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A/ 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 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, authorisation and certification of veterinary pharmaceutical establishments, and quality controls
of veterinary medicinal products placed on the market. ANSES-ANMV also assesses reports of quality
defects and monitors the adverse effects of veterinary medicinal products.
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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 withdrawing non-compliant or non-authorised veterinary
medicinal products from the market, and withdrawing or amending authorisations. The nature and scope of the
measures taken are determined on the basis of a risk analysis and an impact assessment.
To improve its effectiveness and in the interests of continuous improvement and quality management, the ANMV
has developed new tools, mainly for managing establishments, determining its inspection plan, and planning the
control of veterinary medicinal products. In these last two cases, for instance, planning is based on a risk
analysis, in order to optimise the quality of the activities carried out.
The tools put in place ensure that the different processes applied are more effective and robust.
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Since any drug can lead to adverse events, veterinary pharmacovigilance aims to monitor the potential or proven
risk of adverse effects resulting from their use, through data collection based on spontaneous reporting of adverse
events by veterinarians or animal owners. The results obtained by the pharmacovigilance scheme in France have
been described in annual reports for the past few years.
This report covers all the results for 2017 related to the surveillance of medicinal products (both
pharmacovigilance and market surveillance).

B/ Inspection and Market Surveillance Department
B1 – Establishments and inspection
As of 31 December 2017, 512 veterinary pharmaceutical establishments possessed an "authorisation to open"
for one or more activities. Apart from establishments in charge of medicated feedingstuffs, whose numbers fell
by about fifteen, the other categories of establishments were stable compared to 2016.
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Figure 1: Breakdown of veterinary pharmaceutical establishments authorised in France in 2017, according
to their main activity
The key figures for the activities of the Establishments Unit are as follows:
- 10 opening authorisation applications
- 91 amendment applications
- 10 transfer applications
- 25 closures
Each year, veterinary pharmaceutical establishments are required to submit a report on their activities to ANSES.
The content of the annual statement of pharmaceutical establishments is now determined by decision of the
Director General of ANSES.
The Establishments Unit is also responsible for issuing certificates for the export of veterinary drugs: 2962
certificates were issued in 2017.
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To guarantee the quality of veterinary medicinal products, the surveillance scheme relies on prior authorisation
and inspection of veterinary pharmaceutical establishments by ANSES.
In 2017, 63 establishments were inspected, compared to 58 in 2016. This inspection rate ensures compliance
with regulatory inspection frequencies and means that the validity of certifications issued for veterinary
pharmaceutical establishments is kept up to date. It also includes missions designed to meet unexpected
requests for urgent health inspections or investigations: eight such inspections were carried out in 2017. Lastly,
three inspections were carried out in Third Countries at the request of the EMA or French manufacturers.
This year, one test facility had its certification suspended. Satisfactory corrective measures observed during a
follow-up inspection a few months later resulted in the certificate of compliance being reissued for this test facility.
Two immunological drug manufacturing and wholesale distribution facilities were served notice to make
corrections to the organisation of their GMPs and GDPs.
During 2017, as part of implementation of the inspection plan, three inspectors were trained and accredited after
a period of supervision. This training and accreditation phase will continue in 2018.
The 2017 inspection report showed deviations among manufacturers, mainly with regard to the validation of
aseptic filling processes. Regarding operators, as well as wholesale distributors, there has been a clear
improvement in cold-chain control and quality risk management. Efforts need to continue.
Operators should focus on improvement plans enabling them to demonstrate the integrity of digital data.

B2 – Market surveillance
Quality defects
In 2017, 85 quality defects were recorded. This number is similar to that reported in the previous three years. As
in previous years, problems of active substance concentration, labelling and package leaflet issues, noncompliance relating to physico-chemical specifications other than those concerning the active substance, and
lastly declarations due to changes in marketing authorisations, were the four main quality defect factors,
accounting for 90% of the total. It should be noted that quality defects due to labelling and leaflet problems have
been increasing steadily since 2014. The breakdown of quality defects is shown in the figure below:
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Figure 2: Breakdown of quality defects monitored in 2017 (n=85) by type of non-compliance
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The quality defects recorded in 2017 led to 26 batch recalls, a smaller number than in 2016 (32 recalls) and 2015
(52 recalls). Eighteen batch recalls took place at the manufacturer-depositary level, four at the wholesale
distributor level and four at the retail level.
In 2017, ANMV was an active participant in the European working group aimed at harmonising quality defect
management and batch recall practices in the various Member States. The European procedures related to rapid
alert were updated. Discussions on a common quality-defect rating system had been carried out at European
level and led to the publication of a tool in 2017. Pilot implementation of this tool is planned for 2018.

Analytical control of veterinary medicinal products
Quality control of veterinary medicinal products also involves analytical control according to an annual
programme.
A rating grid for veterinary medicinal products is now available at European level for classifying these products
in terms of risk level. This rating grid is currently being tested for drugs with a centralised MA.
At the Agency, the tool has been adapted to rate all veterinary medicinal products marketed in France. Six
parameters were initially selected for assessing the risk level of the drug in question. The six rating criteria,
leading to a unit increment in the score, are as follows:
‐ route of administration (parenteral or ocular);
‐ chronic use (≤ 1 month);
‐ low dose or concentration (≥ 2 mg or 2%);
‐ complex formulation (more than one active ingredient or "emulsion" or "suspension");
‐ sensitive product regarding stability (shelf life of 1 year or less or storage below 15°C);
‐ product intended for livestock.
The drugs identified as most at risk were given priority in the annual veterinary drug control programme by the
ANMV's analytical laboratory.
In 2017, 108 veterinary medicinal products sampled from the French market were analysed, representing a total
of 240 analyses. One non-compliance with the MA specifications was detected for a pH problem, and two atypical
results concerning dissolution problems were observed. Four samples of medicinal products taken from other
European markets were also analysed at the request of other Official Medicines Control Laboratories (OMCLs)
as part of the network to which the ANSES-ANMV veterinary medicinal product control laboratory belongs.
Verification of labelling
Control of the sampled veterinary medicinal products also involves verifying their labelling.
In addition to the 108 veterinary medicinal products verified in the laboratory, 38 controls were performed
following specific sampling: monitoring of minor changes to the MA (33 products), follow-up of non-conformity in
2016 (3 products), and controls at the request of the MA department (2 products). These labels were found to be
compliant.
Exceptional batch release
An opinion with a view to the release of a specific batch of finished product may be sought from the French
Agency for Veterinary Medicinal Products, when out-of-specification (OOS) results concerning the finished
product for release or labelling or package leaflet problems have been observed.
This year, a harmonised procedure for exceptional batch release has been put in place to facilitate the process
for industrial companies.
A form has been updated and is available on the ANSES website (specific batch release). The procedure has
been updated to harmonise the practices and processes involved. A risk analysis is carried out with regard to the
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non-compliance presented by the industrial company. Depending on the criticality determined, exceptional
release of the batch for distribution may be accepted.

Control of advertising
The advertising of veterinary medicinal products is regulated by the French Public Health Code (CSP)1. It can
only concern authorised veterinary medicinal products. Advertising to the public is only authorised for nonprescription medicinal products.
In 2017, 564 dossiers were submitted, corresponding to 1245 advertising documents. These submissions
included 125 applications for authorisation (accounting for 22.2% of submissions) and 439 declarations (77.8%
of submissions). In 2017, 19 projects were abandoned following requests to bring them into compliance.

Classification of so-called borderline products
When examining advertising dossiers or in the event of complaints made to the ANMV, the Agency carries out
classification of so-called borderline products. Given the presentations and claims made, the aim is to determine
whether or not the products in question have the legal status of veterinary medicinal products. In many cases,
this concerns products on the boundary between biocides and food additives. This activity has been structured
within the Market Surveillance Unit, and mainly involves use of a generic evaluation grid.
In 2017, ANSES-ANMV received 109 applications concerning around 400 products.
These applications included seven reports from industrial companies, 63 from other ANSES entities or various
government departments, and three from field veterinarians or groups. The remaining 36 were requests from
industrial companies for regulatory opinions (before their products were placed on the market).
Following these reports, 17 letters of formal notice were drafted, concerning one or more products, as well as
three marketing suspensions.
The two recurring classification subjects during 2017 concerned products used against varroasis in bees, and
permethrin-based biocides to be applied to animals.

Management of shortages
Just like quality defects, stock shortages must be reported to the ANMV. 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. In 2017, 60 cases of shortages were reported. The
breakdown by drug type is shown in the figure below:

1

CSP Article R. 5141-82 et seq.
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Figure 3: Breakdown of shortages monitored in 2017 by medicinal product type
This breakdown is similar to that of previous years. The disruption reports mainly concerned vaccines and
antimicrobials. As in 2016, the poultry-rabbit (63%) and cattle-sheep-goat (22%) sectors were the most affected.

B3 – Outlook for 2018
Some projects were initiated in 2017 and will continue in 2018:
- The guide to good advertising practices was updated with details of the ANMV's recommendations. This guide
is scheduled for distribution in 2018.
- On 21 September, ANMV organised a day of meetings with stakeholders. During this event, a workshop on
shortages of veterinary drugs on the market brought together the various actors in the distribution chain
(manufacturers/operators, distributors, veterinarians, breeders and the ANMV). The discussions that followed
this workshop led to the creation of a working group to define good practices for better management of shortages.
The reporting form has been revised and is available on the ANSES website. The good practices are being
finalised. These are designed to better inform the distribution chain in the event of proven disruption and then to
propose possible alternatives.
- The ANMV continued its digitisation project as part of the sustainable development policy. In line with this, and
in the context of national regulations on the right of users to submit requests to the authorities by electronic
means, a project to digitise requests managed by the Establishments Unit was initiated in 2016 with a pilot phase
involving the OCABR (export and official control authority batch release) activities, followed by the transmission
of annual statements. The ANMV has chosen to use the Common European Submission Portal (CESP), both for
security reasons and because it has already been used and is mandatory for the submission of MA applications.
For each process, the unions concerned were consulted and the website was updated.
In 2017, this digitisation project continued with the electronic transmission of administrative declarations, and the
emailing of decisions to the inspection services and the professional bodies concerned, and of requests for
additional information from industrial companies.
At the same time, internally, the ANMV has been giving thought to total digitisation (electronic signature,
implementation of a new EDM and electronic archiving system (EAS)).
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C/ Pharmacovigilance
-

C1 – 2017 review

-

Change in the total number of reports of adverse events

4117 pharmacovigilance reports were notified to ANSES-ANMV in 2017, representing a stabilisation in the total
number of reports compared to 2016. 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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Only one reporting channel continued to grow in popularity, namely electronic submission (+26% compared to
2016) via the ANSES-ANMV website. On the other hand, the number of telephone reports to the CPVL continued
to decrease (-6.3% compared to 2016).
The typology of reports was similar to those observed in previous years:

Typology of reports
Adverse events in animals
Lack of efficacy
Residue issues
Environmental issues
Adverse events in humans
Total

-

3577
411
15
0
114
4117

Reports by species and therapeutic category

Since a single report may concern several medicinal products, a total of 5181 drugs were involved in the 4117
reports.
As shown in the graph below, domestic carnivores are still involved in more than 80% of all reports.
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Breakdown of reports by species
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Vaccines remained the main products implicated in an adverse event in most species, except for cats, poultry
and bees, for which ectoparasiticides were the most frequently cited.
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Overall breakdown of reports by therapeutic category

Breakdown of reports by therapeutic category
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Breakdown by therapeutic category (number of reports) according to species

Dogs
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Donkeys

Shee
p

Goats
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rabbits
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Pet rabbits

Exotic
pets/
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Genera
l
total

Vaccines

884

241

174

46

83

6

83

9

0

57

3

0

0

1586

Ectoparasiticides

544

489

11

0

1

0

1

0

35

14

1

35

0

1131

Both ecto- and endoparasiticides

124

230

24

10

1

0

1

0

0

3

3

0

0

396

Endoparasiticides

135

88

14

1

2

3

2

0

0

3

2

0

1

251

Nervous system/Anaesthetics

206

141

12

27

1

0

1

0

0

9

6

0

0

403

Antibiotics

130

79

83

21

6

4

6

0

0

5

3

0

0

337

Anti-inflammatory drugs (NSAIDs)

117

40

13

18

0

0

0

0

0

3

1

0

0

192

Digestive tract

73

41

26

0

0

0

0

0

0

1

0

0

0

141

Cardiovascular and circulatory system

99

32

1

2

0

0

0

0

0

0

0

0

0

134

Hormones

75

52

1

2

0

0

0

0

0

0

4

0

0

134

Genital and reproductive organs

79

34

47

1

1

0

1

0

0

0

0

0

0

163

Ocular and auricular products

59

40

0

2

0

1

0

0

0

0

0

0

0

102

Dermatology

77

20

1

0

0

0

0

0

0

2

1

0

0

101

Antineoplastic and
immunomodulator agents

20

10

4

0

0

0

0

0

0

0

0

0

0

34

Blood and blood-forming organs

4

1

6

0

0

0

0

0

0

0

0

0

0

11

Respiratory system

5

2

0

0

0

0

0

0

0

0

0

0

0

7

Other*
General total

47

8

1

1

0

0

0

0

0

1

0

0

0

58

2678

1548

418

131

95

14

95

9

35

98

24

35

1

5181

* The drug category "Other" includes allergy drugs, homeopathic drugs and medicinal products for human use.
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-

MA amendments

The reports and their analysis, at either national or European level, enable the summaries of product
characteristics (SPCs) to be supplemented to take into account this new information obtained
through pharmacovigilance. These amendments concerned 43 drugs in 2017, compared to 39 in
2016. The assessments of pharmacovigilance data resulted in:
- the incidence of occurrence of adverse events being modified (4 drugs),
- warnings/contraindications and precautions for use being added (7 drugs)
- the adverse events being supplemented (32 drugs).

C2 – Work undertaken in 2017
ANSES-ANMV regularly communicates on different themes related to the promotion of
pharmacovigilance. Topics include a summary of the reports recorded, related to a specific drug,
therapeutic category and/or 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.
In addition, ANSES-ANMV promotes research
and thesis work in the field of veterinary
pharmacovigilance by providing access to the
data in the national pharmacovigilance
database.
Articles published on pharmacovigilance in
2017 included a dossier on ectoparasiticides for
dogs and cats:
Pharmacological and toxicological
properties of ectoparasiticides
Retrospective study of the adverse
effects of ectoparasiticides
Importance of good usage practices
as well as a review of adverse events in horses
and an article on synthetic antithyroid drugs.

Monthly newsletter on veterinary
medicinal products
Every month, the newsletter provides the
latest information on:
•
MAs granted and refused,
•
MA amendments and extensions that
have an impact on the use of medicinal
products,
•
updating of adverse events following
pharmacovigilance reports,
•
MAs suspended and withdrawn,
•
TAUs granted and refused.
This information is public and can be accessed
by consulting the monthly newsletter on
veterinary medicinal products posted on the
ANSES website.
Readers can choose to be notified by email
when this newsletter is published. To do this,
after creating an account on the ANSES
website, they simply indicate their preferences
(in this case: Veterinary medicinal products ANMV) and subscribe to the news by creating
a daily, weekly or monthly email alert.
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C3 – Projects completed in 2017
Procedures for reporting cases in animals
To facilitate the online reporting of adverse events, ANSES launched an updated version of its online
submission site in April 2017. This site, whose purpose is to collect all reports of adverse events related
or potentially related to the use of a veterinary medicinal product, offers new features that facilitate its
use, for improved performance in detecting adverse events (https://pharmacovigilance-anmv.anses.fr)

This new version now gives users the option
of creating an account, allowing automatic
input of their personal data. Users can also
view their earlier reports and save current
reports with a view to completing them at a
later date, etc. It is also possible to attach any
document that may help with the analysis of
the report (test results, photos, etc.).
Moreover, this new site now draws on the list
of veterinary medicinal products authorised
in France, facilitating data entry for users:
they can simply select drugs from this list rather than entering the names manually.
In addition, the data to be entered have now been adapted to take into account the specific features of
group medicine and of each of the organised production sectors.
This new online submission site is compatible with the main browsers on PC and Mac, but is also
accessible from smartphones and tablets running iOS or Android.
This more intuitive version of the site enables ANSES to more effectively meet its objective of improving
knowledge of veterinary medicinal products, which benefits animals, their owners and animal health
stakeholders.
Cases in humans following the use of veterinary medicinal products
Following the launch by the Ministry of Health of a portal for reporting adverse health events, adverse
effects in humans related to the use of veterinary medicinal drugs can now be reported through this
portal.
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For more information on the new portal, refer
to issue 2 of Vigil'Anses, the bulletin for all of
ANSES's vigilance schemes:
http://vigilanses.mag.anses.fr/sites/default/files/Vigil%27AnsesN2_Juin2017_vf_0.pdf)
Reports concerning veterinary medicinal products submitted
through this portal are forwarded to one of the French poison
control centres for investigation.
Reports of cases occurring in humans are recorded by the poison
control centres via their emergency telephone hotline or this new
portal, or are directly brought to the attention of MA holders.
In every case, all these declarations are now sent to the ANMV
and integrated into the European Eudravigilance database. For more information,
see issue no.2 of Vigil'Anses which also presents a review of the human cases occurring in 2016.

Training veterinary students in reporting

As
part
of
its
work
to
promote
pharmacovigilance, the ANMV has provided the
four French veterinary schools with a training

website for reporting adverse events involving
medicinal
products
in
animals.

This training site reproduces exactly the same features as the online submission site available on the
ANSES-ANMV website, but the reports made there are only sent to veterinary school teachers. During
this last school year, 294 reports were submitted by students from the four veterinary schools.

C4 – Projects initiated in 2017
Monitoring Committee and literature monitoring
Although surveillance of veterinary medicinal products is mainly based on spontaneous reports of
adverse events, there are other valuable sources of information, particularly those from the scientific
literature. Regular monitoring of new pharmacovigilance publications is therefore a most useful source
of information, complementing the compilation of adverse events. In order to give the Monitoring
Committee for Veterinary Medicinal Products a clearer picture of these data, bibliographic reviews are
presented at each meeting, in parallel with a review of the adverse events identified by the ANMV.
As part of this literature monitoring and following publication of an article on the poisoning of lambs by
closantel, the ANMV reiterated the importance of complying with the dosage mentioned in the
summaries of product characteristics (SPCs) by correctly assessing the weight of the animals and
ensuring
the
precision
of
the
administration
equipment
(https://www.anses.fr/fr/system/files/PV_CS%20MV_13%2009%202017.pdf).
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C5 – Outlook for 2018
Promotion of pharmacovigilance remains a priority for the ANMV. In this context, after the simplification
of reporting procedures, efforts will be concentrated on communication relating to pharmacovigilance
data and its diversification (target audience, data type, species concerned, etc.).

D/ CONCLUSION
The main surveillance prospects for 2018 are fully in line with the ANMV's general programme and
concern two subjects in particular. The first relates to Europe and includes firstly, the regulatory reform
project with the conclusion of discussions on this new text and the launch of its impact assessment for
the ANMV, and secondly, monitoring the United Kingdom's exit in March 2019 and strengthening
France's position at European level.
The second priority theme concerns communication, which is a key factor for the success and
recognition of the work of the ANMV. In this context, the ANMV's actions will be structured around
several themes: increasing the number of publications in specialised journals, improving the information
available on the website, ensuring a greater and more visible presence for the ANMV at congresses,
exhibitions and seminars and finally, establishing a regular open day for stakeholders dedicated to the
work of the ANMV.
This third annual report on activities relating to post-MA surveillance of medicinal products shows that
the quantitative results obtained are fairly consistent from one year to the next. Concerning market
surveillance, controls over sales of veterinary medicinal products (unauthorised sale or promotion, or
sale of counterfeit products) will be strengthened. Particular attention will also be paid to monitoring the
availability of veterinary medicinal products and improving communication in the event of critical
shortages.
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