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SUMMARY
This report presents the activities related to post‐MA market surveillance, encompassing the 2016
report on surveillance of the French veterinary medicinal products market and pharmacovigilance.

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 were described in the previous 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, declarations of quality defects by manufacturers, batch recalls and surveillance
of falsified medicinal products.
In 2016, ANSES‐ANMV monitored 523 establishments. Its inspectors visited 66 establishments,
including 38 manufacturers of veterinary medicinal products, 12 wholesalers of veterinary medicinal
products, and 10 veterinary medicinal product operators. Of these 66 inspections, 11 were conducted
without prior warning. All the establishments visited by the ANSES inspectors were assessed as
compliant following the adversarial procedure: three establishments took measures to achieve
compliance after being served with formal notice. Financial penalties were imposed on one
establishment. The qualitative analysis of the inspection results shows that significant progress
continues to be made among manufacturers in terms of surveillance and continuous improvement.
Among wholesalers, an improvement can be seen in control of the cold chain and, for a number of
establishments, implementation of the management approach for quality‐related risks.
Among operators, there was an acceptable level of management of veterinary drug quality
(returns/recalls, advertising, labelling, order‐taking, etc.); as with the previous year, there was room
for improvement regarding the logistics of temperature‐sensitive drugs and the management of
complaints.
In 2016, 93 reports of quality defects were received at ANSES and 32 batch recalls monitored. Control
of labelling concerned 77 commercial products. 1089 advertising documents were examined. Reports
of market disruptions mainly concerned vaccines and antibiotics.
In 2017, the inspection plan, which is based on a risk analysis, is being implemented by a team
undergoing major transformation, following the departure and replacement of several inspectors.
Within the Market Surveillance Unit, routine activities (control of advertising, labelling, and
management of quality defects) are being maintained, while surveillance is being reinforced in the
margins of the veterinary medicinal products market (control of counterfeiting, qualification of
borderline products, etc.).
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Pharmacovigilance: review of adverse events in animals in 2016
Since 2011, the number of reports has increased by 46%. In 2016, ANSES‐ANMV recorded 4113 cases
of adverse events in animals in its national database, 51% 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 the continuing growth of direct transmissions to ANSES‐ANMV. The number of
reports via this transmission channel increased yet again, by 24%, and reporters are increasingly
turning to electronic submission (81% of reports sent directly to ANSES‐ANMV in 2016).
More than 90% of these reports were sent by veterinary practitioners. Animal owners and breeders
submitted around 8% of all reports.
As in previous years, the vast majority of the adverse events reported in 2016 involved domestic
carnivores, with around 80% of reports involving dogs or cats. Cattle represented 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. In cats, the
primary therapeutic category mentioned was antiparasitics. In dogs and cattle, vaccines were the most
frequently mentioned category.
Cases of strict adverse events in animals made up a clear majority (89%). Suspicions of lack of efficacy
accounted for nearly 11% of all reports, while other cases accounted for less than 0.4%. However, since
these reports most often related to non‐serious cases, they were normally submitted to ANSES‐ANMV
by MA holders in periodic reports, and not immediately as the cases occurred.
The total number of reports of lack of efficacy increased yet again (406 in 2016 compared with 363 in
2015). This increase applied to all the main species.
This change could testify to greater awareness among veterinarians (and breeders) of this component
of pharmacovigilance, as a result of the communication and training measures implemented in recent
years.
As part of the promotion of pharmacovigilance to veterinarians, ANSES‐ANMV continued its different
training and communication initiatives for veterinarians in 2016, in particular with the publication of a
note on the "Definition of a serious pharmacovigilance case in an organised production sector", and a
complete dossier on nonsteroidal anti‐inflammatory drugs for dogs.

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 on‐site
inspections and quality controls of medicinal products placed on the market. ANSES‐ANMV also
carries out assessments of reports of quality defects and monitors the adverse effects of
veterinary medicinal products.

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

MANUFACTURE
‐ Good manufacturing
practices
‐ GMP certificate for
establishments:
Quality management

MARKETING
‐ Good distribution practices
‐ Cold chain
‐ Advertising
‐ Quality defects
‐ Pharmacovigilance

‐ Management of anomalies
‐ Testing for product release
‐ Complaints management

Users
Veterinary practitioners
Breeders
Animal owners

Pharmacovigilance
Quality defects

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 amendment of authorisations. The nature and scope
of the measures taken are determined on the basis of a risk analysis and an impact assessment.
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To improve its effectiveness and in the interests of continuous improvement and quality management,
the ANMV has developed new tools, mainly for the management of establishments, determination of
its inspection plan, and planning of the control of veterinary medicinal products. In these last two
cases, for instance, planning is based on a risk analysis, in order to ensure the optimal quality of the
activities carried out.
The tools put in place ensure greater effectiveness and robustness of the different processes applied.
Since 2012, the results obtained for pharmacovigilance have been described in annual reports, which
are available on the ANSES website.
This report covers all the results for 2016 related to the surveillance of medicinal products (both
pharmacovigilance and market surveillance).

6
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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 guarantee 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 that are 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 and responsibility 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. The list of veterinary
pharmaceutical establishments located in France is also available in the Etavet database accessible on
the ANSES website3.
The French Agency for Veterinary Medicinal Products is the French state's competent authority for
issuing authorisations to French veterinary establishments. The entire system for managing veterinary
establishments was detailed in the 2015 annual report4.

2

http://eudragmdp.ema.europa.eu/inspections/common/searchSites.do

3

http://www.etavet.anmv.anses.fr/

4

https://www.anses.fr/en/search/site/rapport%20annuel%202015%20pharmacovigilance
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Responsibility

To provide a guarantee of public health, whether they are manufacturers, operators or wholesalers,
the establishments are obliged to carry out their activities in compliance with good
manufacturing/distribution practices. The reference standards have evolved to include risk analysis.
This enables the establishments to prioritise the areas requiring special attention. The resulting
measures are then proportionate to the risks and the activities carried out.
In each establishment, fulfilment of these obligations is placed under the responsibility of a nominated
pharmacist or veterinarian, the pharmaceutical manager.
As the contact point for the health authorities, the pharmaceutical manager organises and supervises
all the establishment's activities and individuals concerned, to ensure that everything functions
correctly. The pharmaceutical manager contributes to the overall control of risks by implementing the
means necessary for the activity, organised around a consistent quality management system and
supported by a scheme for monitoring each medicinal product throughout its lifetime.

B. 2016 review
1.

Situation in 2016

As of 31 December 2016, 523 veterinary pharmaceutical establishments possessed an "authorisation
to open" for one or more activities. 221 establishments also had an authorisation issued by the ANSM
for medicinal products for human use, of which 54 are medicinal product manufacturers, 7 are
operators and 160 are wholesalers.

90

191

drug manufacturers

drug wholesalers

4 preparation
of autogenous
vaccines

523 establishments
28
operators

210 manufacturers ‐ distributors of medicated feedingstuffs
Figure 1: Breakdown of veterinary pharmaceutical establishments authorised in France in 2016,
according to their main activity

The situation is very similar to that of 2015. In that year, 529 establishments had an authorisation to
open, and the breakdown according to activity was very similar to the situation described above.
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Activity

The table below shows the number of decisions issued or refused in 2016.

Authorisation to open

Substantial amendment

Administrative declaration

Issued

145

606

1557

Refused

0

3

7 not taken into account

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.

C. 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. A detailed description of the inspection system was provided in the
previous report (2015 Annual Report). Some of the main points are nevertheless set out again in the
following section.

1.

Conditions

The ANSES‐ANMV inspectorate has sole responsibility for the inspection of pharmaceutical
establishments with exclusively veterinary activities.
Mixed establishments manufacturing veterinary medicinal products and also authorised for the
manufacture of medicinal products for human use may be inspected by the ANSM alone, or by the
ANSM and ANSES‐ANMV in a joint inspection, or by ANSES‐ANMV alone. Other inspection missions are
carried out by the pharmacist inspectors of the regional health agencies (ARSs) or the inspectors of the
decentralised services of the Ministry of Agriculture.
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.
The missions to inspect the pharmaceutical establishments within the remit of ANSES‐ANMV require
skilled and authorised personnel. To ensure this, the ANMV has an initial qualification process for its

5

Including 5 manufacturers of veterinary medicinal products, 7 operators or wholesalers of veterinary medicinal products and 2
manufacturers of medicated feedingstuffs
6
Including 49 manufacturers of veterinary medicinal products, 5 operators or wholesalers of veterinary medicinal products and 6
manufacturers‐distributors of medicated feedingstuffs
7
Including 40 manufacturers of veterinary medicinal products, 85 wholesalers of veterinary medicinal products and 30 manufacturers‐
distributors of medicated feedingstuffs
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inspectors. This technical and legal training enables them to acquire the skills and experience needed
for the work to be done. Maintenance of the inspectors' skills over the full duration of their
assignments is periodically assessed with regard to several criteria, including in particular carrying out
a minimum number of inspections, undergoing a process of supervision, and continuous training.
Compliance of manufacturers with the GMP is formalised by the issuing of a GMP certificate8.
The regulatory standards the inspectors rely on include texts with a general scope (e.g. French Public
Health Code, etc.) and texts specific to each of the activities these establishments may engage in.
The frequency of inspections is set by the regulations according to the category of establishment9, and
varies from 3 to 4 years, but may be extended to 5 years (for manufacturers of veterinary medicinal
products), mainly depending on the assessment of the risk level.

2.

The inspection procedures

Considering that critical data are now generated by or stored on computers, the ANMV is making it a
priority to assess the information systems of pharmaceutical manufacturing establishments with
regard to the recommendations in Annex 11 of the GMP. A "data integrity" questionnaire takes into
account the manufacturer's general system and business systems with the aim of confirming the
authenticity of the data assessed. These findings are important for the traceability of purchases and
sales, the quality system (deviation, complaints), surveillance and improvement schemes, audits,
quality defects and pharmacovigilance, and quality control.

3.

Follow‐up to the inspection

Each inspection leads to a report, which is sent to the inspected party.
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.
The GMP certificate is issued, entered in the European database and sent to the inspected party.
Fulfilment of any undertakings may also require supporting documents to be sent, and will be checked
at the next inspection.
If any critical deviations were identified and these have not been immediately resolved or the subject
of 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.

8

According to a European model
Decision of the Director General of AFSSA (now ANSES) of 17 September 2008 establishing the frequency of
inspections of veterinary pharmaceutical establishments

9
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An inspection strategy based on risk analysis

For annual planning purposes, ANSES‐ANMV implements an inspection strategy based on risk analysis.
A) 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 risks that are intrinsic (specific to the
activity) and extrinsic (specific to the establishment and its background). A score is determined by
taking into account the type of medicinal products manufactured, the degree of proficiency of the
establishment, any deviations identified during the previous inspection and their severity, as well as
the history of the establishment.
The rate of regulatory inspection of a particular activity can thus be adjusted by more or less 1 or 2
years.
B) The ANMV inspects the activity sectors according to the plans previously defined by the results of
inspections from previous years and management's priorities.
 The inspection plan for manufacturers focuses on validation of critical processes (prevention
of cross‐contamination and sterile products), supply of active substances, and data integrity
(Annex 11 of the GMP)
 The inspection plan for operators targets temperature‐sensitive drugs, management of the
quality risk, and surveillance and improvement processes
 The good distribution practices (GDP) inspection plan focuses on control of temperature‐
sensitive products and the deployment of risk analysis methods

5.

2016 review
a) Quantitative data

In 2016, ANSES‐ANMV inspected 66 French establishments, including 38 manufacturers, 12
wholesalers and 10 operators. Of these 66 inspections, 11 were conducted without prior warning.
All the establishments were assessed as compliant following the adversarial procedure, with the
exception of three that took measures to achieve compliance after being served with formal notice (2
manufacturers and 1 operator). Financial penalties were imposed on one establishment.

11
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Figure 2: Breakdown of inspections carried out by ANSES in 2016 by category (in number of
establishments)
b) Change ‐ Qualitative data and incidence of deviations
(1) Manufacturers of veterinary medicinal products: "from an
obligation of means to an obligation of results"

The 2016 inspection plan was part of a three‐year cycle that is due to end in 2017.
31 GMP inspections were carried out in France and 7 abroad, of which 8 were unannounced. In 2016,
the areas concerned by GMP inspections were the production of sterile, non‐sterile and immunological
drugs.
Just as in 2015, most of the deviations concerned the validation of aseptic filling processes.
Validation of cleaning processes, management of active substances and suppliers, monitoring of
controls and improvement of processes remain essential points to be checked.

(2) Wholesalers: "from observation to proficiency"
The 2016 review is the first in the 2016‐2019 plan. It continues on from the 2012‐2015 plan, whose
objective was to control the management of temperature‐sensitive products and the re‐marketing of
drugs returned by retailers but still marketable. This plan is unusual in that it concerned the
inspectorates of ANSES‐ANMV for exclusive wholesalers of veterinary medicinal products and of ARSs
(Regional Health Agencies) for wholesalers with mixed activities (drugs for human and veterinary use).
The aim is to identify their strengths and the levels of control of the risks reported since 2011. During
the inspections carried out in 2016, the following strengths were noted:
‐ compliance with the pharmaceutical chain in terms of suppliers,
‐ application of the regulations concerning medicinal products classified as narcotic,

12
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‐ effectiveness of the traceability of the batches delivered,
‐ compliance with the regulations regarding management of recipients.
The level of proficiency was improved for:
‐ The return of marketable drugs sent back by retailers,
‐ The cold chain (receipt, storage, packing and transport of temperature‐sensitive medicinal
products).
The review of the inspections conducted in 2016 therefore shows that the objectives set during the
previous plan (2012‐2015) have been achieved or that results are improving. The 2016‐2019 plan will
assess the degree to which the strengths mentioned above are being maintained and/or improved and
will verify implementation of the quality risk management approach.
Indeed, it can be seen that 53% of establishments have begun the process of quality risk management,
introduced by the GDP in 2015. For 11% of them, the general procedure is operational.
The level of deployment of the principles of quality risk management, a new feature introduced by the
2015 GDP, will continue to be assessed and encouraged by the inspectors in the framework of this
2016‐2019 plan.
(3) Operators: marketing and pharmacovigilance
ANSES‐ANMV authorises and inspects 39 establishments with the status of operators responsible for
placing products on the market, including 28 for this activity alone (between 11 and 16 per year), and
between one and three at the request of the EMA as part of pharmacovigilance activities for medicinal
products having obtained an MA by the centralised procedure. Two specific standards are used: good
pharmacovigilance practices and good distribution practices.
The 2016 inspections completed the first four‐year cycle from 2013 to 2016 (39 establishments over
these four years).
The analysis of the qualitative data accumulated from 2013 to 2016 shows:
 a satisfactory level with regard to:
‐ Compliance with the pharmaceutical chain (combating counterfeiting),
‐ Management of free samples,
 an acceptable level with regard to:
‐ Quality management,
‐ Management of the quality of marketed products,
‐ Management of order‐taking,
‐ Management of returns and recalls,
‐ Advertising,
‐ Management of labelling.
There was room for improvement regarding certain points. These concern:
‐ Management of temperature‐sensitive drugs (during storage, packing, transport or
delivery),

13
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Management of operating contracts (not always updated and/or sometimes incomplete),
Provision to operators of the findings of the product quality reviews (PQRs) that rule on the
control of the manufacturing process for each drug,
The system for managing complaints.

The nine operators inspected had their pharmacovigilance systems assessed and their contracts
evaluated.
Just as for the wholesalers, it can be seen that 40% of the establishments have begun the process of
quality risk management, introduced by the 2015 GMP and GDP. For 20% of them, the general
procedure is operational.
The findings, made from 2013 to 2016, show that the logistics of temperature‐sensitive drugs and the
management of complaints, as well as the management of operating contracts, remain the priority
points.
Justification of the integrity of digital data, in accordance with Annex 11 of the GMP, is still at a very
early stage. The establishments will be tested on these points in the framework of the inspection plan,
in particular for the databases (complaints, deviations, CAPA).

D. Outlook for 2017
Planning according to risk analysis suggests prioritising establishments on the basis of the inspection
findings and information from market surveillance.
The objective to comply with certification or re‐inspection periods was met for 2016. The health and
safety quality indicators in the distribution sector are improving, and are now being established for
operators and manufacturers.

From a quantitative point of view, 53 establishments to be inspected as a priority in 2017 stood out
from the database and the risk analysis:
‐
‐

2 newly authorised establishments to be inspected for the first time,
2 establishments whose inspections have been moved forward in light of the findings from
previous years and their risk score, and
‐
2 pharmacovigilance inspections 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 predicted, based on the results obtained in the previous two years.

14
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The summaries of the 2016 inspection plans, which present the main risks identified and the level of
improvement achieved, are used as input for the qualitative goals of the 2017 plan:
 a new plan for operators/depositories will begin in 2017 (2017‐2020 plan). It aims in
particular to reduce the problem of temperature‐sensitive products observed during the
previous plan.
 The implementation of the 2015 GDP on 1 January 2016 has required the introduction of
a support methodology, in particular for deploying the risk analysis methods among
wholesalers. This point is the prime objective of the 2016‐2019 inspection plan. The same
themes will therefore be retained for 2017.
 In addition, the themes from 2016 will be continued for the manufacturer inspections, as
2017 is the third year of the 2015‐2017 plan.
o validations of processes,
o prevention of cross‐contamination by validation of cleaning processes,
o management of supplies, especially regarding active substances,
o QC: continuous stability, tests of raw materials, reagents, sampling,
o quality management system and in particular how deviations/complaints are dealt
with.

In addition to the preparation of the inspection plan for 2017, because of two departures that occurred
during 2016, and another planned for 2017, the team will be reorganised and three new officers will
be recruited, then trained during 2017 and early 2018 according to the training plan described in the
previous section (see Section C.1).

15
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Market surveillance: actions and results

Market surveillance of veterinary medicinal products, excluding pharmacovigilance, is carried out by
the Agency according to four different aspects:
‐ 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 work, development of an
analytical method;
‐ Management of stock shortages and surveillance of medicinal product availability.

A. Quality control of veterinary medicinal products
1.

Assessment of quality defects and batch recalls

Quality defects are reported using a specific form by the laboratories responsible for marketing the
medicinal products and, more rarely, by veterinarians. Some are forwarded by the competent
authority of the Member State where the medicinal product is manufactured or imported, in the
framework of the "Rapid Alert" procedure.
NB: A reporting form and a dedicated email address were set up in 2015 to facilitate reporting by
practitioners.
Depending on the risk assessment carried out for the reported defect, a batch withdrawal may be
required at different levels of the marketing chain: the product may be blocked at the manufacturer
or its depositary, withdrawn from wholesalers (distribution centres) or beneficiaries (mainly
veterinarians or pharmacists), or on very rare occasions a recall may be issued to animal owners.

Batch recall decisions are taken by ANSES‐ANMV following a discussion with the laboratory concerned
to assess in advance the impact of such an action, particularly the consequences of a temporary
shortage of the product on the market.
The ANMV then monitors the withdrawal of the batch until it is destroyed or brought into compliance,
if applicable (change to its labelling, for example), as well as the implementation of corrective and
preventive actions.
Note also the adoption at the end of 2016 of an updated, simplified version of the procedure for
managing quality defects and batch recalls, shared with the industry players, as well as a new reporting
form.
NB: In the case of an MA amendment that has an impact on public health, for example a change of
withdrawal period before the consumption of foodstuffs, the batches being marketed must undergo a
similar risk assessment to that carried out for a "quality defect" and are monitored in the same way.

16
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Quality defects registered in 2016:
In 2016, 93 quality defects were recorded. This number is similar to the previous two years. The trend
in the quality defect reports is shown in the graph below.
The numbers have been relatively stable since 2014.

Graph 1: Numbers of quality defects managed annually from 2000 to 2016

The 93 quality defects monitored in 2016 can be broken down as follows:

Figure 3: Types of defects identified in 2016

17
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Problems regarding the level of active ingredient, mainly highlighted during continuous stability
studies for the medicinal product, constituted the leading cause of reports, with a similar rate to
previous years (46% in 2015, 41% in 2014).
They were followed by changes in the marketing authorisations for medicinal products
(administrative measures: 16%). These relate to important decisions for public or animal health, such
as increases in the length of the withdrawal period (WP), removals of target species, shortening of the
product's lifespan. This share is therefore specific to the present situation, and varies according to the
years.
Errors relating to the labelling or package leaflet then accounted for a considerable share of the
quality defects observed, and have increased slightly over the past 3 years (from 10 to 14%).
This year, non‐conformities relating to physico‐chemical specifications, other than those
concerning an active ingredient or a preservative, have been referenced in a group of their own. They
accounted for 13% of defects. This category is also being monitored in 2017.
The other types of defects were rarer: from 1 to 4 cases per year. Some, however, led to batch
recalls extending also to the health professionals (serious consequences concerning
pharmacovigilance, unsatisfactory production conditions, sterility defects).

Batch recalls in 2016
The quality defects recorded in 2016 gave rise to 32 recalls, broken down as follows:

Category

Beneficiaries and retailers

Number

5

Wholesalers

15

Manufacturers
and
depositories
12

Total

32

Table : Extent of batch recalls in 2016
Compared with 2015, the number of reports of quality defects was essentially the same: 93 (vs 98 in
2015). In contrast, there was a clear decline in the number of batch recalls: 32 (vs 52 in 2015). This
variability compared to 2015 is specific to the individual nature of the quality defects reported. At this
stage, they do not reveal any general trend.
This will be monitored in 2017, just like the increase in withdrawals at the wholesale stage compared
to those at the stage of the manufacturer and its depositary.
Lastly, it should also be remembered that batch withdrawals concerning veterinarians, initiated by the
pharmaceutical companies following notification by the Agency, always involve the rapid (within a day)
email dissemination of information to veterinarians through the Veterinary Association Higher Council.
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Analytical quality control of veterinary medicinal products

Each year, the ANSES‐ANMV control laboratory analyses the medicinal products marketed. The choice
of products is planned on an annual basis. Since 2016, around 2300 medicinal products available on
the market have been undergoing rating according to six parameters selected from those in the
European pilot rating scheme. These six criteria are: the route of administration, the chronic nature of
their use, the concentration, the complexity of the formulation, the stability of the product, and the
nature of the recipient animals.
This rating is used to assess the drugs on the market that present the greatest risk. In order to
supplement the risk analysis performed for the annual plan, feedback from the field (quality defects,
pharmacovigilance, MA Department) and from the European network is also taken into account. The
resulting plan is then validated by management.
Samples of veterinary drugs are taken at the wholesale distribution stage.
The ANSES‐ANMV veterinary medicinal product control laboratory is a member of the network of
Official Medicines Control Laboratories (OMCLs).
In 2016, 47 veterinary medicinal products sampled from the French market were analysed, 16 as part
of counterfeit monitoring. One non‐compliance with the specifications of the MA was detected,
concerning problems of consistency 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.
The short‐term objective is to systematise the risk analysis in order to strengthen the identification of
veterinary drugs that present the greatest risk. The methodology will be refined in the years to come,
and in particular, a system of weighting according to criticality and for each parameter (including
feedback from the field) will be considered.

B. Control of information relating to medicinal products
1.

Control of labelling and package leaflets

This control covers both the medicinal products sampled in the framework of the annual analytical
control programme for drugs on the national market, and drugs selected in the specific annual control
programme defined on the basis of a risk analysis.
In 2016, this specific control programme focused on:
 Implementation of minor MA amendments relating to the taking into account of
pharmacovigilance data (request formulated by the Pharmacovigilance Department)
 Control of medicines from ranges sold exclusively in dispensing pharmacies (which have
never previously been checked)
 Control at the request of the MA Department (quality experts)
A total of 77 different commercial products or presentations were controlled. 35 deviations from the
regulations were identified, but these were very predominantly minor and led to e‐mail notifications
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requesting corrective action. They were found to have no impact on the proper use of the product.
Nevertheless, two non‐compliances led to two quality defect management dossiers being opened (for
risks of over‐ or under‐dosing), with one batch recall and monitoring of specific corrective measures.
Regarding the control of labelling of drugs analysed by the ANMV's laboratory, six minor deviations
were also identified.

2.

Control of advertising

The advertising of veterinary medicinal products is regulated by the French Public Health Code (CSP)10.
It can only concern authorised medicinal products. Advertising to the public is only authorised for non‐
prescription medicinal products.
All advertising materials must be submitted to ANSES‐ANMV, and in certain cases must obtain
authorisation prior to publication. The medicinal product must be presented objectively and in a way
that promotes its proper use.
Reminder: 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.
The new decree on the advertising of veterinary drugs, published in June 2015, has now been
implemented. ANSES‐ANMV has drafted and placed online a guide to good advertising practices
intended for industrial companies creating advertising campaigns.
(https://www.anses.fr/fr/search/site/guide%20publicité?iso1=fr&iso2=en).
In 2016, 554 advertising dossiers were submitted, corresponding to 1089 advertising documents (1
submission ≈ 2 documents on average to be checked).
Number of authorisation applications submitted: 114 (priority 1) or 20.6% of submissions






53 "General Public" applications
52 "Antibio" applications
7 " Health Hazard ‐ Category 1 " applications
7 "Hormones" applications
0 "Risk Management Plan" applications

Note: A single advertisement may relate to both antibiotics and hormones, for example.
Number of declarations submitted in 2016: 440 (priority 2 and 3) or 79.4% of submissions
 125 "New Drug" declarations (priority 2)
 11 "Company Rarely Submitting" declarations (< 12/year) (priority 2)
 304 "Other" declarations (vaccines, heart failure, contagious diseases, ectoparasiticides
subject to prescription, advertising intended for beneficiaries, etc.) (priority 3)

10

20
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Among the 114 authorisation applications:
5 applications were abandoned
1 application was refused (1 decision to prohibit dissemination)
108 applications were accepted (108 authorisation decisions)
Among the 440 declarations:
16 declarations were abandoned
3 declarations were non‐compliant (3 decisions to prohibit dissemination)
14 declarations were "not applicable" (the document was not considered to be advertising)
393 declarations were compliant.

C. Surveillance of falsified veterinary medicinal products
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 develop a policy for the detection of falsified veterinary medicinal products.
This is part of a collective strategy for monitoring and action, implemented through partnerships with
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 Agency for Medicines and Health Products Safety (ANSM).
ANSES‐ANMV has acquired specific analytical equipment (Raman spectrometer) in order to develop
analytical methods for the detection of counterfeits. This is a rapid method enabling analytical
screening to be used. In the event of non‐compliant results, confirmation is carried out, if necessary
using another analytical technique (HPLC, for example).
In 2016, products of various galenic forms were tested, including products available for sale on the
Internet. No counterfeits were found among all the different products tested. Until now, the
developments carried out have only concerned the qualitative analysis of the products. The medium‐
term objective is to continue developing the quantitative method.
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". In 2016, ANSES‐ANMV ruled
on 100 requests. Six of them were requests for regulatory information, nine were incomplete or
related to products that were no longer marketed, and four dealt with sales on the Internet. For 46
requests, the products were not classified as veterinary medicinal products (biocides, foods, in vitro
diagnosis kits, apparatus, medical devices). For 27 requests, the products were classified as veterinary
medicinal products and 11 were the subject of a regularisation request, while the others had not yet
been marketed in France (opinion on a project before marketing, or products under customs control).
Seven reports concerning products used against varroasis in honeybees were assessed and action was
taken against these products (sending of formal notice and suspension of marketing).
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D. Availability of veterinary medicinal products
1.

French Animal Health Network's working group on availability

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 INRA11, ANSES, Cirad12, veterinary schools, the French
Union for the Veterinary Medicinal Product and Reagent Industry (SIMV) and professional operators
(veterinarians, breeders). 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/
A mapping exercise was carried out that highlighted the disparities according to the species. The lack
of availability is indeed more pronounced among minor species such as small ruminants or fish.
For certain therapeutic shortfalls, the Agency is continuing initiatives such as:
‐
‐

importing veterinary medicinal products available in the European Union or in third countries,
using autogenous vaccines.

The map that was produced and the development needs regarding new therapies were shared with
the veterinary medicinal products industry.
The Agency has started setting up working groups by sector in order to target the availabilities and
develop an action plan. Specific meetings have thus already been held with the equine and fish farming
sectors.

2.

Supply disruptions

Alerted by veterinary practitioners on the difficulties related to the increase of common disruptions,
the ANMV monitors these disruptions by collecting information, if possible in advance.
A significant increase in the number of disruptions was noted in 2015 compared to 2014: 67 in 2015
compared with 16 in 2014. This trend was confirmed in 2016, with 74 disruptions reported to the
Agency. While the number of reports is higher than in the past, some of them are nevertheless
incomplete, or received late. Moreover, it is not uncommon for the Agency not to be informed when
a drug is returned to the market.
Through these reports, the challenge is to reduce the number, duration, frequency and impact of
proven disruptions for practitioners and animal owners by implementing palliative solutions as quickly
as possible.

National Institute for Agricultural Research
Cirad: French Agricultural Research Centre for International Development, for the sustainable development of
tropical and Mediterranean regions
11
12
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Thus, during actual disruption and in the absence of alternative treatments available in France, ANSES‐
ANMV, in conjunction with the pharmaceutical companies and veterinary practitioners, tries to
identify solutions such as importing the medicinal product from another Member State of the
European Union or from third countries, or importing another medicinal product.
This surveillance activity also makes it possible to inform practitioners objectively and comprehensively
about the availability status of certain medicinal products.

The breakdown of disruptions by drug type is shown in the figure below:

Figure 4: Breakdown of disruptions monitored in 2016 (74) by medicinal product type
This breakdown is similar to that of previous years. The disruption reports mainly concern vaccines and
antimicrobials.

On the other hand, the breakdown by species has changed compared to the previous year. As can be
seen in Figure 5 below, poultry is still the primary species/sector suffering from these disruption
problems. However, while the fish and equine sectors occupied second and third place on the podium
in 2015 (with around 15% each), the situation was reversed in 2016 in favour of the cattle‐sheep and
dogs‐cats sectors, with respectively 25% and 14% of the breakdown.
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Figure 5: Breakdown of 2016 disruptions in vaccines by species concerned

Recurring difficulties can thus be observed with poultry vaccines, where the health challenge is
considerable (planned vaccination, binding vaccination timetables, impact of the diseases concerned,
etc.). They are therefore a key element in the work undertaken with the industrial players, which will
be continued in 2017, on the identification of critical drugs and the search for palliative solutions over
the long term (for critical drugs, anticipating proposed alternatives for prescribers in the event of
confirmed disruption).
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E. Outlook for 2017
Just as the planning of inspections of veterinary pharmaceutical establishments is based on an analysis
of the risk in previous years, the objective of the Market Surveillance Unit is to strengthen risk analysis
for planning quality controls for veterinary medicinal products. This involves identifying the drugs
presenting the greatest risk, using a rating harmonised at European level, and better taking into
account feedback from the field in this assessment.
In the area of analytical development, particularly regarding detection of falsification and
counterfeiting, the Raman device has many chemometric tools that have to undergo various
validations. Using these various tools, it may be possible to diversify the application of this equipment
and direct its use to other areas (plant protection products, products derived from tobacco, etc.).
Lastly, in the area of stock disruptions, the greatest risks are encountered with vaccines. Discussions
have been initiated with industry players to encourage them to report disruption risks as far in advance
as possible, in order to best anticipate alternative solutions. A list of the vaccines presenting the
greatest risk (in terms of the impact on public and/or animal health, the economic impact) will be
drawn up, again in partnership with the stakeholders, so as to pre‐define solutions in the event of
disruption for these so‐called risk vaccines. This same approach can then be applied to veterinary
medicinal products.
A workshop on this theme of managing disruption is also planned during the 2017 "stakeholders day".
The aim is to hold discussions with the various players concerned by these disruptions, on the problems
encountered and possible solutions to reduce the impacts observed on the ground.
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III. Pharmacovigilance
A. PHARMACOVIGILANCE DATA
1. Reporters and reporting channels
Reporting channel
Veterinary pharmacovigilance reports are sent either to the authorities (ANSES‐ANMV or the
Veterinary Pharmacovigilance Centre in Lyon – CPVL), or to the pharmaceutical companies concerned,
which are generally also the MA holders. These companies are then required to report all serious cases
brought to their attention to ANSES‐ANMV within 15 days. All reports transmitted to the CPVL or
directly to ANSES‐ANMV, as well as all serious cases received directly by the pharmaceutical
companies, are therefore recorded in the national veterinary pharmacovigilance database.
Non‐serious cases received directly by the pharmaceutical companies are also brought to the attention
of ANSES‐ANMV. However, this only occurs when they submit their Periodic Safety Update Reports
(PSURs), which are sent to ANSES‐ANMV according to a strict timetable defined by the regulations
(every 6 months to 3 years depending on how long the product has been on the veterinary drug
market). These non‐serious cases reported in the PSURs are not added to the national veterinary
pharmacovigilance database. In the framework of this report, therefore, the non‐serious cases
reported through the PSURs are not included in the figures set out below.

2. Growth in the number of reports
4113 pharmacovigilance reports were notified to ANSES‐ANMV in 2016, representing a 5% increase in
the number of reports compared to 2015, and a 46% increase compared to 2011. These data
correspond to the number of reports of adverse events occurring in animals or humans following
administration of/contact with a veterinary medicinal product or, in the framework of the "cascade"
approach, adverse events occurring in animals following administration of a medicinal product for
human use.
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However, while 4113 reports were recorded in 2016, in reality 5680 pre‐reports were received and
processed at ANSES‐ANMV. Indeed, certain pre‐reports concerned the sending of updated information
by the original reporter (progression of the state of the animals, results of additional analyses, etc.) or
by the MA holder (analysis and causality of their cases) about a case already registered by ANSES‐
ANMV.
Moreover, the same report may be sent simultaneously to the MA holder, to ANSES‐ANMV and/or the
CPVL (sometimes to all three veterinary pharmacovigilance stakeholders at the same time). ANSES‐
ANMV, the single point of convergence for all reports, must therefore identify these duplicates and
compile the information sent. There may be many reasons for these duplicates: the reporter's
unfamiliarity with the organisation of the pharmacovigilance system, wishing to obtain information
and/or compensation from the industrial company, ensuring that the authorities are informed,
obtaining a written assessment from the authorities of the submitted report, etc. As in previous years,
veterinary practitioners remained the main sources of reports, accounting for 90.8% of all reports
submitted in France. Owners/breeders represented nearly 8% of reports. The remaining percentage
included pharmacists and veterinary schools.
Concerning the reporting channels, the trends in recent years continued, with a decrease in cases
reported to the CPVL, which still however
remains the main entry route for these
reports, with 40% of those submitted in
Given the contractual (regarding the CPVL)
2016. In contrast, the pharmaceutical
and regulatory (for MA holders)
companies and ANSES‐ANMV have seen an
obligations for the different players, it is
increase in the number of reports
unnecessary to submit the same report via
transmitted directly to them, of respectively
different channels.
35% and 24%.

Change in the number of reports by channel
2500
2000
1500

via CPVL
direct ANMV

1000

via industry

500
0
2009 2010 2011 2012 2013 2014 2015 2016
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Electronic submission remains the preferred means of reporting to ANSES‐ANMV since, of the 987
reports received directly by ANSES‐ANMV in 2016, 801 came via the ANSES Web portal.

B. SERIOUS AND NON‐SERIOUS CASES IN ANIMALS IN 2016
Between 2015 and 2016, the total number of spontaneous reports concerning animals increased by
5%. The percentage of serious cases increased slightly over these two years (47.4% of serious cases in
2015, compared with 51% in 2016). It remains to be seen whether this trend will be confirmed in
future years.

1. Breakdown of cases by species
The vast majority of reports in 2016 again concerned domestic carnivores, with 80% of reports. Those
relating to cattle represented 9%. Each other species accounted for less than 3% of reports.
All species were concerned by the increase in reports. However, the largest increases in reports were
found for pet rabbits (the number doubled between 2014 and 2016), other exotic pets or animals
(doubled over the same period), poultry (tripled over the same period) and goats (multiplied by 1.5).
While the rate of increase in reports in these species was high in absolute terms, their number was still
very marginal: 101 reports in 2016 concerning pet rabbits, 58 reports for poultry, 54 for goats and 24
for exotic pets and animals (mainly ferrets and guinea pigs).
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2. Breakdown of reported adverse events by species and therapeutic
category

Given that a report of an adverse event may involve several drugs, a total of 5201 medicinal products
were involved in the 4036 reports received for animals.
Vaccines remained the main products implicated in an adverse event, regardless of the species, with
the exception however of cats, which reacted more to antiparasitics for internal or external use. This
exception is partly due to the many cases of poisoning in cats, mainly by pyrethroids, resulting from
the incorrect use of a product intended for dogs, or from licking of a topical product after application.
Vaccines are predominantly responsible for hypersensitivity and anaphylactic or allergic reactions, and
because of this were heavily implicated in events regarded as serious. In this therapeutic category, out
of the 1169 reports in question, four concerned autogenous vaccines.
In the field, several vaccines are often administered to the same animal at the same time. Similarly,
anaesthetic products are often used in combination. These practices increase the representation of
these therapeutic classes in the reports.
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Dogs

Cats

Cattle

Horses/
Donkeys

Sheep

Goats

Pigs

Meat
rabbits

Poultry

Pet
rabbits

Exotic
pets/animals

Bees

Fish

General
total

Vaccines

838

211

172

64

40

7

79

11

51

64

0

0

1

1538

Ectoparasiticides

518

516

3

1

1

0

2

0

3

25

1

10

0

1080

Endoparasiticides

272

327

44

9

18

5

0

0

9

6

6

0

0

696

Nervous system/Anaesthetics

190

142

26

39

0

0

0

0

0

2

3

0

0

402

Antimicrobials

122

68

103

15

2

6

1

2

9

5

8

0

0

341

Anti‐inflammatory drugs (NSAIDs)

95

62

20

30

1

0

0

0

0

1

1

0

0

210

Digestive tract
Cardiovascular and circulatory
system
Hormones

88

48

23

5

4

0

0

0

1

2

0

0

0

171

103

48

5

0

0

0

0

0

0

1

1

0

0

158

90

56

3

2

0

0

0

0

0

0

5

0

0

156

Genital and reproductive organs

73

22

46

0

2

1

0

0

0

0

0

0

0

144

Ocular and auricular products

68

33

0

0

0

0

0

0

0

0

1

0

0

102

Dermatology
Antineoplastic drugs and
immunomodulators
Blood and blood‐forming organs

60

22

0

0

1

0

1

0

0

0

4

0

1

89

27

10

0

0

0

0

0

0

0

0

0

0

0

37

6

0

8

0

0

0

7

0

0

0

0

0

0

21

Respiratory system

10

4

2

2

0

0

0

0

0

0

0

0

0

18

Other*

23

15

0

0

0

0

0

0

0

0

0

0

0

38

2583

1584

455

167

69

19

90

13

73

106

30

10

2

5201

General total

* The drug category "Other" includes allergy drugs, homeopathic drugs and medicinal products for human use.
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Breakdown of reports by therapeutic category

Ectoparasiticides
0%
1%
2% 2%

Endoparasiticides
0%
Antimicrobials

1%

Anti‐inflammatory drugs (NSAIDs)

3%
3%

Vaccines
21%

3%

Nervous system / Anaesthétics

3%

Digestive tract
Hormones

8%

Genital and reproductive organs
13%

Cardiovascular and circulatory
system
Dermatology
Ocular and auricular products

7%

30%
4%

Antineoplastic and
immunomodulator agents
Respiratory system
Blood and blood‐forming organs
Other

3 ‐ Breakdown of cases by type of information
The main type of report received for animals concerned adverse events. Thus, in 2016, 88.8% of the
reports received for animals related to adverse events, followed by suspicions of lack of efficacy
(10.8%), and then residue issues (0.4%).
No cases of adverse effects 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.
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Adverse events in animals
Lack of efficacy
Residue issues
Environmental issues
Adverse events in humans

3584
438
14
0
77

Suspicions of lack of efficacy
The number of cases of suspected lack of efficacy continued to increase (406 in 2016 compared with
363 in 2015). This increase applied to all the main species. This change probably testifies to greater
awareness among veterinarians and breeders of this component of pharmacovigilance, as a result of
the communication and training measures implemented in recent years.
The species most represented in reports concerning lack of efficacy were, as in previous years, dogs
(44%) and cattle (18%).

Breakdown by species of cases of lack of efficacy
Fish
0%
Horses / donkeys
0% Goats
1%
Rabbits
2%

Bees
0%

Poultry
9%
Pigs
6%
Dogs
44%

Pet rabbits
7%
Sheep
4%
Cats
9%
Cattle
18%

Similarly, as in previous years, with almost 65% of reports, the most common therapeutic category was
vaccines. However, very often, the assessment of these cases is unable to confirm whether or not the
vaccines concerned are ineffective. Indeed, the vaccine protocols (number of injections to perform,
timetable to be followed, minimum age of the animals to be vaccinated, etc.) necessary to achieve
adequate immunity are not always strictly followed.
Moreover, when the authorised therapeutic indications only mention partial protection (e.g.,
reduction of clinical signs), the onset of the disease cannot be viewed as confirmation of a lack of
effectiveness.
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Issues of residues
As in previous years, a few cases involving suspicions of veterinary drug residues in milk were reported.
The 14 reports submitted to ANSES‐ANMV in 2016 all involved milk samples declared "positive" for
inhibitors under the official method for screening for antimicrobial residues in milk. However, in these
cases, quantification or identification of the incriminated compound(s) was unavailable, which
prevented the causal link from being assessed.

Adverse effects in humans
Adverse events in humans can occur through contact with treated animals, through direct contact with
a veterinary medicinal product during administration to animals, or following an error of handling or
use, such as accidental ingestion, for example.
In 2016, 60 reports of adverse events sent to ANSES‐ANMV concerned human cases, or 1.9% of the
total number of reports received. At the same time, 364 additional cases were registered by the Poison
Control Centres (CAPs).
The main therapeutic categories concerned by these 424 reports (involving 455 veterinary medicinal
products) were ectoparasiticides (40%) followed by vaccines (22%). The remaining reports were
divided among the other therapeutic categories.
This breakdown reflects the sales of these products:




Antiparasitics are widely used in preventive treatment for the entire animal population (not just
sick animals) and are frequently administered by the owners themselves.
Vaccines were in second place, essentially due to accidental injections. Although this is a category
of products whose use potentially concerns all animals (due to its preventive aim), 95% of the 86
reports that stated the name of the vaccine were related to the use of vaccines in production
livestock (mainly swine and poultry). This finding is unsurprising, insofar as vaccination in industrial
sectors is obviously individual, but at the same time concerns a very large number of animals,
which is likely to result in more accidents.

The symptoms described were mainly transient and relatively benign irritations: essentially dermal,
eye and/or respiratory signs with ectoparasiticides, or local inflammatory reactions in the case of
accidental injections. In this framework, a national prospective study (2016‐2018) on the risk of
complications from accidental needlesticks involving veterinary vaccines is under way in the poison
control centres.
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4 ‐ Off‐label uses

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
4036 animal cases reported in 2016, 1077 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 unless otherwise specified (apart from obvious cases, such as a
target species not provided for in the MA), adverse events are by default considered to have occurred
following administration within the framework of a medicinal product's authorisation.

Goats
1%

Bees
Fish <1%
Rabbits
Pigs <1%
<1%
1%
Sheep
Poultry 2%
3%

Pet rabbits
3%
Exotic pets / wildife
2%

Horses / donkeys
2%
Cattle
6%

Cats
42%

Dogs
38%

Breakdown of cases of off‐label use by species
The use of veterinary medicinal products outside the recommendations noted in the summaries of
product characteristics (SPCs) concerned 400 cases in dogs (38% of reports) and 453 in cats (42% of
reports) in 2016. This breakdown by species is similar to the results obtained in previous years. While
the majority of off‐label uses concerned dosing errors in dogs (46.7%, mainly overdoses), the use of
medicinal products not intended for cats predominated in the off‐label uses in this species (51.7%),
followed by dosing errors (41.9%, mainly overdoses).
The slight over‐representation of cats in these figures was yet again partly due to the many cases (144)
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),
this type of report has been falling sharply over the last few years.
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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, for instance).
These trends were also seen in dogs, where again antiparasitics alone accounted for around 40% of
the reported cases of off‐label uses, and for very similar reasons.
It should also be noted that 5% of off‐label reports related to pet rabbits and exotic pets/wildlife. This
result is not surprising since few veterinary medicinal products are authorised in these minority
species. Most of these reports related to pet rabbits.

C – SPECIFIC MEASURES TAKEN IN 2016
1 ‐ Communication
ANSES‐ANMV regularly communicates on different themes related to pharmacovigilance. Topics
include a summary of the reports recorded, related to a specific drug, therapeutic class and/or given
species, as well as position papers seeking to facilitate reporting and improve report quality. This
information is disseminated via different media, such as the ANSES website, the newsletter of the
French National Order of Veterinarians, the trade press, and congresses. Moreover, ANSES‐ANMV
promotes research and thesis work in the field of pharmacovigilance by providing access to the data
in the national pharmacovigilance database.

Articles
 Definition of a serious pharmacovigilance case in an organised production sector
As a result of a process of reflection conducted by ANSES‐ANMV with its partners in the swine, poultry
and rabbit farming sectors, objective and quantifiable criteria for assessing whether an adverse effect
in the industrial sector should be regarded as serious were defined and published on the ANSES
website13. The aim of this reflection was twofold:
‐

boost reporting in industrial sectors by helping the veterinarians concerned fulfil their
reporting obligations;
‐ harmonise classification practices between the authorities and the MA holders.
For mortality and reproductive disorders, according to the sector and the physiological stages of the
animals, levels beyond which an event must be regarded as a serious case were therefore defined.
The observation of individual, permanent or prolonged clinical signs, liable to endanger the life of the
animal or cause a significant disability, is difficult to demonstrate objectively with large groups of
animals. However, these signs are most often reflected indirectly in water and/or food consumption,
with consequences on growth and/or zootechnical performance.
In addition to cases of mortality, it was decided to also retain these indirect criteria by establishing, for
each sector, the rates of decrease in water and food consumption and/or growth beyond which the

13

https://www.anses.fr/fr/system/files/Cas%20grave%20indus%20ANMV.pdf

35

ANSES  annual report

Surveillance of veterinary medicinal products ‐ 2016 edition

consequences of an adverse effect must be regarded as serious and for which a report must be
submitted.
The criteria selected for the swine sector were thus presented at the 2016 Congress of the French Pig
Veterinary Association (AFMVP).
 Nonsteroidal anti‐inflammatory drugs in dogs
In order to better understand the adverse effects of the different classes of nonsteroidal anti‐
inflammatory drugs (NSAIDs) administered orally, particularly according to their cyclo‐oxygenase
selectivity, a retrospective study was conducted on the cases reported in France in dogs over a 5‐year
period (2008‐2012).
In more than 75% of cases involving an NSAID, the adverse event occurred between the first and 15th
day of treatment, and in 12.6% of cases after the 60th day. NSAIDs are responsible for urinary,
haematological and hepatobiliary adverse events that are proportionately more numerous than with
other drugs. Digestive ulcers and kidney failures are reported more often with coxibs than with other
classes of NSAIDs.
All the results from this study were published in the Veterinary Update of March 2016 with two other
articles: one on the mechanisms of action of NSAIDs and the physiopathogenesis of their side effects
(Dr C HUGNET), and the other on recommendations on the use of these NSAIDs (Drs J ANDREJAK and
JF ROUSSELOT).
Mechanisms of action of NSAIDs and the physiopathogenesis of their side effects
Although theoretically the selectivity of an NSAID for the COX‐2 isoenzyme may be an advantage in
terms of effectiveness and tolerance over non‐selective NSAIDs, prescription of these drugs known as
selective COX‐2 inhibitors has led to the appearance of adverse events, without however
systematically confirming greater effectiveness. The classification of this selectivity depends on many
criteria (species, tissues, ratio used), which may lead to a more or less favourable marketing use
depending on the product.
Use of NSAIDs in dogs: implementation and monitoring of treatment
NSAIDs are prescribed in dogs for their anti‐inflammatory, analgesic and antipyretic properties. Like all
medicines, this therapeutic class can lead to adverse events, most often digestive and sometimes
resulting in gastrointestinal ulcers. Most adverse events can be anticipated by identifying risk factors
before prescription, taking a blood test beforehand, and making a reasoned choice regarding the
compound and the minimum effective treatment period. When the owner is supportive and has a good
understanding of the facts, and the animal is monitored regularly, this can rapidly reveal an adverse
effect or identify a risk factor.
These articles were also presented at the 2016 Congress of the French Association of Veterinarians for
Pets (AFVAC).



ALIZINE®

ALIZINE® is a medicinal product containing aglepristone authorised for pregnancy termination in
female dogs. Following regular reports showing this drug's lack of effectiveness, ANSES‐ANMV used
the newsletter of the French National Order of Veterinarians to remind veterinarians to:
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ensure that they inform owners of the importance of the follow‐up visit after treatment, given
the potential risks of possible lack of effectiveness as indicated in the Summary of Product
Characteristics (SPC) for ALIZINE® (http://www.ircp.anmv.anses.fr).
pay particular attention to any potential health problems affecting animals born after a failed
termination.

‐



Permethrin for veterinary use: origin, mechanisms of action, toxic effects and involvement
of the pharmacist (doctoral thesis in pharmacy by Manon GOULIN)
Permethrin is a type II pyrethroid, used in veterinary pharmacy as an ectoparasiticide for domestic
carnivores. Cats are particularly sensitive to permethrin, which causes the appearance of severe
neurological signs that can sometimes lead to the death of the animal. This compound is thus
contraindicated in this species, and several ANMV reports to this effect have been published.
Nevertheless, every year, many cats are still victims of permethrin poisoning. Moreover, although this
insecticide appears to be safe for dogs (the species for which it is intended) and humans, several cases
of poisoning, of varying degrees of severity, seem to have been reported in both species. In this
context, the pharmacovigilance reports are essential for improving knowledge on the safe use of
permethrin by owners and those around them, and on its toxicity in the species for which the product
is intended. With this in mind, pharmacists, because of their proximity to the owners and their status
as a "specialist" in medicinal products, have an important role to play, both in prevention, by effectively
advising animal owners, and also in reporting poisoning cases.



Adverse effects of cephalexin administered to dogs suffering from pyoderma: prospective
study at the National Veterinary School of Toulouse (ENVT) October 2013 ‐ June 2015
(doctoral thesis in veterinary medicine by Mélodie BELZ)

This thesis helped identify adverse events potentially induced by cephalexin during treatment of
pyoderma in dogs. The adverse events most frequently encountered corresponded to those listed in
the literature, mainly vomiting and diarrhoea. Vomiting accounted for 50% of the adverse events and
affected 28% of the studied population. Diarrhoea represented 33% of the adverse events and affected
19% of the studied population.
Of the 55 reports processed by ANSES‐ANMV in France between October 2013 and June 2015, 22%
(12/55) resulted from this thesis. This is a major contribution since it only relates to dogs suffering from
pyoderma that were brought to the Dermatology Department at the ENVT. These figures show a real
under‐reporting by veterinary practitioners in France. This finding of under‐reporting supplements that
of Cédric Chiarlone in 201414.

14

: Promoting reporting in the veterinary profession: prospective study and analysis of the veterinary
pharmacovigilance system in academia (Cédric CHIARLONE, Veterinary thesis ‐ ENVT, 2014)
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2 ‐ Monitoring of authorisations
Amendments to MAs
Thanks to the reports and their exploitation as part of pharmacovigilance activities, as well as the data
in the literature, the "Adverse reactions" section of the SPCs of veterinary medicinal products is
regularly verified for compliance. This section can, if necessary, be supplemented and/or modified to
take account of new adverse events and/or updates regarding the frequency of occurrence of effects
that are already known. In this regard, in 2016, 39 medicinal products had their SPCs modified as a
result of pharmacovigilance data (see Annex).
These changes mainly concerned the "Adverse reactions" section of the SPC (e.g. CIMALGEX® tablets,
VECTRA 3D SPOT‐ON SOLUTION FOR DOGS®, LYOMYXOVAX® vaccine) but could also relate to other
sections such as "Special warnings" (e.g. FELIGEN CRP/R®), "Special precautions for use in animals"
(e.g. KEXXTONE 32.4 G CONTINUOUS‐RELEASE INTRARUMINAL DEVICE FOR CATTLE®,), or "Contra‐
indications" (e.g. ADVOCATE® spot on, ZERMEX® 2% SOLUTION FOR INJECTION FOR SHEEP).
To ensure that validated up‐to‐date information is available to everyone, the MA amendments 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
VELACTIS®
VELACTIS® is a veterinary drug marketed by CEVA Santé Animale to help with dry‐off, as part of the
management programme for dairy herds. This medication containing cabergoline is authorised for
inducing a reduction in milk production in cows during dry‐off.
It was authorised by the European Commission in December 2015 and has been marketed in Europe
since late March 2016.
Serious adverse events, sometimes resulting in the death of dairy cows, have been observed following
the use of this product in some countries (mainly Denmark). These adverse events were reported to
have occurred within 8 to 24 hours of administration. In France, three reports, two of which were not
serious, were then recorded.
Initially, CEVA Santé Animale ceased distribution of this drug at the end of June 2016 and, in parallel,
ANSES‐ANMV published a press release to alert veterinarians and ask them to carry out special
surveillance.
Because reports of adverse events continued to be recorded in Europe (319 dairy cows for around
40,000 doses sold), EMA's Committee for Medicinal Products for Veterinary Use, at its meeting in mid‐
July, recommended to the European Commission the suspension of the authorisation for VELACTIS®.
Pending this decision, ANSES‐ANMV suspended the use of this medicine in France on 25 July, and asked
CEVA Santé Animale to organise the recall of all batches, including from breeders.
The European Commission's decision to suspend marketing authorisation for VELACTIS® was published
on 22/08/2016. The lifting of this suspension is subject to the following conditions:
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• provision of an explanation for the underlying cause of the adverse events and the factors potentially
responsible, which may include, among others, hypocalcaemia;
• demonstration that the administration of the product to cattle does not lead to an unacceptable risk
of serious adverse events including recumbency and death and, if necessary, a proposal of
management measures to mitigate this risk that could be included in the information on the
product;
• demonstration of a favourable risk/benefit ratio for the product.
The MA for this medicinal product is currently still suspended.

D ‐ THE 2017 PROGRAMME
As announced in the last report, one of ANSES's priorities in the last few years has been to improve the
pharmacovigilance system and, in particular, to facilitate the reporting methods. 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, in April 2017 a new version of the electronic
submission website15 and a new form16 more suited to
Report an adverse event likely
collective treatments, with data adapted to each sector
to be due to a veterinary
concerned, were published on the ANSES website.
medicinal product
The new site provides users with:
-

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;
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.).

-

In addition, in early 2017, the Ministry of Social Affairs and Health also made available a single shared
portal for the reporting of adverse health events17. Its aim is to promote reporting by enabling any
health care professional and any user to declare in just a few clicks "any adverse event or unusual
effect with a negative impact on health" about which they become aware. Adverse events in humans
related to the use of a veterinary medicinal product can also be reported via this portal.

15
16

17

https://pharmacovigilance‐anmv.anses.fr/
https://pharmacovigilance‐anmv.anses.fr/images/pdf/DECLARATION_ANIMAL_medecine_de_groupe.pdf

https://signalement.social‐sante.gouv.fr/psig_ihm_utilisateurs/index.html#/accueil
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IV. International activities18: role as OIE collaborating centre
ANSES‐ANMV is the competent French authority in charge of veterinary medicinal products but is also
a collaborating centre of the World Organisation for Animal Health (OIE) for veterinary medicinal
products. As such, ANSES‐ANMV's inspectors, assessors and experts take part in training initiatives,
audits and discussions related to the work programme of the Agency's international activities.
ANSES‐ANMV is continuing its participation in international initiatives as 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 in order to guarantee the harmonisation of practices and the
quality of veterinary medicinal products across Europe.

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 2016, seven
inspections were conducted abroad.
The inspectors take part in meetings of the PIC/S: the ANMV, in partnership with the English VMD
agency, is piloting a project for the creation of a working group on veterinary medicinal products within
the PIC/S. The purpose of this working group is mainly to identify the specific needs of inspectors in
the area of GMP inspections of veterinary drugs, and if necessary to propose new guidelines or
revisions to the current GMP.

B. Quality control laboratory
ANSES‐ANMV has set up exchanges with foreign laboratories located in countries where counterfeiting
is endemic (Asia, Africa), in particular China and Thailand.
In addition, the quality control laboratory is continuing its development assistance through support
with the establishment of a laboratory for quality control of veterinary medicinal products in
Cameroon (within the LANAVET). The staff of the LANAVET was thus trained at the Agency's premises
(support with commissioning and consulting activity: qualification of equipment, certification of staff,
production of written materials).

18
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CONCLUSION
The efforts made since 2011 to ensure a post‐MA control policy continued in 2016.
Inspection and market surveillance
Over the past year, 66 veterinary pharmaceutical establishments were inspected and assessed as
compliant in all cases, at the end of the adversarial phase and/or after corrective actions had been
carried out, mainly after the establishments concerned had been served with formal notice. During the
inspections, the emphasis was placed on encouraging a risk management policy, regardless of the
establishment's activity. This policy was already very widely established among manufacturers of
veterinary medicinal products, and less systematically among operators and wholesalers.
Similarly, control of digital data will be increased in accordance with the recommendations of Annex
11 of the GMP. This audit of the integrity of digital data will be a key point of future inspection plans.
Concerning market surveillance activities (quality defects, batch recalls, control of advertising and
control of veterinary medicinal products), there was no significant change in the number of reports
submitted, documents checked or analyses carried out. On the other hand, questions about borderline
products were increasingly common (qualification of products as veterinary medicinal products
according to the regulations), and complaints or denunciations relating to the sale of products on
websites have also been increasing. In this context, it seems relevant to continue developing analytical
methods to detect counterfeits. This activity will be renewed in the action plan for the years to come,
along with the implementation of a strategy with the stakeholders (manufacturers, operators,
wholesalers, veterinarians and breeders) for better management of disruptions. The aim is to ensure
forward thinking regarding the establishment of alternative solutions in the event of confirmed
disruption on the ground.
Pharmacovigilance
With an increase of 5% compared to the previous year, the 2016 review shows that the growth in the
total number of reports observed over the last few years is continuing. The results were 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 updated summaries of product characteristics
(SPCs) for all authorised veterinary medicinal products.
Since 2011, the number of reports recorded by the Agency has increased by 46%. 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 2016, the emphasis was
placed on communication.
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2017 programme
In addition to the prospects specific to each activity, which are described in the corresponding chapters
of this report, two cross‐cutting themes with a major influence on the Agency's work in 2017 are also
included in ANSES‐ANMV's general programme: the continuation of work on regulatory reform, and
the establishment of an action plan in the particular context of the United Kingdom's exit from the EU
in March 2019. In this context, the ANMV has been considering a strategy to prepare for these changes
and strengthen its position at European level.
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ANNEX

CHANGES TO MAs RELATED TO PHARMACOVIGILANCE
REPORTED IN 2016
This table summarises the amendments made to MAs as well as the wording of the corresponding sections
(additions and/or rewordings are indicated in bold).
Name of
medicinal product

MA holder

Section
modified

Wording of the modified section
None known.

DRONTAL CAT
DUO

BAYER
HEALTHCARE

OPHTALON

LABORATOIRE
TVM

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.
Unknown.

CANDILAT
TABLETS

LABORATOIRE
TVM

Adverse
reactions

Very rare cases of eye disorders, such as
conjunctivitis, blepharitis, eye irritation and
corneal ulcer, have been observed in cats.
Unknown.

Adverse
reactions

In very rare cases, vomiting, ataxia and/or
hyperactivity have been reported.
No adverse
vaccination.

LYOMYXOVAX

EQUIP EHV 1,4

MERIAL

ZOETIS FRANCE

Adverse
reactions

Adverse
reactions

effect

was

observed

after

In very rare cases, the appearance of a mass at
the injection site (Shope fibroma or
fibrosarcoma) has been reported.
A transient local swelling at the injection site
was very commonly observed. Usually, the local
swelling does not measure more than 5 cm in
diameter and disappears within a few to 6 days
post vaccination. A transient increase in rectal
temperature during up to 2 days following
dosing and not exceeding 1.7°C was commonly
observed. These clinical signs usually resolve
with no need for treatment.
Rarely, stiff gait, anorexia and lethargy have been
reported. Hypersensitivity reactions may occur
in very rare cases. In case of such reactions,
appropriate treatment is recommended.
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MA holder

LABORATOIRES
OMEGA
PHARMA
FRANCE

Section
modified

Wording of the modified section
The section has been completely revised, the
new wording is:

Adverse
reactions

Uncommon cases of hypersalivation, diarrhoea
and vomiting may be observed.
If vomiting occurs less than 4 hours after
administration, begin the treatment again the
next day by dividing up the dose.
Mild and transient gastrointestinal disorders
(vomiting and/or diarrhoea) were very
commonly reported.
In rare cases, serious gastrointestinal disorders
such as haemorrhage and ulcer formation have
been noted. Other adverse reactions including
anorexia or lethargy may also be observed on
rare occasions.

CIMALGEX
(3 medicinal
products)

VETOQUINOL

Adverse
reactions

In very rare cases, increases in renal biochemistry
parameters were noted. Furthermore, in very
rare cases, renal failure has been reported. As
for any long‐term NSAID treatment, renal
function should be monitored.
If any observed adverse effect persists after
stopping treatment, the advice of a veterinarian
should be sought.
If adverse reactions such as persistent vomiting,
repeated diarrhoea, faecal occult blood, sudden
weight loss, anorexia, lethargy or worsening of
renal or hepatic biochemistry parameters occur,
use of the product should be discontinued and
appropriate monitoring and/or treatment should
be put in place.

VECTRA 3D SPOT‐
ON SOLUTION
FOR DOGS
(5 medicinal
products)

44

CEVA SANTE
ANIMALE

Adverse
reactions

Transient erythema, pruritus or other signs of
discomfort at the application site have been
reported rarely and usually disappear
spontaneously, within 24 hours following
administration of the product. In rare cases,
behavioural
disorder
signs
such
as
hyperactivity, vocalisation or anxiety, systemic
signs such as lethargy or anorexia, and
neurological signs such as muscle tremor, have
been reported.
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MA holder

Section
modified

Wording of the modified section
Gastrointestinal signs such as vomiting or
diarrhoea have also been reported very rarely.
Transient cosmetic effects (wet appearance,
spiking of hair coat and deposits) at the
application site have been reported very rarely,
however these effects are usually not noticeable
after 48 hours.

SCANIL PUPPIES
AND SMALL DOGS
SCANIL DOGS
OVER 10 KG

CANIGEN CHPPI/L
LYOPHILISATE
AND SUSPENSION
FOR SUSPENSION
FOR INJECTION
FOR DOGS

LABORATOIRES
OMEGA
PHARMA
FRANCE

The section has been completely revised, the
new wording is:
Adverse
reactions

Digestive disorders (vomiting, diarrhoea,
anorexia, nausea, etc.) may occur in uncommon
cases, especially when the product is not
administered in accordance with the
recommendations.
After the administration of one dose of the
product, a moderate local reaction which
resolves spontaneously within 1 to 2 weeks may
commonly be observed. This transient local
reaction can be a swelling (≤ 4 cm) or slight
diffuse local oedema, in rare cases associated
with pain or pruritus.

VIRBAC

Adverse
reactions

Some transient post‐vaccinal lethargic states
are common. In rare cases, hyperthermia or
digestive disturbances such as anorexia,
diarrhoea or vomiting may occur.
Very rare hypersensitivity reactions have been
reported. In case of allergic or anaphylactic
reaction, appropriate symptomatic treatment
should be administered immediately.

VERSIGUARD
RABIES

ZOETIS FRANCE

Adverse
reactions

Following subcutaneous administration in all
target species, in very rare cases a transient
swelling may occur at the injection site. The
swelling may reach a maximum diameter of up to
10 mm, and in rare cases be associated with mild
discomfort. These reactions usually resolve
within 10 days.
Ferrets may show reactions to the vaccine such
as swellings with a diameter of up to 10 mm.
Following intramuscular administration in any
other target species than dogs, transient mild
pain (which in rare cases may be associated with
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MA holder

Section
modified

Wording of the modified section
swelling) may very rarely occur at the site of
injection. The swelling may reach a maximum
diameter of up to 2 cm. These reactions usually
resolve within 7 days.
After concurrent or mixed administration of
VERSIGUARD Rabies and VANGUARD canine
range, vaccinated dogs may have a transient
swelling (up to 6 cm) at the injection site and a
transient swelling of the sub‐mandibular and/or
pre‐scapular lymph nodes 4 hours after
vaccination. These signs resolve within 24 hours.
As with any vaccine, Very rarely hypersensitivity
reactions may occur. If such a reaction occurs,
appropriate treatment should be administered
without delay.

ESTRUMATE

INTERVET

Adverse
reactions

An anaerobic infection may occur in the event of
penetration of anaerobic bacteria at the injection
site, particularly following intramuscular
injection.
As part of the induction of parturition, depending
on the date of treatment with respect to the date
of conception, the incidence of placental
retention may be increased.
In very rare cases, anaphylactic‐type reactions
can be observed which require immediate
medical care.
In the event of prolonged use, corticosteroids
such as dexamethasone may cause iatrogenic
hypercorticism, polyuria‐polydipsia (PUPD),
immunosuppression,
bulimia
and
a
redistribution of the body's lipid reserves.

DEXADRESON
INTERVET
DEXAFORT

Adverse
reactions

Use of corticosteroids in lactating cows and goats
may cause a temporary reduction in milk yield.
The induction of parturition with the help of
corticosteroids may be associated with reduced
viability of the offspring and an increase in the
incidence of placental retention.
In very rare cases, hypersensitivity reactions
may occur.

DEXAMEDIUM
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INTERVET

Adverse
reactions

In the event of prolonged use, corticosteroids
such as dexamethasone may cause iatrogenic
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MA holder

Section
modified

Wording of the modified section
hypercorticism, polyuria‐polydipsia (PUPD),
immunosuppression,
bulimia
and
a
redistribution of the body's lipid reserves.
Use of corticosteroids in lactating cows may
cause a temporary reduction in milk yield.
In rare cases, hypersensitivity reactions may
occur.

Contra‐
indications

ADVOCATE
(6 medicinal
products)

KEXXTONE 32.4 G
CONTINUOUS‐
RELEASE
INTRARUMINAL
DEVICE FOR
CATTLE

BAYER
HEALTHCARE

Special
precautions for
use in animals

Special
precautions for
use
ELI LILLY AND
COMPANY

Adverse
reactions

Addition of the contra‐indication:
Do not use on canaries
Addition of the precaution:
Imidacloprid is toxic for birds, especially
canaries.
Ingestion or oral exposure to monensin can be
fatal in dogs, horses, other equines or guinea
fowl. Do not allow dogs, horses, other equines or
guinea fowl access to formulations containing
monensin. Due to the risk of bolus regurgitation,
do not allow these species access to areas
where treated cattle have been kept.
In rare cases, digestive signs (e.g. diarrhoea,
ruminant stomach disorder) have been
observed.
In very rare cases, oesophagus obstruction has
been observed.
Unknown.

FRADEXAM
OINTMENT

PROFENDER SPOT‐
ON SOLUTION FOR
CATS
(3 medicinal
products)

LABORATOIRE
TVM

BAYER
HEALTHCARE

Adverse
reactions

Adverse
reactions

In very rare cases, local allergic reactions, such
as redness, swelling of the eyelids and pain have
been observed.
Salivation and vomiting may occur in very rare
cases. Mild and transient neurological disorders
such as ataxia or tremors may occur in very rare
cases. These effects are thought to occur as a
result of the cat licking the application site
immediately after treatment. In very rare cases
following administration of Profender, transient
alopecia, pruritus and/or inflammation were
observed at the application site.
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MA holder

ZOETIS FRANCE

Section
modified

Adverse
reactions

Wording of the modified section
Flaccid lower lip, ataxia and swelling of the
muzzle could be observed on rare occasions in
young animals. Anorexia and lethargy have been
reported in very rare cases. These adverse
effects
are
transient
and
disappear
spontaneously.
In case of very high worm burdens, destruction
of the parasites may cause a mild transient colic
and loose faeces in the treated horse.
In rare cases, 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.

SERESTO COLLAR
FOR CATS

BAYER
HEALTHCARE

Adverse
reactions

Mild application site reactions such as pruritus,
erythema and hair loss may occur. These have
been reported as uncommon and usually resolve
within one to two weeks without the need for
collar removal. In single cases, a temporary collar
removal may be recommended until the
symptoms have disappeared.
In 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 of food intake, salivation,
vomiting and diarrhoea might occur initially.
As in other topical applications, allergic contact
dermatitis might occur in hypersensitive animals.

SERESTO COLLAR
FOR SMALL DOGS
SERESTO COLLAR
FOR LARGE DOGS

48

BAYER
HEALTHCARE

Adverse
reactions

In rare cases, 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 to two weeks without the need for collar
removal. In single cases, a temporary collar
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MA holder

Section
modified

Wording of the modified section
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 neurological symptoms such as
ataxia, convulsions and tremor may occur. In
these cases, collar removal is recommended.
In rare cases, slight and transient reactions such
as depression, change of food intake, salivation,
vomiting and diarrhoea might occur initially.
The efficacy has not been established in sheep
weighing less than 10 kg.
Care should be taken to avoid the following
practices because they increase the risk of
development of resistance and could ultimately
result in ineffective therapy:
• Too frequent and repeated use of
anthelminthics from the same class, over an
extended period of time. It is recommended that
the product is not used more than twice in one
year.

ZOLVIX

ELANCO
EUROPE

Special
warnings for
each target
species

• Underdose, which may be due to
underestimation
of
body
weight,
misadministration of the veterinary medicinal
product, or lack of calibration of the dose device.
In order to help delay the development of
resistance, users are advised to check the success
of the treatment (clinical appearance, faecal egg
counts). Suspected clinical cases of resistance to
anthelmintics should be further investigated
using appropriate tests (e.g. faecal egg count
reduction tests) in discussion with their animal
health adviser. Where the results of the tests
strongly suggest resistance to a particular
anthelmintic, an anthelmintic belonging to
another pharmacological class and having a
different mode of action should be used.
Increasing refugia (i.e. a source of parasites
which have not been exposed to the
anthelmintic) has been demonstrated to delay
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the development of resistance. However, this
should be considered only after advice has been
taken from an animal health adviser.
Salivation, bradycardia, hypothermia, agitation,
dehydration and miosis can occur in the dog, and
rarely hypertension and tachycardia.

BUPAQ
MULTIDOSE 0.3
MG/ML SOLUTION
FOR INJECTION
FOR DOGS AND
CATS

Mydriasis and signs of euphoria (excessive
purring, pacing, rubbing) commonly occur in cats
and will usually resolve within 24 hours.
RICHTER
PHARMA

Adverse
reactions

Buprenorphine
may
cause
respiratory
depression (refer to section on "Special
precautions for use"). When used to provide
analgesia, sedation is rarely seen, but may occur
at dose levels higher than those recommended.
Local discomfort or pain at the injection site,
resulting in vocalisation, may occur very rarely.
The effect is normally temporary.

NOBIVAC L4

ZERMEX 2%
SOLUTION FOR
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ZOETIS FRANCE

Adverse
reactions

A mild and transient increase in body
temperature (≤ 1°C) has been observed very
commonly in clinical studies for a few days after
vaccination, with some pups showing less activity
and/or a reduced appetite. A small transient
swelling at the site of injection (≤ 4 cm), which
can occasionally be firm and painful on palpation,
has been observed very commonly in clinical
studies. Any such swelling will either have
disappeared or be clearly diminished by 14 days
post vaccination.
In very rare cases, clinical signs of immune‐
mediated haemolytic anaemia, immune‐
mediated thrombocytopenia, or immune‐
mediated polyarthritis have been reported. In
very rare cases, a transient acute
hypersensitivity reaction may occur. Such
reactions may evolve to a more severe
condition (anaphylaxis), which may be life‐
threatening. If such reactions occur, appropriate
treatment is recommended.
Do not use in sheep less than 15 kg bodyweight.

Contra‐
indications

Do not inject the product by intravascular
route. Intravascular injection may result in
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ataxia, paralysis, convulsions, collapse and
death. See item "Special precautions for use in
animals".
Do not use in cases of hypersensitivity to the
active substance or to any excipients.

LEPTO CI

ZOETIS FRANCE

Adverse
reactions

In very rare cases, hypersensitivity reactions
(including facial swelling, urticaria) have been
reported: administer a preparation containing a
corticoid or adrenaline.
In very rare cases, digestive (vomiting,
diarrhoea) and systemic symptoms (listlessness,
hyperthermia) and reactions at the injection site
(mainly swelling, pain) have been reported.
In very rare cases, hypersensitivity reactions
(including anaphylactic shock, facial swelling)
have been reported, some of which may be
fatal: administer a preparation containing a
corticoid or adrenaline.

VANGUARD 7

ZOETIS FRANCE

Adverse
reactions

In very rare cases, digestive (vomiting,
diarrhoea) and systemic symptoms (listlessness,
hyperthermia) and reactions at the injection site
(mainly swelling, pain) have been reported.
After mixed administration with VANGUARD R,
vaccinated dogs may have a transient swelling
(up to 6 cm) at the injection site and a transient
swelling of the sub‐mandibular and/or pre‐
scapular lymph nodes 4 hours after vaccination.
These signs resolve within 24 hours.
The section has been completely revised, the
new wording is:

EURICAN DAP‐L
MERIAL
EURICAN DAP‐LR

Adverse
reactions

In very rare cases, hypersensitivity reactions
(including facial swelling, anaphylactic shock)
have been reported, some of which may be fatal:
administer a preparation containing a corticoid
or adrenaline.
In very rare cases, digestive (vomiting, diarrhoea)
and
systemic
symptoms
(listlessness,
hyperthermia) and reactions at the injection site
have been reported.
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VERSICAN PLUS
(7 medicinal
products)

ZOETIS
BELGIUM

Adverse
reactions

Wording of the modified section
Following subcutaneous administration in dogs a
transient swelling (up to 5 cm) may commonly be
observed at the injection site. These can
occasionally be painful, warm or reddened. Any
such swelling will either have spontaneously
resolved or be greatly diminished by 14 days
after vaccination. In rare cases gastrointestinal
signs such as diarrhoea and vomiting or anorexia
and decreased activity are possible.
As with any vaccine, rare, occasional
hypersensitivity reactions (i.e. anaphylaxis,
angioedema, dyspnoea, circulatory shock,
collapse) may occur. If such a reaction occurs,
appropriate treatment should be administered
without delay.

DUPHAFRAL D3
1000

ZOETIS FRANCE

FELIGEN CRP/R
VIRBAC
FELIGEN CRP

Adverse
reactions

ZOETIS FRANCE

PORCILIS M HYO
ID ONCE
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In very rare cases (less than one animal in
10,000, including isolated cases), anaphylactic
type reactions may occur.

Special
warnings for
each target
species

Antibodies of maternal origin, in particular those
directed against the feline distemper virus, can
decrease the immune response to vaccination.

Adverse
reactions

A transient swelling at the injection site of up to
approximately 1 cm in diameter may occur very
commonly, which may last up to 4 weeks or
more. Swellings normally tend to disappear
without treatment. In cases of adverse
reactions not disappearing spontaneously, the
veterinarian surgeon should be contacted.

Adverse
reactions

A transient increase in body temperature (mean
0.7°C, in individual pigs up to 2.0°C), very
commonly occurs on the day of vaccination. The
animals return to normal 1 to 2 days after the
peak temperature is observed. In individual
animals, mild systemic reactions may be
observed on the day of vaccination, consisting of
a tendency of the animal to lie down and minor
signs of discomfort. Transient local reactions,
mostly consisting of hard non‐painful button‐like

COLOMBOVAC
PMV
COLOMBOVAC
PMV/POX

An excessive dose may cause hypervitaminosis
D, which manifests as fatigue, nausea, vomiting,
diarrhoea and renal function disorders, which
are sometimes irreversible.
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swellings of a diameter of up to 4 cm, can be very
commonly observed. In individual pigs, redness
and/or a biphasic pattern of the local reactions,
consisting of an increase and decrease followed
by another increase and decrease of the size,
may be observed. The local reactions disappear
completely within approximately 7 weeks after
vaccination.

Interaction with
other medicinal
products and
other forms of
interaction

CARDALIS
(3 medicinal
products)

CEVA SANTE
ANIMALE

Special
precautions for
use in animals

Safety and efficacy data are available which
demonstrate that this vaccine can be given with
Porcilis PCV ID at different sites, on the same
day, from 3 weeks of age. The possible adverse
reactions are as presented in the section
"Adverse
reactions
(frequency
and
seriousness)", except for the size of the local
reactions, which may increase up to 6 cm in
individual pigs. The product information of
Porcilis PCV ID should be consulted.
No information is available on the safety and
efficacy of this vaccine when used with any other
veterinary medicinal product. A decision to use
this vaccine before or after any other veterinary
medicinal product therefore needs to be made
on a case‐by‐case basis.
Kidney function and serum potassium levels
should be evaluated before initiating the
treatment with benazepril and spironolactone,
especially in dogs which may suffer
hypoadrenocorticism,
hyperkalaemia
or
hyponatraemia. Unlike in humans, an increased
incidence of hyperkalaemia was not observed in
clinical trials performed in dogs with this
combination. However, regular monitoring of
renal function and serum potassium levels is
recommended in dogs with renal impairment, as
they may have an increased risk of
hyperkalaemia during treatment with this
product.
Due to the antiandrogenic effect of
spironolactone, it is not recommended to
administer the veterinary medicinal product to
growing dogs.
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The product should be used with caution in dogs
with hepatic dysfunction because it may alter the
extensive biotransformation of spironolactone in
liver.
Reversible prostatic atrophy in entire male dogs
treated with spironolactone was noted in a
Target Animal Safety study at the
recommended dose.

Adverse
reactions

Vomiting has been reported very rarely in
spontaneous reports.
Reversible prostatic atrophy is often observed in
entire male dogs treated with spironolacton.
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