reactions have been reported.
In case of anaphylactic shock, appropriate symptomatic
treatment should be administered.

Adverse
reactions

After the first injection, a moderate and transient local
reaction (≤ 2 cm) is commonly observed. This local
reaction could be a swelling, oedema or a nodule and
resolves spontaneously within from 3 to 4 weeks at the
most. After the second injection and subsequent
administrations, this reaction is markedly reduced. In rare
cases, pain at palpation, sneezing or conjunctivitis may be
noted, which resolves without any treatment. The transient
common signs following vaccination may also be
observed, such as: hyperthermia (lasting 1 to 4 days),
apathy, or digestive disorders.
In very rare cases, anaphylactic reactions have been
reported. In case of anaphylactic shock, appropriate
symptomatic treatment should be administered.

LILLY FRANCE

VIRBAC

VIRBAC

INTERVET
INTERNATIONAL

Adverse
reactions

Transitory scratching, erythema or hair loss at the
application site may occur. These effects will usually
resolve without treatment.
In very rare cases, gastrointestinal signs (e.g. emesis,
diarrhoea or anorexia), reversible neurological signs
(e.g. tremor or ataxia) or lethargy have been observed.
These signs are usually transient and generally
resolve within 24-48 hours.

The application of the veterinary medicinal
product may produce a local, temporary oily
appearance or hair clumping at the
application site. A dry white residue may also
be observed. This is normal and will generally
resolve within a couple of days after
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MA holder

Section
modified

Wording of the section amended
administration. These changes do not affect
the safety or efficacy of the veterinary
medicinal product.

RECUVYRA 50
MG/ML
TRANSDERMAL
SOLUTION FOR
DOGS

ENACARD 1 - 4 KG
ENACARD 4 - 8 KG
ENACARD 8 - 15 KG
ENACARD 15 - 30
KG
ENACARD 30 - 60
KG

STOP M

SCALIBOR COLLAR
FOR LARGE DOGS
SCALIBOR SMALL
AND MEDIUM-SIZED
DOGS

ELI LILLY AND
COMPANY

MERIAL

BOEHRINGER
INGELHEIM
FRANCE

INTERVET

Special
precautions
for use in
animals

Addition of the following precaution:
Additional class effects that may be observed
following administration of fentanyl include dysphoria
and
urinary
retention;
therefore,
appropriate
precautionary measures should be put in place.

Adverse
reactions

In very rare cases, hypotension and its consequences
such as azotemia, diarrhoea, vomiting, lethargy,
dizziness, disorientation and motor incoordination can
also occur.

Special
precautions
to be taken
by the person
administering
the
veterinary
medicinal
product to
animals

Pregnant women should take special care to avoid
accidental exposure, because angiotensin-converting
enzyme (ACE) inhibitors have been found to affect the
unborn child during pregnancy.

Adverse
reactions

In very rare cases, anaphylactic shock may
occur.

Adverse
reactions

In rare cases, local skin reactions (pruritis, erythema, hair
loss) involving the neck have been observed, which might
indicate a local or general hypersensitivity reaction.
Altered behaviour (e.g. lethargy or hyperactivity) often
associated with skin irritation has been reported in very
rare cases, too.
On very rare occasions, gastrointestinal symptoms
such as vomiting, diarrhoea and hypersalivation have
been observed.
In very rare cases, neuromuscular problems such as
ataxia and muscle tremor have been observed. The
symptoms usually subside within 48 hours after
removal of the collar.
If any of these symptoms occur, the collar should be
removed. Treatment should be symptomatic as no
specific antidote is known.

FERRO 2000

MERIAL

Adverse
reactions

ORIKAN

LABORATOIRES
OMEGA PHARMA
FRANCE

Adverse
reactions

Colouring at the injection site.
Occasionally, cases of anaphylactic shock, some of them
fatal, have been observed following the administration of
iron (in the form of dextran).
Very rare cases of deaths of piglets have occurred
after
parenteral
administration
of
iron-based
preparations. These deaths have been associated with
genetic factors or vitamin E and/or selenium
deficiencies.
In very rare cases, local inflammation or deafness has
been reported.
Sensitivity to neomycin may occur. A cross-allergy
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MA holder

Section
modified

Wording of the section amended
with other aminoglycoside antimicrobials may also be
observed. Allergic reactions to nystatin may rarely be
observed.

NOBIVAC CHPPI

INTERVET

Adverse
reactions

Adverse
reactions

PEXION 100 MG
TABLETS FOR
DOGS
PEXION 400 MG
TABLETS FOR
DOGS

BOEHRINGER
INGELHEIM
VETMEDICA

Special
warnings

CYDECTIN 1%
INJECTABLE
SOLUTION FOR
SHEEP
Range of NEXGARD
CHEWABLE
TABLETS FOR
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ZOETIS FRANCE

MERIAL

Contraindications
Adverse
reactions

In rare cases, an anaphylactic-type hypersensitivity
reaction characterised by a limited facial oedema may be
observed after vaccination. In some of these cases,
serious anaphylactic reactions are liable to induce
more severe symptoms, which can lead to the death of
the animal.
A local and transient diffuse swelling may be observed at
the injection site.
The following mild and generally transient adverse
reactions have been observed in preclinical and clinical
studies (in order of descending frequency): polyphagia at
the beginning of the treatment (very common), also
hyperactivity,
polyuria,
polydypsia,
somnolence,
hypersalivation, emesis, ataxia, apathy, diarrhoea,
prolapsed nictitating membrane, decreased sight and
sensitivity to sound.
A mild elevation in plasma creatinine and cholesterol
levels has been observed in dogs treated with imepitoin;
however, these did not exceed the normal reference
ranges and were not associated with any clinically
significant observations or events.
The pharmacological response to imepitoin may vary and
efficacy may not be complete. Nevertheless, imepitoin is
considered to be a suitable treatment option in some dogs
because of its safety profile (see section 5.1). On
treatment, some dogs will be free of seizures, in other
dogs a reduction of the number of seizures will be
observed, whilst others may be non-responders. For this
reason, careful attention must precede any decision to
use imepitoin to treat a dog stabilised with a different
treatment. In non-responders, an increase in seizure
frequency may be observed. Should seizures not be
adequately controlled, further diagnostic measures and
another antiepileptic treatment should be considered.
When a transition to other types of antiepileptic
therapy is medically required, this should be done
gradually and with appropriate clinical supervision.
The benefit/risk assessment for each dog should take into
account all the information in the summary of product
characteristics.
The efficacy of the veterinary medicinal product in dogs
with status epilepticus and cluster seizures has not been
investigated. Therefore, imepitoin should not be used as
primary treatment in dogs with cluster seizures and status
epilepticus. Transition to other types of antiepileptic
therapy should be done gradually and with appropriate
clinical supervision.
No loss of anticonvulsant efficacy (tolerance development)
during continuous treatment of 4 weeks was observed in
experimental studies lasting 4 weeks.
Do not use in animals vaccinated against footrot. Such
use may cause anaphylactic-type reactions including
dyspnoea, ataxia, depression, abortion and death.
Mild gastrointestinal effects (vomiting, diarrhoea),
pruritus, lethargy or anorexia may be observed on
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DOGS (4 medicinal
products)

very rare occasions. These occurrences are generally
self-limiting and of short duration.

SERESTO COLLAR
FOR SMALL DOGS
SERESTO COLLAR
FOR CATS AND
SMALL DOGS
SERESTO COLLAR
FOR LARGE DOGS

Adverse
reactions

Occasionally, mild behavioural disorders that may include
scratching at the application site may be observed in
animals that are not used to wearing collars on the first few
days after fitting. Ensure that the collar is not fitted too
tightly.
Mild application site reactions such as pruritus, erythema
and hair loss may occur. These have been reported as
rare and usually resolve within one or two weeks without
the need for collar removal. In single cases, a temporary
collar removal may be recommended until the symptoms
have disappeared.
In very rare cases, application site reactions such as
dermatitis, inflammation, eczema or lesions may occur and
in these instances, collar removal is recommended.
In rare cases, slight and transient reactions such as
depression, change in food intake, salivation, vomiting
and diarrhoea may occur initially.

BAYER
HEALTHCARE

NOBIVAC KC

INTERVET

Adverse
reactions

Mild discharges from the eyes and nose can occur from
the day after vaccination, sometimes accompanied by
sneezing and coughing, particularly in very young
susceptible puppies. Signs are generally transient but in
occasional cases may persist for up to 4 weeks. In animals
which show more severe signs, appropriate antibiotic
treatment may be indicated. In very rare cases, lethargy
and vomiting may occur after vaccination.

DRONTAL CAT

BAYER
HEALTHCARE

Adverse
reactions

Mild and transient digestive disorders, such as
hypersalivation and/or vomiting, and mild and
transient neurological disorders, such as ataxia, may
occur in extremely rare cases.

Adverse
reactions

The following mild and generally transient adverse
reactions have been observed in preclinical and clinical
studies (in order of descending frequency): polyphagia at
the beginning of the treatment (very common), also
hyperactivity,
polyuria,
polydypsia,
somnolence,
hypersalivation, emesis, ataxia, apathy, diarrhoea,
prolapsed nictitating membrane, decreased sight and
sensitivity to sound.
In the field, aggressive behaviour has been
infrequently reported. This aggressive behaviour is
potentially related to the treatment. The aggressive
behaviour may also be present during the post-ictal
period, or may be a change of behaviour inherent to
the disease itself.
A mild elevation in plasma creatinine and cholesterol
levels has been observed in dogs treated with imepitoin;
however, these did not exceed the normal reference
ranges and were not associated with any clinically
significant observations or events.

Use in case of
pregnancy,
lactation or
egg-laying

Studies conducted in laboratory animals have not found
any teratogenic effect of the active substances. In the
absence of studies in the target species, use of the
product will depend on the risk-benefit assessment
conducted by the veterinarian.
Due to the presence of a corticosteroid, use of the
product may trigger parturition at the end of gestation.

PEXION 100 MG
TABLETS FOR
DOGS
PEXION 400 MG
TABLETS FOR
DOGS

CORTEXILINE

BOEHRINGER
INGELHEIM

MERIAL
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Annex 2: Changes to MAs leading to reports of quality defects

Name of medicinal product

MA holder

Description of the change

FLOXIBAC 50 and 100 mg/ml inj. sol.

CHANELLE

Prolongation of the withdrawal period

QUINOTRYL 50 and 100 mg/ml

BIOLIS

Prolongation of the withdrawal period

TRIBRISSEN inj.
DISTHELM 2.5% and 7.5%

QALIAN

Prolongation of the withdrawal period

MEFLOSYL

ZOETIS

Prolongation of the withdrawal period

FINOXALINE

MSD-INTERVET Prolongation of the withdrawal period

ENROCARE

ANIMALCARE Prolongation of the withdrawal period

WELLICOX

MERIAL

Prolongation of the withdrawal period

LONGAMOX

VETOQUINOL Prolongation of the withdrawal period

ENGEMYCIN

MSD-INTERVET Prolongation of the withdrawal period

FATROX

FATRO

Prolongation of the withdrawal period

SPIROVET

CEVA

Prolongation of the withdrawal period

SPIRAMYCIN

CEVA

Prolongation of the withdrawal period

SUANOVIL 20

MERIAL

Prolongation of the withdrawal period

CAPTALIN

MERIAL

Prolongation of the withdrawal period

SEPONVER

LILLY / ELANCO Prolongation of the withdrawal period

SUPAVERM

LILLY

Prolongation of the withdrawal period

VETRIMOXIN 48 HOURS

CEVA

Prolongation of the withdrawal period

ENGEMYCIN 10%

MSD-INTERVET

Reduction in the shelf life

CONC V064 ALBENDAZOL 30 BV-OV

SOGEVAL

Prolongation of the withdrawal period

STRESNIL

LILLY

Prolongation of the withdrawal period

TYLAN SOLUBLE 100%

LILLY

Prolongation of the withdrawal period

FLUKIVER

ELANCO

Prolongation of the withdrawal period

TERRALON 20% LA

VIRBAC

Prolongation of the withdrawal period

DENAGARD injection 162.2
STROMITEN Dog
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MSD-INTERVET Prolongation of the withdrawal period

NOVARTIS SA Prolongation of the withdrawal period
VETOQUINOL

Reduction in the shelf life
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