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DEFINITIONS

Term Defniton / Explanaton

Pharmacovigilance System 
Master File

According to Art. 4 para. 31 REG 2019/6, “a 
detailed descripton of the pharmacovigilance 
system used by the marketng authorisaton holder 
with respect to one or more authorised veterinary 
medicinal products.” [1]

Performance indicator According to Art. 1 IR 2021/1281, “an item of 
informaton collected at regular intervals to 
monitor the performance of a system .”[2]

Quality management system According to Art.1 IR 2021/1281, “a formalised 
system that provides for comprehensive processes, 
procedures, and responsibilites for achieving 
quality policies and objectves to coordinate and 
direct an organisaton’s actvites and improve its 
efectveness and efciency in this regard on a 
contnuous basis.” [2]

Qualifed Person for 
Pharmacovigilance

According to Art. 77 para. 8 REG 2019/6, “the 
marketng authorisaton holder shall designate one
or more qualifed persons responsible for 
pharmacovigilance to carry out the tasks provided 
for in Artcle 78. Those qualifed persons shall 
reside and operate in the Union and shall be 
appropriately qualifed and be permanently at the 
disposal of the marketng authorisaton holder. 
Only one such qualifed person shall be designated 
for each pharmacovigilance system master fle. [1]

Signal management process According to Art. 4 para. 41 REG 2019/6, “a 
process for performing actve surveillance of 
pharmacovigilance data for veterinary medicinal 
products in order to assess the pharmacovigilance 
data and determine whether there is any change to
the beneft-risk balance of those veterinary 
medicinal products, with a view to detectng risks 
to animal or public health or protecton of the 
environment.” [1]

Suspected adverse event (in the 
scope of the PV system)

According to Art. 73 para. 1 REG 2019/6, “(a) any 
unfavourable and unintended reacton in any 
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Term Defniton / Explanaton

animal to a veterinary medicinal product;

(b) any observaton of a lack of efcacy of a 
veterinary medicinal product following its 
administraton to an animal, whether or not in 
accordance with the summary of product 
characteristcs;

(c) any environmental incidents observed following 
the administraton of a veterinary medicinal 
product to an animal;

(d) any noxious reacton in humans exposed to a 
veterinary medicinal product;

(e) any fnding of a pharmacologically actve 
substance or marker residue in a product of animal
origin exceeding the maximum levels of residues 
established in accordance with Regulaton (EC) No 
470/2009 afer the set withdrawal period has been 
respected;

(f) any suspected transmission of an infectous 
agent via a veterinary medicinal product;

(g) any unfavourable and unintended reacton in an
animal to a medicinal product for human use.” [1]

Union product database According to Art. 55 para. 1 REG 2019/6, “the 
Agency shall establish and, in collaboraton with 
the Member States, maintain, a Union database on
veterinary medicinal products (‘product 
database’).” [1]

Union pharmacovigilance 
database

According to Art. 73, para.1 REG 2019/6, “the 
Member States, the Commission, the Agency and 
marketng authorisaton holders shall collaborate 
in setng up and maintaining a Union 
pharmacovigilance system to carry out 
pharmacovigilance tasks with respect to the safety 
and efcacy of authorised veterinary medicinal 
products in order to ensure contnuous assessment 
of the beneft-risk balance.” [1]
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INTRODUCTION

The veterinary pharmaceutcal industry faced important changes in the legislaton 

framework for veterinary medicinal products in the European Union (EU) with the 

implementaton of the Regulaton (EU) 2019/6 on 28 January 2022. On its web-page, the 

European Medicine Agency (EMA) states that “the new Veterinary Medicines Regulaton 

(Regulaton (EU) 2019/6) updated the existng rules on the authorizaton and use of 

veterinary medicines in the European Union (EU) when it became applicable on 28 

January 2022.” [3] Among others, the Regulaton (EU) 2019/6 includes a complete 

revision of the post-marketng pharmacovigilance requirements, with the aim to “simplify

the regulatory environment and reduce administratve burden for pharmaceutcal 

companies developing veterinary medicines, for example through streamlined 

pharmacovigilance rules.” [3] The changes are extensive, and the way the profle of 

authorized products is monitored has been fully modifed, with far-reaching 

consequences for the processes within companies. A single master thesis would not be 

able to present all the aspects of the new regulaton and therefore this master thesis will 

focus on the Pharmacovigilance System Master File (PSMF) only.

The Regulaton (EU) 2019/6 requires the creaton and maintenance of a PSMF for the 

descripton of the pharmacovigilance (PV) system of the company [1]. In the previous 

veterinary legislaton - Volume 9B of The Rules Governing Medicinal Products in the 

European Union - a Detailed Descripton of the Pharmacovigilance System (DDPS) was 

required [4]. A comparison of the two documents will support the understanding of the 

novelty introduced with the PSMF: while the purpose is the same, i.e. to describe the PV 

system, a new concept for the document structure and new items included into the PSMF

are shifing the focus of the descripton. 

Based on the understanding of structure and focus of the PSMF, this master thesis will 

show in a second part the use of this document, far beyond a simple descripton of the 
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PSMF. The Regulaton (EU) 2019/6 has already placed the PSMF in the middle of the PV 

inspecton: Member States are expected to conduct regular check of the PSMF and its 

adequacy with the implemented PV system [1]. This master thesis will show that the 

PSMF is also a good support for the Qualifed Person for Pharmacovigilance (QPPV) to 

oversee the PV system and its actvites. 

The last part of this master thesis will present the rules to consider when it comes to the 

implementaton of the PSMF in a veterinary company. Especially the processes to create 

and maintain the PSMF needs to be carefully evaluated for their impact on the workload 

in PV teams. This master thesis will also discuss if the promise for a lower administratve 

burden could have been achieved with the implementaton of the PSMF. 
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MATERIALS AND METHODS

To generate this master thesis, I used the following approaches:

 1 Review of existng and applicable regulatory documents:

 1.1 In-deep analysis of the available legislaton, including secondary legislaton 

and guidance published untl now in direct relaton with the PSMF:

– The Regulaton (EU) 2019/6 (in the following, REG 2019/6) [1]

– The Implementng Regulaton (EU) 2021/1281 (in the following, IR 2021/1281) [2]

– The Guideline on veterinary good pharmacovigilance practces (VGVP) - Module: 

Pharmacovigilance systems, their quality management systems and 

pharmacovigilance system master fles (in the following: VGVP on PSMF) [5]

– The Guideline on Veterinary Good Pharmacovigilance Practces (VGVP) - Module: 

Controls and pharmacovigilance Inspectons (in the following VGVP on 

inspectons) [6]

– The Guideline on Veterinary Good Pharmacovigilance Practces (VGVP) - Module: 

Signal Management (in the following VGVP on signal management) [7].

 1.2 A detailed comparison of the former legislaton applicable to the PV 

actvites for veterinary medicinal product, i.e. Volume 9B of The Rules 

Governing Medicinal Products in the European Union , with the new 

legislaton, including secondary legislaton and guidances (in the following VOL 

9B) [4]
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2. Informaton and presentatons of the European Medicinal Agency (EMA) and the 

authorites to the veterinary pharmaceutcal industry during webinars and shared 

on their respectve webpages: it provides insights in the intentons and 

expectatons of the authorites.

3. A survey on the implementaton of the requirement for a PSMF in veterinary 

pharmaceutcal companies, distributed via the pharmacovigilance working group 

of Animal Health for Europe and the Bundesverand der Pharmazeutschen 

Industrie: the results are presented and discussed in the third part of the master 

thesis

4. My own experience with the implementaton of the Regulaton 2019/6 and with 

the creaton of a PSMF for a large veterinary pharmaceutcal company.
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 1 FROM THE DETAILED DESCRIPTION PHARMACOVIGILANCE SYSTEM TO 
THE PHARMACOVIGILANCE SYSTEM MASTER FILE

The Detailed Descripton Pharmacovigilance System (DDPS) can be seen as the 'ancestor'

of the Pharmacovigilance System Master File (PSMF). This secton will present the simi-

larites and important diferences between the two documents.

 1.1 LEGAL SITUATION

The implementaton of the REG 2019/6 repealed the Directve 2001/82/EC [1: Art. 149].

De facto the secondary legislaton and guidance under the governance of the Directve

2001/82/EC become obsolete. For example, the VOL 9B [4].

A range of secondary legislaton and guidance has been created. Partcularly relevant for

the PSMF are:

– the IR 2021/1281 [2]

– the VGVP on PSMF [5]

– the VGVP on inspectons [6].

 1.2 SIMILARITIES

 1.2.1 Similarites in purposes

Whereas the legislaton framework has been renewed, principles of pharmacovigilance

have remained. The obligaton is made to Marketng Authorizaton Holders (MAHs) to

have in place a PV system:
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Part I.2.3.3 VOL 9B Art 77 para. 1 REG 2019/6

“All MAHs are required to have an appro-

priate system of pharmacovigilance in

place.” [4]

“Marketng authorisaton holders shall

establish and maintain a system for col-

lectng, collatng and evaluatng informa-

ton on the suspected adverse events

concerning their authorised veterinary

medicinal products, enabling them to ful-

fll their pharmacovigilance responsibili-

tes (‘pharmacovigilance system’).” [1]

From this obligaton ensues the necessity to defne a document dedicated to the orga-

nized and standardized descripton of the PV system in the company:

Part I.2.3.3 VOL 9B Art. 22 para. 1 IR 2021/1281

“The Detailed Descripton of the Pharma-

covigilance System should include the fol-

lowing elements, as applicable, and be

set out in a structured manner consistent

with this list. Additonal important ele-

ments pertnent to a specifc situaton

should be added.” [4]

“The pharmacovigilance system master

fle shall consist of a main part describing

the pharmacovigilance system, together

with annexes containing detailed infor-

maton.” [2]

Both DDPS and PSMF are refectng the items being part of a PV system and that MAHs

should consider to have in place for their own system. In that sense, both DDPS and PSMF
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are the expression of the current understanding amongst authorites in Europe on what

PV stands for and how PV actvites should be performed.

PV systems are considered subject to contnuous changes, because of the introducton of

improvements in the processes and tools used, or because of contngency within the

company (e.g. restructuring in the scope of a merger). Therefore, the authorites expect

regular updates of either DDPS or PSMF in order to capture the changes in the PV system:

Part I.2.3 VOL 9B Art. 24 para. 1 IR 2021/1281

“Updates to the informaton provided in

the DDPS should be made in accordance

with current legislaton.” [4]

“Marketng authorisaton holders shall

keep the pharmacovigilance system mas-

ter fle up to date and revise it, where

necessary, to take account of experience

gained, and of technical and scientfc

progress.” [2]

However, the ways how the changes are captured, tracked and notfed to authorites are

diferent (see sectons 1.3.1 on logbook and 3.3.2 on variatons not requiring assessment).

 1.2.2 Similarites in content

Table 1 and table 2 present respectvely the content and structure of the DDPS and the

PSMF.

Table 1: content and structure of the DDPS as presented in Part I.2.2.3 VOL 9B [4]

a) QPPV

b) Organizaton

c) Procedures in place, which are documented in writng

d) Databases
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e) Contractual arrangements with other persons or organizatons involved in the 
fulfllment of pharmacovigilance obligatons

f) Training

g) Documentaton

h) Quality Management System

i) Supportng documentaton

Table 2: content and structure of the PSMF as presented in VGVP module on PSMF [5]

Secton Main part Annexes

Informaton of the PSMF Secton A Annex I

QPPV, assistng veterinary surgeon, and back 
up procedure

Secton B Annex II

Marketng Authorizaton holder informaton Secton C Annex III

Document management system (including 
record management system for adverse 
events recording)

Secton D No corresponding 
annex

Quality management system (QMS) for 
pharmacovigilance actvites

Secton E Annex IV

Contractual arrangements between 
marketng authorizaton holders and third 
partes concerning pharmacovigilance 
actvites

Secton F Annex V

It is notceable that the same overarching topics can be found in both documents. There-

fore, a comparison of the two documents can easily establish the wide overlap, as shown

in Annex I: Comparison of structure and content of the DDPS and the PSMF. Nevertheless,

there are a few fundamental diferences that will be explained in the following.

 1.3 A NEW CONCEPT

 1.3.1 PSMF and Marketng Authorizaton dossier

The DDPS was part of the applicaton dossier and submited to the authorites with each

applicaton [8: Art. 12 para. 3 Regulaton 2001/81/EU], whereas with the new concept of
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PSMF, only a PSMF summary is now included in applicaton dossiers as per Art 8 para. 1(c)

REG 2019/6: “An applicaton for a marketng authorisaton shall contain the following:

[...] (c) a summary of the pharmacovigilance system master fle. ” [1] For details on the

content of the PSMF summary and its introducton to existng Marketng Applicaton

dossiers, reference is made to secton 3.3.1.

The PSMF itself is kept at the Marketng Authorizaton Holder (MAH) and will be provided

to the authorites upon request only. [2: Art. 24 para. 5 IR 2021/1281]

The REG 2019/6 also states in artcle 77 paragraph 1: “[…] For each veterinary medicinal

product, the marketng authorisaton holder shall not have more than one pharmacovigi-

lance system master fle.” [1] The VGVP on PMSF further specifes that “while each PSMF

and QPPV will be linked to one or more veterinary medicinal products, each product au-

thorised under Regulaton (EU) 2019/6 should be linked to a single PSMF and the respec-

tve designated QPPV.” [5: secton 2.3.1]

In practce, the following 'equaton' prevails:

ONE PV system

is described in ONE PSMF

that is led by ONE QPPV

but covers SEVERAL marketng authorizatons.

While this was already true with the DPPS, it becomes more visible with the PSMF (see 

sectons 1.4.1 and 1.4.2). The link between PSMF and Marketng Authorizatons (MAs) is 

the Union Pharmacovigilance Database: a number is assigned to the PSMF, which shall be 

registered in the Union Pharmacovigilance Database as per Art. 74 para. 1 REG 29019/6. 
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[1]. In practce, in each record of the MAs tracked in the Union Product Database (UPD), 

the number of the PSMF appears: “the informaton from the summary of the applicant’s 

pharmacovigilance system master fle (QPPV name, contact details and locaton, PSMF 

reference number and locaton) will be stored in the Union product database and commu-

nicated to the Union pharmacovigilance database.” [5: secton 2.3.1]

 1.3.2 Organizaton of the document

With the PSMF, the REG 2019/6 introduces a new concept for the organizaton and pre-

sentaton of the informaton related to the PV system, which was successfully implement-

ed in human pharmaceutcal companies approximately 10 years ago. Reference is made

to Art. 104 para. 3(b) Directve (EU) 2010/84 [9], and to Art. 2 Regulaton (EU) 2012/520

[10].

The PSMF consists in a main part divided into several defned sectons and a series of an-

nexes. In its 'Scientfc Recommendaton for Implementng Measures under Artcle 77(6)

of Regulaton (EU) 2019/6 on veterinary medicinal products regarding the pharmacovigi-

lance system master fle from 29 May 2020' (EMA/CVMP/123178/2019), the expert group

from the Commitee of Veterinary Medicinal Product (CVMP) underlined that the inten-

ton was to have:

“a main part with basic informaton required to describe the pharmacovigilance system,

and annexes containing informaton that may be subject to frequent change and which is

useful for the pharmacovigilance system oversight, audits and inspectons.” [11]

Therefore, the main part is rather a textual descripton of items, illustrated with fgures

when deemed appropriate, where lists, tables and other collaton of data are expected in

annexes.

Art. 22 IR 2021/1281 presents and details the main part and the annexes to be generated

by the MAHs while creatng their PSMF [2]. Systematc cross-references to other artcles
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of the IR 2021/1281 and to the REG 2019/6 are made along with the enumeraton of the

items, in order to specify the content expected. For example, when Art. 22 para. 3 IR

2021/1281 requires a list of writen procedures in annex VI.1, and refers to Art. 4 para. 3,

4, 5 and 6 IR 2021/1281 for details on the processes for which procedures should be avail -

able. [2]

From the comparison of the contents between DDSP and PSMF, presented in Annex I:

Comparison of structure and content of the DDPS and the PSMF, it is obvious that the

structure of the informaton, even similar, has been strongly revisited by the legislator.

Also, the scope of the informaton requested has been widen and many new items have

been introduced.

 1.4 THE NEW ITEMS

Several new items have been introduced in the PSMF, that were not presented in the

DDPS. A few signifcant examples will demonstrate in the following how much the PSMF is

diferent from the DDPS. Reference is made to Annex I: Comparison of structure and con-

tent of the DDPS and the PSMF for comparison of the organizaton and items in both doc-

uments.

 1.4.1 Secton A on administratve informaton related to the PSMF

There is a need to identfy the PSMF in assigning a number to the document. It is the re-

sponsibility of the QPPV to assign this number, as stated in Art. 78 para. 1(b): “1. The

qualifed person responsible for pharmacovigilance as referred to in Artcle 77(8) shall en-

sure that the following tasks are carried out: […] (b) allocatng reference numbers to the

pharmacovigilance system master fle and communicatng that reference number to the

pharmacovigilance database for each product.” [1]. During a webinar organized by EMA

on December 8th 2021, Sophia Mylona explained on behalf of EMA that for the number:

“i. any reference can be selected following the format: PSMFXXXXXXX (free text 

feld)



The pharmacovigilance of veterinary medicinal products under Regulaton 
(EU) 2019/6 : introducton of the Pharmacovigilance System Master File

Page 12

ii. PSMF reference number should be unique for the MAH & for the group of prod-

ucts it relates to

iii. expectaton that combinaton of PSMF reference – PSMF locaton – MAH orga-

nizaton will be unique at EU level.” [12: slide 25]

It is expected that an upcoming revised version from the EU Implementaton Guide (Vet

EU IG) on veterinary medicines product data in the Union Product Database, Implementa-

ton of the requirements of Regulaton (EU) 2019/6 for the Union database on veterinary

medicinal products in the European Economic Area, (EMA/444352/2021), will confrm

and document this requirement. [13]

The locaton of the PSMF is also an important item, because it determines the local au-

thorites that will be in charge of the PV inspecton. Reference is made to secton 2.1.1 for

further details.

The importance of number and locaton of the PSMF results in the need to have this ad-

ministratve informaton also included in the document itself: this is done within the sec-

ton A.

 1.4.2 Annex I: Logbook

The PSMF is per defnitonem a living document, that will be adapted to the modifcatons

and improvements implemented in the PV system. And the informaton included in an-

nexes are subject to frequent changes.

Art. 22 para. 3(a) IR 2021/1281 foresees the creaton of a logbook for tracking the

changes and adaptatons made to the main part of the PSMF [2]. In VGVP on PSMF, it is

specifed that “any alteraton to the content of the main part of the PSMF made within

the last 5 years shall be recorded in a logbook”. [5: secton 2.3.3]. I.e. the document con-

tains its own history as a separate annex.
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Furthermore, the logbook allows to document any relevant changes into the PV system of

the MAH that are not refected in the PSMF summary and as such not subject to notfca-

ton to the authorites via variaton. This is an important diference to the DDPS: each

amendment of the descriptons and informaton included in the DDPS was subject to the

submission of variatons and notfed to the authorites. In the case of the PSMF, the log-

book is therefore an important instrument during inspecton. Likewise, it is a source of in-

formaton for the QPPV supportng the oversight of the PV system. These aspects will be

developed in secton 2.

 1.4.3 Annex III.1: List of products

Companies may use diferent PV systems in their organizaton, addressing the needs for

PV actvites of distnct parts of their portolio (e.g. pharmaceutcals versus vaccines and

biologicals). This may encompass the oversight by diferent QPPVs, the use of diferent

processes and procedures, the storage of informaton in diferent PV databases, etc. Art.

23 para. 3 IR 2021/1281 acknowledges this situaton. [2]

The DDPS was embedded in the applicaton dossier for a product and it was obvious that

the PV system described in the DDPS was applicable to that partcular product. In case of

the PSMF, the summary of the PSMF submited with the applicaton dossier does not con-

tain any reference to the product. Therefore, a list of all veterinary medicinal products

covered by the PSMF is required as per Art. 22 para. 3(c) IR 2021/1281. [2]

Companies are allowed to have distnct PV systems for diferent part of the portolio, hich

are then described in diferent PSMFs. In this case, annex III.2 is required in order to

cross-reference the PSMFs maintained by the same MAH as per Art. 22 para. 3(c) IR

2021/1281. [2]

 1.4.4 Annex III.3: List of local PV responsible

Beside the nominaton of a QPPV, Art 77 para. 3 REG 2019/6 requires that “the marketng

authorisaton holder shall designate a local or regional representatve for the purpose of
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receiving reports of suspected adverse events who is able to communicate in the lan-

guages of the relevant Member States.” [1] Art. 22 para. 3(c) IR 2021/1281 describes the

provision of the list of the designated persons, including their name and contact details in

the annex III.3 of the PSMF. [2]

The author considers that only company's employees and individuals directly contracted

by the company for the purpose of being their local representatve should be added to

this list. In case the company cooperates with a distributor in one or the other EU country

for any of the products covered by the PSMF, a PV agreement signed by both partes

should establish the respectve responsible partner for each PV actvity, amongst others

the communicaton with the natonal authorites. The name and contact details of the re-

spectve PV persons should be exchanged in the PV agreement. Such PV agreement is

recorded in annex V.3 of the PSMF.

 1.4.5 Annex IV.2: List of scheduled and completed audits including outstanding critcal 
and major fndings

Informaton on pharmacovigilance audits is requested in two places in the PMSF:

• Art. 22 para. 2 (e) IR 2021/1281 states that the “audits associated with unresolved

critcal or major fndings” are listed in secton E. [2]

• in additon, Art. 22 para. 3(d) IR 2021/1281 establishes the annex IV.2 that lists

“all scheduled and completed audits including outstanding critcal and major fnd-

ings” in additon[2]

Both lists are slightly redundant, and this redundancy emphasizes the importance for the

authorites of managing the quality of the PV actvites. Furthermore, and because modif-

catons to the main part of the PSMF are captured in the logbook (see secton 1.4.2) when

changes to the annexes content are not, any PV audit detectng new critcal or major fnd-

ings becomes immediately visible.
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 1.4.6 Annex IV.3: List of Key Performance Indicators

The IR 2021/1281 introduces the requirement to defne and monitor key performance in-

dicators (KPI) for the PV actvites, as per Artcle 7: “MAHs shall use relevant performance

indicators to contnuously monitor the performance of PV actvites and the outcome of

risk minimizaton measures.” [2] The secton 2.2.2 of the VGVP on PSMF further specifes

the expectatons of the authorites: “The items of informaton that can be collected at

regular intervals to track the performance of the system should be realistc and measur-

able, such as submission tmeliness or quality of reports / reports free of errors.” [5]

In practce, the MAHs are mainly free to establish the KPIs that seem appropriate and

meaningful to their PV system: neither REG 2019/6 nor the secondary legislaton make

any detailed requirement. However, Art. 22 para. 3(d) IR 2021/1281 requires that the de-

scripton of the KPIs and a justfcaton for their choice are provided in annex IV.3 of the

PSMF. The fgures resultng from the KPIs monitoring are kept outside of the PSMF. 

 1.4.7 Annex IV.5: Methodology to calculate the dose factor

This new requirement is linked to the Union Product Database (UPD) and the provision of

sales data for each MAs held in the EU. Reference is made to Art. 55 para. 2(d) REG

2019/6 on the Union Product Database: “The product database shall contain at least the

following informaton: […] the annual volume of sales […] for each veterinary medicinal

product.” [1] The MAHs are expected to provide annual volume of sales for their products

to the UPD, as per Art. 58 para. 12 REG 2019/6. [1]

As per Art. 14 para. 2 IR 2021/1281, the dose factor is a numerical multplicator that con-

catenates the assumed distributon of sales and the treatment regimen per target

species: it allows to estmate the number of treated animals using the sales data. [2] This

estmaton in turn allows the calculaton of incidences of adverse events and is defned in

the VGVP on signal management as a useful tool while evaluatng and assessing a safety

signal. [7: secton 2.5] Furthermore, “the annual incidence data from suspected adverse
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events for each veterinary medicinal product by animal species and type of suspected ad-

verse event should be made available for access to the general public in the Union phar-

macovigilance database.” [7: secton 3.3]

The concept of dose factor is not new and part I.6.3.1.4 VOL 9B required the dose factor

used for the rato and incidence calculaton to be discussed within the Periodic Safety Up-

date Report. [4] Since the REG 2019/6 abolished the generaton of PSUR, another place

has been defned to capture this important informaton in Art. 14 para. 3 IR 2021/1281:

the annex IV.5 of the PSMF. [2]

 1.4.8 Annex IV.6: List of risk management measures and outcome

In accordance with Art. 12 para. 3(k) Regulaton 2001/82/EU, the applicant was required

to provide in additon to its DDPS a descripton of the Risk Management System applica-

ble for the product concerned by the applicaton. [8] Part I.3 VOL 9B specifed that this

Risk Management System should present the measures put in place to address specifc

safety risks detected for the partcular product. [4]

With the extension of the scope of the PSMF to a complete portolio of products, a more

holistc view of the risk management measures in place becomes necessary. Art. 22 para.

3(d) IR 2021/1281 requests to list the risk minimizaton measure in place and their out -

come. [2] 

 1.5 A NEW FOCUS

 1.5.1 The Quality Management System

The IR 2021/1281 dedicates a complete chapter to the Quality Management System:

Chapter 2 stresses the importance of systematcally applied quality concepts and process-

es to PV actvites. [2] 

Art. 4 para. 1 IR 2021/1281 requires the MAH to ensure that their PV actvites are con-

ducted within the framework of a Quality Management System (QMS): “The marketng
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authorisaton holder shall establish and implement an adequate and efectve quality

management system for the performance of its pharmacovigilance actvites” which

should be “described in the pharmacovigilance system master fle.” [2] 

The Secton E of the PSMF is dedicated to the descripton of the QMS. Art. 22 para. 2(e) IR

2021/1281 specifes that it should include:

– Writen procedures. Art. 4 para. 3 to 6 IR 2021/1281 provide a detailed list of pro-

cesses for which such a writen procedure should be available. It is to note that a

writen procedure is now also required for the PSMF and its maintenance.

– A training management system. Art. 6 IR 2021/1281 gives the details on the re-

quirement for training of MAH personnel involved in PV actvites.

– A documentaton and archiving system (see secton 1.5.2).

– Quality Assurance audits, including the list of audits associated with unresolved

observatons and the respectve Correctve and Preventve Actons (CAPA). Art. 8

and 9 IR 2021/1281 defne additonal requirements related to audits, their con-

ducton and documentaton, and the authorites' expectatons linked to CAPAs. [2] 

These elements were also described in the DDPS, but in separated sectons, as shown in

the Annex I: Comparison of structure and content of the DDPS and the PSMF. Their colla-

ton into one secton of the PSMF give them more weight and focus the atenton on this

aspect of the pharmacovigilance framework.

Furthermore, six lists and documents, grouped into the annex IV, supplement the descrip-

ton of the QMS for PV in the secton E of the PSMF (see Annex I: Comparison of structure

and content of the DDPS and the PSMF for details). This is a new approach. In the past,
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MAHs were rather requested to provide this informaton ahead of or during an inspec-

ton. Having them systematcally collected and organized in one document is an advan-

tage when preparing an inspecton and to ensure oversight by the QPPV, as it will be

demonstrated in secton 2.

The IR 2021/1281 further specifes the requirements for a QMS adapted to the PV actvi -

tes:

– Art. 4 para. 7 points out the importance of “clearly defne the roles and responsi-

bilites of those persons involved in pharmacovigilance actvites and in documen-

taton.” [2] . I.e. roles should be defned within the PV system and the writen pro-

cedures should menton for each process step which role will be responsible to

perform this step.

– Art. 4 para. 8 outlines the standard cycle of quality management, which should be

applied to the QMS for PV actvites:

• Planning of structures and processes

• Adherence to processes set-up

• Control and monitoring, if structures and processes are efectvely in place and

followed

• Improvements to correct structures and processes, which would require an-

other cycle of planning, adherence, etc. [2] 

Historically, MAHs developed their QMS in relaton with clinical studies and manufactur-

ing actvites, in order to comply with Good Clinical and Good Manufacturing Practces.



The pharmacovigilance of veterinary medicinal products under Regulaton 
(EU) 2019/6 : introducton of the Pharmacovigilance System Master File

Page 19

With the implementaton of VOL 9B, MAHs developed a set of dedicated procedures for

PV actvites [4: part I.2.3.3.(c)], ensured the training of their personnels [4: part I.2.3.3.(f)]

and the documentaton thereof [4: part I.2.3.3.(i)], and monitored during internal audits

the compliance with the procedures [4: part I.2.3.3.(h)]. The existng quality management

structures (e.g. internal auditors) and processes (e.g. management of standard operatng

procedures, incl. review cycle, training and fling/archiving) were used and applied to the

PV actvites. The PSMF will ensure the further development and implementaton of quali-

ty management principles to the PV actvites, for example in monitoring KPIs. Table 3 be-

low shows which parts and items of the PSMF are linked to the quality management cy-

cle.

Table 3: parts and items of the PSMF linked to the quality management cycle

Parts and items of the PSMF [2] QM cycle

Annex IV.1: a list of documents, policies,
procedures and processes used for the
pharmacovigilance actvites

Planning

Ann ex IV . 2 : list of all scheduled and
completed audits including outstanding
critcal and major fndings

Annex IV.3 a list of performance indicators

Control and monitoring

Annex IV.4 the informaton on training plans
and records

Adherence to processes

Secton E: descripton of the correctve and
preventve acton plan management and
change management in place

Improvements

 1.5.2 The Document Management Systems

The Document Management System is considered part of the QMS described above, and

requirements are set in Art 5 IR 2021/1281 [2]. The secton D of the PSMF is dedicated to

the descripton of the Document Management Systems (DMS) used for PV actvites as

per Art. 22 para. 2(d) IR 2021/1281 [2].
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The key DMS is certainly the PV database used to collate, process and notfy the AE re-

ports, also called Record Management System: Art 10. IR 2021/1281 mentons that “the

document management system referred to in Artcle 5 shall include a record management

system for receiving, recording, collatng and assessing informaton on adverse events and

for recording safety informaton.” [2] It was already subject to a separate secton of the

DDPS as per Part I.2.3.3(d) VOL 9B. [4] It is to note that the authorites ofer all stakehold-

ers to use the Union PV Database as their Record Management System. Art. 10 para. 3 IR

2021/1281 states that “Marketng authorisaton holders may use the Union pharmacovig-

ilance database as their electronic record management system for recording adverse

events.” [2] This is unprecedented initatve, and demonstrates the eforts made by EMA

and the authorites to establish a single source of safety informaton for the product au-

thorized in the EU. At the date this master thesis is writen, users rather face massive

technical issues with the Union pharmacovigilance database and its functonalites.

Further DMS applicable to the PV actvites should also be considered: Art.5 IR 2021/1281

refers to “Pharmacovigilance data and documents relatng to individual authorised veteri-

nary medicinal products [that] shall be retained”. [2] The defniton is wide and considera-

tons should be given to the repositories for PV procedures, for audit reports, for training

documentaton, but also for documents related to the risk management actvites. The lat-

ter are another new focus of the regulaton and therefore of the PSMF, as shown in the

next secton.

 1.5.3 The Risk Management System

In the introducton and justfcatons of the REG 2019/6, the European Parliament and

the Council of the European Union declare: “It is, however, emphasised that the signal

management process is the ‘gold standard’ for that purpose [i.e. the evaluaton of the

risk-beneft balance] and proper atenton should be given to it. That signal management

process consists of tasks of signal detecton, validaton, confrmaton, analysis and priorit-

saton, assessment and recommendaton for acton.” [2: whereas 63] Afer entry into
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force of REG 2019/6, signal management becomes the central and unique PV actvity that

analyses aggregate PV data. The previous generaton of Periodic Safety Update Report

(PSUR) and their analysis of data over a defned reportng period (e.g. 3 years) have been

abandoned. The signal management actvites are due at least yearly for each product au-

thorized in Europe  as per Art. 17 para. 7 IR 2021/1281. [2] This is a signifcant shif in the

mindset how beneft-risk monitoring for authorized products is conducted in the EU.

Main aspects are developed in the VGVP on signal management. Table 4 presents a brief

comparison of the main diferences: 

Table 4: signal management under VOL 9B and REG 2019/6

VOL 9B VGVP on signal management

PSUR generated according to a fxed 
schedule [4: part I.6.2.2] and signal detecton
[4: part I.4.11]

Contnuous monitoring of the data newly 
collected “in order to promptly detect any 
new safety issues that may impact the 
beneft-risk balance so that adequate 
regulatory actons and communicaton 
(where necessary) can be taken” [7: secton 
2.1]

PSUR abondonned

Identfcaton of an increase of the number 
of event, or their incidence, new identfed 
events, suspicion of a potental impact on 
human health or environment [4: part I.4.11]

Mandatory use of the Union pharmacovigi-
lance database for signal detecton purpose,
once a year [2: Art. 17 para. 7]

Consideraton of a product-event associaton
in the PV database, using statstcal methods
of disproportonality like the Reportng Odds
Rato (ROR) [7: secton 2.3.3]

Prioritzaton of the events using seriousness,
expectedness and causality assessment [4: 
part I.4.5.10]

Introducton of the concept of Medically Im-
portant Terms (MIT) to prioritze certain
medical events by species [7: Appendix I]
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It is to note that neither the DDPS nor the PSMF dedicate a specifc secton or sub-secton

to the risk management system in place, while the management of safety risk of the vet-

erinary medicinal product is the 'raison d'être' of all PV actvites.

MAHs usually described the risk management processes within the secton of DDPS dedi-

cated to processes and procedures. In the PSMF, informaton related to the signal man-

agement can be found in diferent places:

– Secton D on DMS, in case the MAH uses a dedicated DMS to record, evaluate and

follow-up on detected safety signals,

– Secton E and corresponding Annex IV.1 on procedural documents used to per-

form the PV processes linked to the risk management,

– Annex IV.6 on risk minimizaton measures and their outcome,

– Annex V.2 on tasks of the QPPV that have been outsourced to a 3rd party, in case

the risk management or part of it has been outsourced.

For the later, it will be interestng to gain more understanding on how the PV inspectors

interpret what is an outsourced task in relaton with the risk management. For example,

will this go so far to include the research insttute involved in the conducton of a post-

marketng safety study as part of a risk minimizaton measure?

 2 THE PSMF AS INSTRUMENT FOR THE OVERSIGHT OF THE 
PHARMACOVIGILANCE SYSTEM AND ITS ACTIVITIES

 2.1 FUNCTIONALITIES OF THE NEW DOCUMENT

 2.1.1 The PSMF in the scope of regulatory controls and inspecton

Art. 77 para. 2 REG 2019/6 defnes that the PSMF is “describing in detail the pharma-

covigilance system with respect to [the MAH's] authorised veterinary medicinal products” .
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[1] Art. 21 para. 1 IR 2021/1281 specifes that the descripton “shall […] refect the phar-

macovigilance system in place. ” [2] Therefore, one can antcipate that the authorites

grant a central place to the PSMF when it comes to pharmacovigilance inspectons. In-

deed, Art. 126 REG 2019/6 foresees that competent authorites and EMA shall conduct a

regular check of the PSMF maintained at the company with the aim to “ensure that […]

the pharmacovigilance systems are being correctly applied.” [1]

The PSMF is maintained at the MAH, and only the summary is submited to the compe-

tent authorites, which contains a reduced level of informaton. Therefore, Art. 76 para. 6

REG 2019/6 confers the right to the authorites to request the complete PSMF in order to

conduct their check: “The competent authority or the Agency, as applicable, may at any

tme request the marketng authorisaton holder to submit a copy of the pharmacovigi-

lance system master fle.” [1]

 2.1.2 PSMF locaton and Supervisory Authority

The Supervisory Authority is defned as the competent authority who will conduct the

PSMF inspecton as per Art. 126 REG 2019/6: it is the competent authorites of the Mem-

ber State in which the PSMF is located. [1]

Therefore, there are important rules to consider when defning the locaton of the PSMF.

As per Art. 25 para. 1 IR 2021/1281 “the pharmacovigilance system master fle shall be lo-

cated in the Union at the site where the main pharmacovigilance actvites of the market-

ing authorisaton holder are performed or at the site where the qualifed person responsi-

ble for pharmacovigilance operates.” [2] VGVP on PMSF further specifes that: 

– “each PSMF can be only declared in one locaton”

– the address of the locaton should be “a physical address”
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– “in the situaton where the main actvites take place outside the EU, or where a

main site cannot be determined, the locaton should default to the site where the

QPPV operates.” [5: secton 2.3.1]

For internatonal companies operatng globally, these rules require careful atenton for

practcal reasons: in case of inspecton, the company should be in the positon to provide

adequate resources and support during the inspecton at the site their PSMF is located in

EU. 

VOL 9B assigned inspecton responsibility to “the NCA […] in whose territory the MAH’s

QPPV is located.” [4: part I.2.5.1] Art. 126 para. 5 REG 2019/6 aims at “[…] avoid[ing] the

duplicaton of inspectons of pharmacovigilance systems” and encourages authorites to

collaborate and “enter into any work-sharing initatves and delegaton of responsibilites

with other competent authorites”. [1] During a webinar held on 8th December 2021,

Calogero Canavo from the Inspecton Ofce, Quality and Safety of Medicines, presented

on behalf of EMA what the cooperaton between the natonal authorites will look like.

There will be inspectons programs at diferent levels to ensure coverage of the MAHs:

– A Centrally Authorized Product program will inspect PSMF of MAHs with CAPs in

their portolio, on request of CVMP. Executng authority will be the Supervisory

Authority.

– Natonal inspecton programs will cover PSMF of MAHs with no CAPs in their port-

folio. Executng authority will be the Supervisory Authority. [14: slide 22]

However, consideraton should be given to the fact that beside of the QPPV, also the local

PV representatves or any 3rd party “carrying out pharmacovigilance actvites in whole or



The pharmacovigilance of veterinary medicinal products under Regulaton 
(EU) 2019/6 : introducton of the Pharmacovigilance System Master File

Page 25

in part, on behalf of or in conjuncton with marketng authorisaton holders”  can be sub-

ject to a PV inspecton, as specifed by Art. 26 para. 1(c) IR 2021/1281. [2] I.e. inspectons

outside the scope of the PSMF, conducted by the Supervisory Authorites, are possible.

And Mr Canavo stated in his presentaton that triggers for inspecton by non-supervisory

authorites could be: to: “verify compliance and/or product specifc issue with natonal

and EU requirement, [or] follow up at inspecton fndings upon request from the supervi-

sory authority or another MS”. [14: slide 14] Therefore it is expected that natonal author-

ites from Member States will contnue their inspecton program of afliates from interna-

tonal companies operatng on their territories, even if they are not the Supervisory Au-

thority for this MAH as per REG 2019/6 defniton.

 2.1.3 PSMF as tool to defne the inspecton program using a risk-based approach

The VGVP on inspectons details how authorites shall proceed to determine their inspec-

ton program and with which frequency they will inspect a company.

First of all, “the establishment of inspecton programmes will ensure that Marketng au-

thorisaton holders’ pharmacovigilance system master fles and the respectve pharma-

covigilance systems are inspected regularly, and that the inspecton frequency is adjusted

following risk-based approach in accordance with the factors in secton 2.2 of this Mod-

ule.” [6: secton 2.4]

Factors to be taken into account for the planning of an inspecton are related to:

– Inspectons (e.g. previously identfed compliance issues)

– Product (e.g. product(s) with additonal pharmacovigilance risk-management mea-

sures)

– MAH (e.g. changes in MAH like merger or acquisiton)
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– PV system: factors related to the pharmacovigilance system are detailed in table 5,

with the correspondence to the sectons and annexes of the PSMF where inspec-

tors can fnd the necessary documentaton. [6: secton 2.2]

Table 5: pharmacovigilance system related factors of risk and the emplacement of the 
potental informaton in the PSMF

Pharmacovigilance system related fac-
tors [6: secton 2.2]

Emplacement of the potental 
informaton in the PSMF

“Marketng authorisaton holder with sub-
contracted pharmacovigilance actvites 
(functon of the QPPV, reportng of safety 
data, sub-contractng of pharmacovigi-
lance system master fle management, 
etc.)”

Secton F

Annex V.1

Specifcally related to the functon of the 
QPPV, further informaton are available 
in:

• Annex V.2

• Annex II.4

“Third partes employed to perform phar-
macovigilance actvites”

Secton F

Annex V.1 and V.2

“Change of QPPV since the last 
inspecton”

PSMF summary*

Annex I: Logbook

“Changes to the pharmacovigilance data-
base(s), which may include a change in 
the database itself or associated data-
bases, the validaton status of the data-
base as well as informaton about trans-
ferred or migrated data”

PSMF summary*

Secton D

Annex I: Logbook

“Changes in contractual arrangements 
with pharmacovigilance service providers 
or of the sites at which pharmacovigilance
is conducted or in pharmacovigilance sys-
tem master fle management”

Contractual arrangements with service 
providers:

• Secton F

• Annex V.1
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Pharmacovigilance system related fac-
tors [6: secton 2.2]

Emplacement of the potental 
informaton in the PSMF

Sites at which PV is conducted

• Secton C

• Annex III.4

• Annex I: Logbook

PSMF locaton:

• PSMF summary*

• Annex I: Logbook

“Other informaton available (e.g. assess-
ment from other regulatory authorites in 
EU and outside EU)”

Outstanding fndings related to audits 
and/or inspectons:

• Secton E

• Annex IV.6

* Change to the PSMF summary leads in additon to the submission of a variaton not re-
quiring assessment.

Based on these criteria, it is expected that any variaton submited in relaton with the

summary of the PSMF will raise the atenton of the competent authorites. This is not

new and was already the case in the past with the DDPS. Changes to the DDPS were

mandatorily submited as a variaton, and the modifcaton to the PV system as listed in

table 5 were already known triggers for a PV inspecton. [4: part I.2.5.3] 

The focus on the sub-contractng of PV actvites is not new either. The novelty resides in

the level of details available to the authorites in one place and one document. For exam-

ple, the annex V.1 provides the list of service providers: beside the type of PV tasks out-

sourced, the number of providers listed, their names and locaton, may play a role in the

decision to inspect.
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 2.1.4 Informaton contained in the PSMF and inspecton conducton

The PSMF also supports the preparaton of the inspecton itself, its scope and agenda.

Reference is made to VGVP on inspectons, secton 2.7. [6]

Main items of a routne inspecton are:

– “Collecton, reportng and recording of suspected adverse events for veterinary

medicinal products […],

– Contnuous beneft-risk balance monitoring […],

– PV system […].” [6: secton 2.7.1]

For the last item, the reading of the PSMF provides a sound and comprehensive picture of

what is applied for PV actvites in the company. MAHs should be aware that the startng

point for the inspecton will slightly shif in the future, and this will impact the inspecton

preparaton and the inspecton itself. For example, when inspectors were asking for a list

of service providers in preparaton to their inspecton, they may now request copies of

contract for selected 3rd partes because the list is already available to them in the PSMF.

And during the inspecton, they may directly go into the details of the wording used in the

respectve contract(s). Furthermore, the organizaton of the document itself, with main

part and annexes, provides more possibilites to cross-check informaton beforehand. For

example, between the secton B on QPPV, the annexes II and V, there is a comprehensive

view of any delegated and/or outsourced QPPV responsibility, and the inspecton may

start straight away on how the delegaton is organized, documented and monitored.

The logbook is also an important source of informaton about the state of the PV system.

At a glance, inspectors can appreciate the changes made to the PV system over the years,

how stable the PV system remains in the company, and catch up on recent changes they
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may want to dig into during the inspecton. MAHs should prepare to provide explanatons

and documentatons related to these changes.

The results of a PV inspecton will be recorded in the Union Product Database, as stpulat-

ed in Art. 126 para. 6 REG 2019/6, and made available to the natonal authorites only.

 2.2 THE PSMF AS INSTRUMENT FOR THE OVERSIGHT OF THE PHARMACOVIGILANCE 
SYSTEM AND ITS ACTIVITIES BY THE QPPV

The PSMF can be more than just a document maintained and compiled for inspecton pur-

poses. It can be a useful tool for the MAHs and their QPPV to keep the oversight on the

PV system and its actvites. EMA shared this view with the industry during a recent webi-

nar dedicated to the PSMF on 08th December 2021. [12: slide 28] The following sectons

aim at demonstratng advantages and limitatons of the PSMF while speaking about QPPV

oversight.

 2.2.1 One place to fnd current informaton on the PV system and its actvites

Annex II : Oversight of the QPPV presents a comparison between the PSMF content as per

IR 2021/1281 and the items a QPPV shall have oversight on according to the REG 2019/6.

It is to note that there is a fast complete overlap between the content of the PSMF and

the items the QPPV shall have oversight on.

The advantages of the PSMF for the QPPV are:

– The appreciable level of details of the document

– The availability of the informaton at one single place, in a structured manner

– The regular update of the informaton (see secton 3.)
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I.e. the QPPV can view extended and up-to-date informaton on the PV system and its ac-

tvites at a glance. And the QPPV accesses in one place informaton which is usually

spread over several systems within a company and not necessarily owned by the pharma-

covigilance department. This informaton was in many cases already available to the

QPPV, on an ongoing basis or upon request. However, the creaton of the PSMF ensures

an organized and systematc availability of the data.

Art. 78 REG 2019/6 provides a long list of tasks that the QPPv is responsible to ensure. [1]

Beside a sound delegaton process, the QPPV needs instruments to steer and monitor

that the tasks are performed in a complaint manner. The annexes IV of the PSMF provide

helpful informaton to steer the PV system and monitor its compliance and efciency like

the Key Performance Indicators, the open audit fndings, the risk minimizaton mea-

sures.The logbook is an efcient tool to capture important changes to the PV system, in-

cluding  the open fndings. The QPPV can follow up on the implementaton of improve-

ment measures to the PV system.

At the end, the same items that support an PV inspecton preparaton and conducton can

support the oversight of the PV system by the QPPV. 

 2.2.2 Limitatons

The PSMF is suitable for the QPPV's oversight to a certain extent. The following sectons

present aspects that MAHs may consider for further developments, but that go beyond

the regulatory requirements.

 2.2.2.1 List of audits with outstanding critcal and major fndings (Secton E, annex I: 
logbook and annex IV.2)

The QPPV is informed on any major or critcal fndings arising from an audit via the Sec-

ton E and the annex IV.2, that both capture the list of audit associated with unresolved

critcal or major fndings. The diference between the two items in the PSMF is small:

while only audits with outstanding fndings should be listed in secton E, annex IV.2 will
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encompass all audits, highlightng those for which there are outstanding major or critcal

fndings. [2]

Any new audit resultng in critcal or major fndings will be added to the two lists. Further-

more, because secton E is modifed, the changes will be captured in the logbook, and will

spot the new issues detected within the PV system at a glance.

Annex IV.2 ofers further useful informaton to the QPPV, especially those facing interna-

tonal organizatons:

– all scheduled audits are listed, and the progression of the audit plan becomes visi-

ble

– the QPPV can put in relaton how many audits result in critcal or major fndings

with those that only generate minor fndings and observatons. This helps to dis-

tnguish between system-relevant issues and local, spoted problems.

However, the QPPV should also be aware of any delayed implementaton of correctve

and/or preventve measures for the critcal and major fndings, as well as the justfcaton

thereof. This is not captured in the PSMF.

In the PSMF for human pharmaceutcal companies, Good PV Practce module II expected

“[…] to provide a brief descripton of the correctve and/or preventatve acton(s) associat-

ed with the signifcant fnding, the date it was identfed and the antcipated resoluton

date(s), with cross reference to the audit report and the documented correctve and pre-

ventatve acton plan(s).” [15: secton II.B.4.7] This level of details is not required in the

PSMF according to IR 2021/1281 [2], however could provide a guidance for companies

looking into providing a more robust oversight to their QPPV with that regard.
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 2.2.2.2 Capture of changes

Having informaton on the current status on the PV system at one given tme, like a frozen

picture, is not sufcient for a full and efcient oversight. The dynamic aspects are missing

that are important to the QPPV to be able to react in tmely and appropriate manner to is-

sues, or even beter to antcipate improvements needed in the PV system. The QPPV

needs to know what changed with the recent update of the PSMF. Only changes to the

main part of the document will be captured in the logbook (annex I of the PSMF), which

includes the list of open fndings though. But “changes to the informaton in the Annexes

do not need to be tracked in the form of a logbook […].” [5: secton 2.3.3]

For example, the list of all MAs held by the MAHs (i.e. annex III.1of the PSMF) is of litle

support for the QPPV. The QPPV needs to understand which newly authorized products

are now under his/her responsibility, and which new product should be included into the

signal management program for the monitoring of the beneft-risk profle. In case of a

new authorizaton or updated authorizaton expanding the scope of utlizaton of an exist-

ing product (e.g., new indicaton, new species), the PV teams should expect an increased

volume of adverse events due to a higher awareness on the product following the mar-

ketng actvites to promote it. The QPPV should be aware of such events and antcipate

their possible impacts on the PV system.

Similarly, the QPPV should be kept informed about:

– New or updated contractual and sub-contractual arrangement signed with 3rd par-

ty (annex V.1 and V.3 of the PSMF). The QPPV needs to be aware of new out-

sourced PV actvites, and any modifcaton of the services specifcatons, that may

impact the quality of the PV actvites.

– New or updated procedure (annex VI.1 of the PSMF). The QPPV needs to be aware

of the processes in place to perform the PV actvites he/she is responsible to en-

sure, and when they change.
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– New risk minimizaton measures and/or changes in their outcome (annex IV.6 of

the PSMF). Obviously, the QPPV shall know about new signal validated for one of

the products covered by the PSMF and the measures agreed upon, i.e. the QPPV

should be made aware about any new entry to the list in annex IV.6.

The QPPV is for sure involved in actvites like the review of the PV agreements and proce-

dures, and in discussions related to signal validaton and risk minimizaton measures.

However, depending on the size of the company, delegatons may be in place. In additon,

the volume of informaton received by the QPPV may just exceed the capacites that a hu-

man is able to remember.

Companies who want to efciently use the PSMF as a tool for the oversight of their QPPV

should create the missing content and display it in appropriate manner to their QPPV. For

example, in building up the changes between two subsequent versions of the same an-

nex: the annex III.1 could be augmented by a list of new and modifed MAs. Processes are

usually in place at MAHs to provide the QPPV with dynamic informaton related to the PV

actvites (e.g., KPIs), for example via dashboard. While implementng the new process to

maintain the PSMF, MAHs should fgure out how to connect and include this maintenance

actvity into existng practces and tools in the company, and how to display the informa-

ton on changes In the PSMF to their QPPV.

 2.2.2.3 Post-marketng surveillance studies

There is no specifc annex dedicated to the post-marketng surveillance studies in the

PSMF. And REG 2019/6 abolished the PSUR, aggregate report which contained a specifc

secton related to completed studies and the safety informaton received out of them.

REG 2019/6 introduced the requirement to collect and report to the Union Pharmacovigi-

lance Database any adverse event from a solicited source. However, a pharmacovigilance
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database, at MAH or at EMA, is not designed to collect informaton on the studies them-

selves: no informaton is captured related to the study conducton, when it will start and

end. If no Adverse Event is reported out of the study, the early detecton of an eventual

under-reportng is challenging. In other words, the collecton of adverse events from so-

licited sources does not provide an adequate mechanism for the oversight of the QPPV on

post-marketng surveillance studies.

In consequence, and in order to maintain the oversight on these actvites as per Art. 78

para. 1 REG 2019/6 [1], the QPPV needs a separate process. Companies may consider to

align and/or include this process to the one established for the maintenance of the PSMF.

 2.2.2.4 Communicaton to authorites

No link or interacton is foreseen between the PSMF and the way MAHs communicate to

authorites on their product profle, in partcular the communicaton plan.

The QPPV should be involved in any communicaton to the authorites s per Art. 78 para.

1 REG 2019/6 [1]. However, it would be benefcial if the QPPV could also access informa-

ton on past communicaton for safety purposes in a collated and organized manner,

across all regulatory procedures, when discussing and reviewing a new document. Past

experience from the author demonstrates that it could be challenging to keep oversight,

when the safety informaton was communicated in parallel as answers to the PSUR as-

sessment, but also as answers to List of Questons in the scope of a variaton procedure.

The later was usually steered outside of PV by the Regulatory Afairs department, and

fled or archived outside of PV (e.g. in the Regulatory Informaton Management system).

The author sees some advantages for the QPPV's oversight in the new notfcaton system

for validated signals. All notfcatons should be performed in IRIS, a database maintained

by EMA that is used for the notfcaton of signal. However, the tool does not ofer any re-

portng functonalites yet, that would allow MAHs to extract informaton on the notfca-
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tons made. Therefore, MAHs should rely on internal systems and processes to keep over-

sight on what has been communicated by when to EMA and competent authorites.

 2.2.3 Scope of the data

There is no direct statement related to the scope of the data to be delivered, neither in

REG 2019/6 nor in IR 2021/1281. [1, 2] The VGVP on PSMF states that “the content of the

pharmacovigilance system master fle should refect availability of global safety informa-

ton for veterinary medicinal products authorised in the EU, presentng informaton on the

pharmacovigilance system applied at global, regional and natonal level, as applicable .”

[5: secton 2.3.2] Therefore, MAHs could decide to limit the informaton provided in their

PSMF to products authorized in the EU. 

However, internatonally operatng companies usually have worldwide organized PV sys-

tems, using the same processes and repositories for their data. Excluding data for non-EU

authorized products may require additonal preparaton steps that are of litle value.

 3 IMPLEMENTATION OF THE PSMF

 3.1 SURVEY

The last part of this master thesis will present the requirements and challenges linked to

the creaton and the maintenance of the PSMF. It is sustained by informaton and re-

sponses gained via a survey sent to companies that are members of Animal Health for Eu-

rope and the Bundesverband der Pharmazeutschen Industries. Annex III: Survey – forms

provides the survey form circulated, and Annex IV: Survey – results the results in tabulat-

ed format.

 3.1.1 Descriptve presentaton of the results of the survey

Eight (8) companies answered the survey, six (6) large companies and two SMEs. From the

eight (8) companies, three (3) operate only in the European Union, all the others conduct

a worldwide business (n=5). All companies who answered have their QPPV in-house.
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From the eight (8) companies, only two (2) stated to have had only a draf for the PSMF

ready by 28. January 2022, when REG 2019/6 came into force. However, from the six (6)

companies claiming to have their PSMF ready by 28. January 2022, four (4) stated that the

challenges they encountered during the compilaton of the annexes have an impact on

the document generated, either because of the reliability of the data included (n=3), of

the quality of the data (n=3) or because the document produced was potentally incom-

plete (n= 2). it is to note that one (1) company did not detail which challenges has impact-

ed the document generated. 

To create the main part of their PSMF, fve (5) companies could reuse approximately 50%

of the content from their DDPS, while the remaining three (3) could even reuse 80% of

this content. Five (5) companies consider that the descripton of their PV system in the

main part of the PSMF (secton A to F) is more detailed than it was in the former DDPS,

because the adaptaton required to comply with the requirements from the IR

2021/1281. Interestngly, there is no relatonship between the fact of reusing only 50% of

the DDPS to create the PSMF main part and the appreciaton of the level of details to be

higher. Two (2) companies lower the level of details provided for the descripton of the PV

system in their PSMF, because they strive for the main part to remain relatvely constant,

and because they are waitng for some lessons learned from upcoming inspectons.

The annex causing challenges to the majority of companies is the annex V.3, list of con-

tracts with 3rd party, cited by fve (5) respondents, followed by annex III.1, list of market-

ing authorizaton, annex IV.1, list of procedural documents and annex IV.2, list of audit

with outstanding fndings (n = 3 for each). The respondents also mentoned the annex

III.3, list of local representatve and the annex IV.5, dose factor (n=2 for each), the annex I,

logbook, the annex IV.3, list of KPIs, the annex IV.4, informaton on trainings, the annex

IV.6, list of risk minimizaton measures, and the annex V.1, list of actvites outsourced

(n=1 for each).

As most frequent reason for the challenge, the companies point out that the existng

tracking and electronic systems in use to store the informaton required are not designed
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to deliver it (i.e. no or limited reportng functonalites) (n = 12). Companies also com-

plained about the lack of cooperaton of interactng departments owning the data with PV

(n=6) and about the availability of the data at one single point within the company (n=5).

Regarding the maintenance, only one (1) company does not intend to update the PSMF

created during 2022. The other companies prefer either to wait for more guidance (n=3),

or plan an update afer 6 months (n=2) or every quarter (n=2).

All companies but one (1) have developed a process how to generate the annexes as they

create them. The logbook is a manual exercise according to four (4) companies, while two

(2) rely on a semi-automated process and one (1) hopes for an upcoming electronic sys-

tem that generates the logbook automatcally. Two (2) companies expect the depart-

ments owning the data to provide an overview of the changes in comparison to the previ-

ous version.

The companies plan in their vast majority to dedicate less than an half 'Full Time Equiva-

lent' to the maintenance actvites for the PSMF (n= 7) and none of them intends to out -

source those maintenance actvites.

 3.1.2 Discussion

The sample of companies that respond to the survey is quite small. Furthermore, this

sample is not well balanced with a majority of companies having large organizatons oper-

atng worldwide. Therefore, the survey cannot claim to be representatve for the chal-

lenges and eforts deployed by companies to generate their PSMF, and may only show a

few trends. They will be discussed in the following.
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 3.2 CREATION OF THE FIRST VERSION: CHALLENGES AND STRATEGIES

 3.2.1 Novelty

As demonstrated in the frst part of this master thesis, the PSMF is a completely new doc-

ument, in its concept and its contents. It is much inspired by the document required for

human pharmaceutcal companies, and MAHs with contact and/or experience in the cur-

rent human pharmaceutcal legislaton, including GPV, certainly have an advantage.

The PSMF is one novelty amongst others, that MAHs of veterinary products in Europe

face with REG 2019/6. Beside the PSMF, the implementaton of VICH HL7 format for the

submission of adverse event reports to the Union PV database, the reportng of all ad-

verse events to the Union Pharmacovigilance database within 30 days, and the new signal

management process are highlights of the new veterinary regulaton [1, 2]. The projects

necessary for their implementaton compete very much for the limited resources in PV

departments. The introducton of the Union Product Database mobilizes also important

resources within companies. MAHs may have prioritzed their eforts, and dedicate less

resources and tme to the PSMF.

Nevertheless, this novelty does not seem to have prevented companies from creatng

their frst version of the PSMF on tme for the implementaton date of REG 2019/6. The

responses to the survey give a few trends with regards to the strategy that may have

been adopted:

– the descripton of the PV system in the former DDPS have been reused to 50 to

80%, saving tme for the creaton of the main part

– companies are aware of gaps in the PSMF created, either from a content or quali -

tatve point of view, and seems to accept the risks for now.
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Although not questoned in the survey, it is expected that companies have documented

the potental gaps they are aware of, can explain the ratonales of those gaps during an

inspecton and have plans to close the gaps in the future.

 3.2.2 Availability of the secondary legislaton

The PSMF is roughly described in REG 2019/6, which was published in 2019. However, the

secondary legislaton was released rather late prior to the date REG 2019/6 was coming

into force: the IR 2021/1281 was published in August 2021, and the VGVP module on

PSMF in November 2021. It leaves less than six months to the companies to generate a

PSMF that is compliant with the regulatory requirements. No transiton period was con-

sidered REG 2019/6, all provisions shall be followed by 28. January 2022 [1: Art. 153, 154

and 160], and therefore authorites were expectng the PSMF to be readily available afer

28. January 2022 [12: slide 23].

It is to note that according to the author's experience, inspectors apparently acknowl-

edged the challenges of the situaton. In a request for submission of the PSMF received

during the frst quarter of 2022, the inspectors gave a deadline of one month for the MAH

to provide the PSMF, instead of the 7 days foreseen in REG 2019/6 [1: Art. 79, para. 6].

Furthermore, it seems that the details provided in the secondary legislaton is not fully

sufcient for MAHs to build up their PSMF. Many companies respond in the survey that

even if they had their PSMF ready by 28. January 022, they are now awaitng for further

guidance, for example from lessons learned during upcoming inspecton(s), prior to up-

datng the frst created version of the PSMF, main part and annexes. There is a lot of un-

certaintes in companies related to the PSMF.

 3.2.3 Availability of the data within the company

In the frst part of this master thesis, the correspondence between the former DDPS and

the PSMF was discussed. When the DDPS can deliver the basis for the main part of the

PSMF, as confrmed by the survey, many additonal data have to be provided in the an-
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nexes. The challenge of the annex compilaton resides in the availability of the data within

the company. This is also confrmed by the survey, with a clear trend reportng issues with

the existng electronic systems: those are not able to deliver the informaton required. For

example, the system may initally not support the extracton of informaton but rather the

use of workfows, the documentaton of decision-making, and the archiving of docu-

ments. It implicates to develop and validate new queries or report functonalites, which

necessitates the involvement of the Informaton Technology department, the vendor of

the system and tme-intensive validaton processes.

Companies also reported on having issues with the data availability within the companies

at one point. They are most likely spread within diferent electronic systems and reposito-

ries, outside of the PV department and owned by other departments (e.g., audits within a

QA document management system, contracts in a database managed by the Legal depart-

ment). In additon, companies complained that interactng departments and data owners

may not well cooperate with PV to gather the data. The PV departments needs to include

all stakeholders, e.g., Regulatory Afairs, Quality Assurance, Legal, in presentaton and dis-

cussion around the PSMF. It takes tme to convince those stakeholders, and even they are

convinced, they may not be in the positon to prioritze the delivery of data for the PSMF.

Companies may also face the need to establish global repositories and collate the data

frst, prior to be able to generate the required annex. The best example is the annex IV.5

on dose factors: the informaton is available in the former PSURs though, but needs to be

collated at one place, product per product, in a manual efort.

It is to note that according to Art. 22 para. 3(c) IR 2021/1281, MAHs are required to cre -

ate a list of their Marketng Authorizatons containing the Internatonal Non-proprietary

Name (INN) as a data feld [2]. This is not consistent with the data structure used for the

UPD [13]. The concept of INN is rather used in the PSMF for human pharmaceutcal prod-

ucts [15]. In its positon paper from 8. June 2021, Animal Health for Europe expressed

concerns related to providing a list of all Mas hold by the MAH, but did not comment
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specifcally on this detail of IR 2021/1281 [16: secton 2.3]. One may rather consider to list

the actve substance(s) like in the UPD.

 3.3 MAINTENANCE PROCESS WITHIN THE COMPANY

 3.3.1 Accuracy and completeness of the data

PV inspectons have the aim to check the “Accuracy, completeness and maintenance of

the pharmacovigilance system master fle.” [5: secton 2.7.1]

For the maintenance of the PSMF, it means that the informaton presented should refect

the current state of the PV system and be reliable. In general, data extracted from validat-

ed systems should be considered more accurate and reliable than data compiled manual-

ly, and manual compilaton should include a review step to ensure the quality of the data.

When the informaton is provided by stakeholders within the company, they should ideal-

ly ensure the PV teams that the data in the systems they control are complete, and that

the systems are supported by a sound maintenance process. It is recommendable to doc-

ument known gaps in company's systems, incl. remedies in place or scheduled. This docu-

mentaton is not part of the PSMF, but should be kept aside of the PSMF fles as part of

the Quality Management System applied to PV (reference is made to secton 1.5.1 for de-

tails).

 3.3.2 Updates

 3.3.2.1 Frequency

Art 24 para. 1 IR 2021/1281 states: “Marketng authorisaton holders shall keep the phar-

macovigilance system master fle up to date and revise it, where necessary, to take ac-

count of experience gained, and of technical and scientfc progress.” [2] This is the direct

consequence of the expectaton for the PSMF to present complete and accurate data re-

fectng the current PV system. [2: Art. 21 para. 1] Obviously, certain types of informaton

collated in the PSMF, especially in the annexes, are subject to frequent changes, e.g., the

marketng authorizatons held by the MAHs, the list of writen procedures, and will re-

quire update.
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There is no further defniton neither in IR 2021/1281 nor in the VGVP module on PSMF

on what is 'up-to-date', and what would be an acceptable frequency for the update. The

same requirement is applying for the PSMF of human pharmaceutcal companies. [15:

secton II.B.5] Therefore it can be considered appropriate to follow the standard estab-

lished for the human pharmaceutcal companies' PSMF since 2012 and accepted by the

PV inspectors: quarterly update. An update every three months provides sufcient conf-

dence that the informaton presented is refectng the current status of the PV system.

Furthermore, the regular update of the PSMF and its annexes will bind resources within

the PV departments and a quarterly update is also a fair compromise to keep the adminis-

tratve burden to an acceptable level. Interestngly, only two (2) companies partcipatng

in the survey were planning to update their PSMF every quarter. However, this may

change once more clarity and guidance are available to the MAHs on the expectatons

from PV inspectors.

All the annexes may not require an update every quarter. Table 6 proposes a grouping of

the annexes in items changing rather frequently or occasionally. For the annexes changing

on partcular occasions, the MAHs may envisage an ad hoc update of the annex.

Table 6: PSMF annexes grouped by items that change rather frequently or occasionally 
– a proposal

Annexes with items changing frequently* Annexes with items changing 
occasionally*

Annex III.1: a list of all veterinary medicinal 
products covered by the pharmacovigilance 
system master fle

Annexes II: additonal informaton regarding 
the qualifed person responsible for 
pharmacovigilance, assistant veterinary 
surgeon, and associated back-up 
arrangement

Annex IV.1: a list of documents, policies, 
procedures and processes used for the 
pharmacovigilance actvites referred to in 
Artcle 4(3), (4), (5) and (6)

Annex III.2: a list of reference numbers for 
other pharmacovigilance system master fles 
held by the same marketng authorisaton 
holder, where applicable

Annex IV.2: a list of all scheduled and 
completed audits including outstanding 
critcal and major fndings

Annex III.3: a list of local or regional 
representatves for the purpose of receiving 
reports of suspected adverse events, including
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Annexes with items changing frequently* Annexes with items changing 
occasionally*

their contact details, responsibilites and 
territories, where applicable

Annex IV.4: the informaton on training plans 
and records referred to in Artcle 6(2)

Annex III.4: a list of the sites where 
pharmacovigilance actvites listed in Artcle 
4(3), (4), (5) and (6) are carried out

Annex IV.6: a list of risk management 
measures and the outcome of risk 
minimisaton measures;

AnnexIV.3: a list of performance indicators 
and how to use them, as referred to in Artcle 
7, as applicable

Annex V: further informaton on contractual 
arrangements between marketng 
authorisaton holders and third partes 
concerning pharmacovigilance actvites

Annex IV.5: the methodology to calculate the 
factor referred to in Artcle 14(2);

* Annexes' names as listed in IR 2021/1281 [2]

 3.3.2.2 Impact of a regular update of the annexes

Afer having updated the annexes, during a regular update iteraton or in an ad hoc man-

ner, the MAH should check for any impact on the informaton presented in the main part

of the PSMF. For example, modifcaton to the list of audits with outstanding fndings pre-

sented in annex IV.2 should be checked for impact on secton E, where similar informa-

ton is provided. MAHs updatng the main part should also remember to describe the

changes made into the annex I-logbook of their PSMF.

According to the survey, only few companies see opportunites to automate this check,

and the update of the logbook in the future; for most of them, it remains a manual actvi-

ty, with the administratve burden linked to manual process in a GxP regulated environ-

ment (e.g. audit-proof documentaton).

 3.3.3 Filing and archiving

 3.3.3.1 Version control

As per Art. 24 para. 23 IR 2021/1281, the MAHs shall implement processes to document

and track the regular updates performed: “The pharmacovigilance system master fle

shall be subject to version control and indicate the date when it was last updated.” [2]
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In order to track changes made to the main part of the PSMF, Art. 24 para. 24

IR2021/1281 creates the Annex I or logbook, where “Marketng authorisaton holders

shall record in a logbook any alteraton to the content of the main part of the pharma-

covigilance system master fle made within the last 5 years. Marketng authorisaton hold-

ers shall indicate in the logbook the changed secton, the kind of change, the date, the

person responsible and, where appropriate, the reason for the alteraton.” [2]

There is no need to track changes to the annexes in the logbook, but a robust tracking

process, external to the PSMF, is expected, as detailed in the VGVP on PMSF: “The infor-

maton and superseded versions of such content [i.e. Annexes of the PSMF that are regu-

larly updated] may be managed outside of the PSMF content itself, provided that the his-

tory of changes is maintained and available to competent authorites and the Agency on

request.” [5: secton 2.3.3]. The tracking process should have two purposes:

– the oversight on the latest updated version of each single annex of the PSMF

– the retrieval of former versions, to document the historical changes

Many companies partcipatng in the survey plan to use a dedicated electronic tool to

manage the fling and archiving of the single parts (ie. main part,annexes) of their PSMF,

partly because they have such a tool (e.g. electronic DMS) at their disposal. This is certain-

ly the most robust soluton that companies can implement, and it will ensure a high de-

gree of compliance with the regulatory requirements described above.The MAH should

remember to describe this electronic system in the PSMF under the secton D of the main

part, to create a procedural document describing the fling of the PSMF in this system and

to include the reference of this procedural document in the annex IV.1 of the PSMF.
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 3.3.3.2 Further requirements

Art. 25 para. 2 IR 2021/1281 states in additon: “The pharmacovigilance system master

fle may be stored or made available in electronic form. The media used for storage or

making available shall be searchable and shall remain readable over tme.”

Electronic DMS usually satsfes these requirements. However, when companies do not

have an electronic DMS or cannot use it for the PSMF but want to keep the PSMF in an

electronic form, they should consider alternatve strategies. For example, when the PSMF

should be kept in organized fles, companies should consider to:

– use a granular folder structure and sound naming conventons for the annexes,

supportng the navigaton

– keep superseded versions separated from the current valid ones

– systematcally compile the complete PSMF afer each iteraton update (see secton

3.4)

 3.3.4 Publicaton of the PSMF for submission

Authorites and PV inspectors may require a copy of the logbook or any other part of the

PSMF to be submited to them within seven calendar days, as per Art. 24 para. 5 IR

2021/1281. [2] It is an extremely short tme given the size and the complexity of the docu-

ment. The VGVP module on PSMF insists on the fact that “Marketng authorisaton hold-

ers need to ensure that the obligatons concerning the tmely provision of an up to date

PSMF can be met.” [5: secton 2.3.3] For this reason, the author recommends a regular

update of the annexes and the main part of the PSMF, in order to have up-to-date docu-

ments by hand that can easily be compiled together. The systematc compilaton of the

psMF afer each iteraton update may also be an advantage, the requested document be-

ing readily available for submission. 
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However, MAHs may also consider to update a few annexes in an ad hoc manner prior to

publicaton and submission to a competent authority. Ratonales for the decision to up-

date in an ad hoc manner include but are not limited to:

– a newly launched product, that triggers the PV inspecton, was not included in the

last version of annex III.1, list of MAs;

– CAPAs for major or critcal fndings have been completed since the last update of

annex IV.4;

– important organizatonal or personal changes took place since the last update and

impact the descripton of the PV system in secton C and/or annexes III.2, III.3,

III.4;

– a recent outsourcing of PV actvites is not captured in annex V.1; 

The limitng factor to any ad hoc update is the tme, as there are only seven calendar days

to gather the updated data, and collate the full PSMF into one document. The QPPV

should be involved in the decision.

When the PSMF is maintained electronically, the creaton of a print copy should be possi-

ble as per Art. 25 para. 3 IR 2021/1281. [2] Furthermore, VGVP module on PSMF points

out the need for navigaton support through the document: “The content shall be indexed

to allow for efcient navigaton in the document.” [5: secton 2.3.2] The use of the Porta-

ble Document Format (PDF) is probably the easiest way to satsfy these requirements at

the moment: main part and annexes in diferent formats (e.g. Microsof Word, Microsof

Excel) can be transformed in PDF and compiled together, bookmarks and hyperlinks can

support the navigaton through the document. However, the administratve burden to

compile such a PDF compiling is not negligible. According to the author's experience, it

takes minimum one hour. For certain annexes (e.g. list of MAs, list of 3rd party), the PDF

format is of limited value and restrains the functonalites usually available in the original
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format (e.g. fltering functon, pivot table in Microsof Excel). It is expected that PV inspec-

tors will request the separate submission of annexes in a searchable format in additon to

the compiled PSMF. MAHs may consider to protect the data of such annexes from corrup-

ton, or unintended deleton, for example by using a password. 

The requirements for publicaton of the PSMF for submission purposes add quite of a bur-

den of the PV teams maintaining the document. The modern world would ofer other so-

lutons to safely share access to a document maintained electronically (e.g. Microsof

Share Point). The recent pandemic has shown companies making huge steps toward a pa-

perless ofce, which is also benefcial to our environment. This was commented by Ani-

mal Health for Europe in its positon paper from 8. June 2021, but the requirement was

kept in the fnal version of IR 2021/1281. [16: secton 3.8]

 3.4 INTRODUCTION WITHIN THE MARKETING AUTHORIZATION DOSSIER

 3.4.1 Creaton of the PSMF summary

As presented in secton 1.2.1, only a PSMF summary is now included in applicaton

dossiers for marketng authorizaton. [1: Art. 8, para. 1(c)] Art. 23 IR 2021/1281 describes

the content of the PSMF summary:

– “(a) the pharmacovigilance system master fle reference number;

– (b) the pharmacovigilance system master fle locaton

– (c) name, contact details and place of operaton of the qualifed person responsible

for pharmacovigilance

– (d) the signed statement referred to in Artcle 22(2)(b), point (I)

– (e) the type of record management system used for adverse events reports includ-

ing the name of the database, if applicable.” [2]
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The PSMF summary is reduced to administratve informaton related to the MAH and its

PV system. Although not specifed in IR2021/1281 it is recommendable to apply the same

version control principles to the PSMF summary than to the PSMF itself. Furthermore, it

should be easily available to the Regulatory Afairs teams in charge of marketng autho-

rizaton submissions.

 3.4.2 PSMF summary and the Union Product Database

Some informaton contained in the PSMF summary are included into the Union Product

Database (UPD): the PSMF number, the PSMF locaton and the name and contact details

of the QPPV.

It is to note that Art. 74 para. 1 REG 2019/6 foresees this informaton to be included in

the Union Pharmacovigilance Database. [1] However, the Union PV Database would not

ofer any feld to store this informaton. Finally, this requirement is met via the interface

between UPD and the Union PV Database as established in Art. 74 para. 2 REG 2019/6. [1]

The creaton and populaton of the UPD is under the responsibilites of the NCAs. The

MAHs are asked to either forward the informaton on their PSMF and QPPV to the NCAs

directly or to submit a Variaton Not Requiring Assessment (VNRA, see secton 3.4.3). [17:

queston 25]

 3.4.3 Variaton Not Requiring an Assessment (VNRA)

The annex to Implementng Regulaton 2021/17 lists the variatons for which an assess-

ment by the NCAs is not considered necessary. A VNRA shall be submited in relaton with

the PSMF for the following topics:

– change in name and/or contact details of the QPPV (C.1)

– change in locaton of the PSMF (C.5)

– introducton of the PSMF summary in replacement of the DDPS (C.6) [18]
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It means that within 30 days afer the item was changed in the company, the authorites

should be notfed per VNRA. There is no need to wait for an approval by the authorites

to make the changes. The companies are more fexible in the implementaton of impor-

tant changes in relaton with the PSMF and their PV system, and the tme they decide to

implement those. The VNRA also lower the administratve burden in Regulatory Afairs

teams, in comparison to the submission of a variaton Type IB for any modifcaton made

to the DDPS. 
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 4 DISCUSSION AND CONCLUSION

One aim of REG 2019/6 was the announced reducton of the administratve burden for

veterinary pharmaceutcal companies in general. Is this goal achieved with the PSMF?

To some extend yes and certainly, the introducton of the PSMF summary in the replace-

ment of the DDPS in authorizaton dossiers as well as the introducton of VNRA to notfy

changes to the PSMF summary is an important relief for the Regulatory Afairs teams in

the companies. Only some key informaton related to the PV system is variaton-relevant

and these variatons will not require assessment by NCAs. However, companies should

also consider the update of the Union Product Database for these key items in the future. 

On the other hand, the extent of the informaton to be collected in the PSMF increases

massively the workload of the PV teams. The DDPS was including less informaton, and

this informaton was usually available within the PV teams and controlled by the PV de-

partments. With the PSMF, the companies face new and major challenges to gather the

requested data, which are in general not yet available at one point within the company

and/or not with the required level of details. In many cases, the compilaton of the data is

stll a manual efort. It impacts the PV teams but also other teams in the company. Data

owners outside of PV (e.g. Regulatory Afairs, Quality Assurance) need to improve their

own systems and processes to be able to provide the requested data. There is some hope

that the current challenges will decrease with the tme and the improvement of the com-

pany's systems, but this will take tme and burn resources.

In comparison to the PSMF, the DDPS contained informaton that was quite stable over

the tme. Only important changes to the PV system would have triggered the update of

the DDPS, while most of the PSMF annexes are prone to frequent changes (e.g. list of

marketng authorizatons, list of SOPs). Companies are required to contnuously update

their PSMF, if they want to comply with the regulatory requirements of being 'up-to-

date'. The complexity of the modular structure requires the development of a special ex-

pertse within the PV team to deal with the PSM. The maintenance processes become
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quite complex, due to the enormous requirements made in REG 2019/6 and its secondary

legislaton in terms of version control and publishing The PV teams need to keep track of

each part of the PSMF that has been updated. The repository used should identfy clearly

the current versions, in order to secure a compilaton of the PSMF into a single printable

document within seven calendar days. Beside validated DMSs, there are currently only a

few sofware solutons available on the market that could support the maintenance

process of the PSMF as required. But those solutons will not be accessible to all veteri -

nary companies, because of the IT infrastructure and costs related to their use. 

It seems that in practce, the workload has been shifed from one team in the company

(Regulatory Afairs) to the next one (PV). In additon, the extended informaton required

and the maintenance process will require to allocate dedicated resources to the PSMF,

which are not counterbalanced by the more convenient regulatory procedure.

The modular concept of the PSMF, with a main part supplemented by annexes, increases

the fexibility in terms of process for the maintenance: selected parts can be updated

when necessary. Companies can decide, using a risk-based approach, how ofen they will

update which part of the PSMF. Envisaging a future where processes are more and more

automatzed, the structure of the PSMF opens interestng opportunites. For annexes that

are extracted from validated electronic systems, the MAHs may consider semi- to full au-

tomated update of those annexes, reducing the workload of the PV teams in charge. A

real tme extracton of the data whenever they are needed, for a submission, during an in-

specton, for the QPPV, may become possible: the update would not follow an iteraton

process but occur on-demand. Automaton can also support the capture of the changes

between subsequent versions, in order for the PV teams to assess the impact on the main

part of the PSMF. However, these possible opportunites require signifcant investment in

tme and money within the companies to implement the smart electronic systems need-

ed. It assumes also that the competent authorites and their PV inspectors will accept to
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follow the industry on this path and align their approaches during inspectons. At this

stage no one can predict the positon of authorites and inspectors.

Because the administratve burden increased for PV teams to maintain a descripton of

their PV system in the format of the PSMF, companies should look at the added values

they can create with this document. The main purpose described in REG 2019/6 is the PV

inspecton preparaton, which will not recur too ofen. [1] However, the informaton gath-

ered in the PSMF and updated on regular basis can be useful for the QPPV. The second

part of this master thesis showed the important overlap between the items a QPPV needs

to have oversight on, and the informaton collated in the PSMF. Furthermore, this infor-

maton is available in a standardized and organized manner, at one place. The develop-

ment of semi- and automated update processes will also beneft to the QPPV, and make

updated data easily available at any tme for his/her oversight. Therefore the PSMF can

and should be more than a document maintained for regulatory and inspecton purposes.

It is to note that the data in the PSMF give a statc picture of the PV system at the tme

the PSMF is updated. In additon, the PSMF provides limited insight into the changes over

tme, with excepton of the logbook. Companies may take the opportunity of building new

processes for the PSMF maintenance to go beyond the regulatory requirements and also

capture the changes between subsequent versions of the annexes. This will help the

QPPV to spot at a glance the new items in the PV system (e.g. newly authorized products,

new audit fndings). Because the PSMF did not fully overlap with the items to be under

oversight of the QPPV, companies may also choose to embed additonal tracking process

(e.g. for clinical trials) into their iteraton update of the PSMF. 

Uncertaintes remain at this stage about the expectatons of authorites and PV inspectors

in relaton with the PSMF, its format, its content and the maintenance process. For exam-

ple, it is unclear if a repeated update of the PSMF every three months will be considered

in compliance with the requirements to have an 'up-to-date' document. Many questons
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also arise along with the new items like the list of KPIs, the dose factors and the list of risk

minimizaton measures. It will be interestng to observed the results of the frst PV inspec-

tons, to be conducted assumably during the second half of 2022. It is to hope that at

least trends and frequent fndings will be shared with the companies soon in 2023. 
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SUMMARY

With the implementaton of the Regulaton (EU) 2019/6, veterinary pharmaceutcal com-

panies are requested to create and maintain a new document describing their pharma-

covigilance (PV) system: the Pharmacovigilance System Master File (PSMF). The PSMF it-

self is maintained in house while a short PSMF summary, containing administratve infor-

maton and a few key items of the PV system is submited with the applicaton dossier.

Any changes to the PSMF summary are easily notfed to Competent Authorites via Varia-

ton Not Requiring an Assessment and the Union Product Database is updated. Compe-

tent Authorites in the Member States are expected to inspect regularly that the descrip-

ton of the PV system in the PSMF is adequately applied within the company. 

The PSMF has a modular format, with a main text part organized in defned sectons and

supplemented by several annexes. The PSMF should be up-to-date and therefore compa-

nies should develop and implement processes to update main part and annexes regularly.

The regulatory requirements made in the Regulaton 2019/6 and its secondary legislaton

are high: 

– the content of the annexes reaches a high level of details

– the scope of the informaton goes far beyond the data usually owned by PV

– the regular update should be sustained by a sound fling process, including version

control

The PSMF increases the administratve burden for veterinary companies. The require-

ments are going far beyond the former Detailed Descripton of the PV System (DDPS).

However, it may be a valuable tool for the oversight of the QPPV on the PV system, and

the eforts invested by the PV teams to create and maintain the PSMF can be rewarded in

this way. 
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ANNEX I: COMPARISON OF STRUCTURE AND CONTENT OF THE DDPS AND THE PSMF

Notes: The italicized texts in the table below are quotes from the guidance and legislaton mentoned in the frst row of each column. The items

highlighted on blue are new and do not fnd any corresponding items in the DDPS.

DDPS: sectons and content

Volume 9 B – Part I, secton 2.3.3

PSMF: sectons and content

IR 2021/1281

Not applicable Secton A containing general informaton regarding the 
pharmacovigilance system master fle

– (i) pharmacovigilance system master fle reference number

– (ii) pharmacovigilance system master fle locaton for the 
purpose of pharmacovigilance inspectons in accordance with 
Artcle 126(4) of Regulaton (EU) 2019/6;

Annex I = Logbook

a) QPPV

– The name of the QPPV located in the EEA. The business 

Secton B containing informaton regarding the qualifed person 
responsible for pharmacovigilance, assistant veterinary surgeon and 
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DDPS: sectons and content

Volume 9 B – Part I, secton 2.3.3

PSMF: sectons and content

IR 2021/1281

address and contact details should be provided in the MAA 
form. Companies might, for example, use a 24-hour telephone 
number through which the QPPV or their back-up can be 
reached, divertng it to the appropriate person according to 
availability.

– A summary Curriculum Vitae (CV) of the QPPV with the key 
informaton relevant to their role (main qualifcatons, training 
and experience).

– A summary of responsibilites

– A descripton of the back-up procedure to apply in the absence 
of the QPPV.

associated back-up procedures:

– (i) informaton on the qualifed person responsible for 
pharmacovigilance including name, contact details and a 
signed statement from the marketng authorisaton holder and
the qualifed person confrming that the qualifed person 
concerned has the necessary means to fulfll the tasks and 
responsibilites required by Regulaton (EU) 2019/6;

– (ii) documentaton on the marketng authorisaton holder 
arrangements concerning the assistant veterinary surgeon 
referred to in Artcle 3(2), if applicable, including the contact 
details

– (iii) a descripton of back-up arrangements that apply in the 
absence of the qualifed person responsible for 
pharmacovigilance or the veterinary surgeon, assistng the 
qualifed person responsible for pharmacovigilance referred to 
in Artcle 2(6)

Annex II: additonal informaton regarding the qualifed person 
responsible for pharmacovigilance, assistant veterinary surgeon, and 
associated back-up arrangements:



The pharmacovigilance of veterinary medicinal products under Regulaton (EU) 2019/6 : introducton of the 
Pharmacovigilance System Master File

Page 61

DDPS: sectons and content

Volume 9 B – Part I, secton 2.3.3

PSMF: sectons and content

IR 2021/1281

– (i) curriculum vitae including informaton on qualifcatons and 
training of the qualifed person responsible for 
pharmacovigilance as referred to in Artcle 3(1) and, if 
applicable, the assistant veterinary surgeon as referred to in 
Artcle 3(2)

– (ii) a descripton of the tasks and responsibilites of the 
qualifed person responsible for pharmacovigilance

– (iii) proof of registraton with the pharmacovigilance database

– (iv) a list of the pharmacovigilance actvites that have been 
delegated by the qualifed person responsible for 
pharmacovigilance to third partes

b) Organizaton

– Identfcaton and locaton of the company units or other 
organizatons where the principal EEA and global 
pharmacovigilance actvites are undertaken (in partcular 
those sites where the main databases are located, where 
adverse events are collated and reported and where PSURs are
prepared and processed for reportng to the competent 
authorites). Identfcaton of afliates may be made in a 

Secton C containing informaton on the marketng authorisaton 
holder:

– (i) a detailed descripton of the organisatonal structure of the 
marketng authorisaton holder, including a parent company or
group of companies associated

– (ii) the positon of the qualifed person responsible for 
pharmacovigilance within the organisaton
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DDPS: sectons and content

Volume 9 B – Part I, secton 2.3.3

PSMF: sectons and content

IR 2021/1281

general sense, rather than afliate-by-afliate.

– Identfcaton of the point(s) in the EEA at which 
pharmacovigilance data are accessible (to include access to 
adverse events, PSURs and the global pharmacovigilance 
data).

– High level organizaton chart(s) providing an overview of the 
global and EEA pharmacovigilance units and organisatons 
(identfed above) and, illustratng the relatonships between 
them, with afliate/parent companies, and contractors. The 
chart(s) should show the main reportng relatonships with 
management and clearly show the positon of the EEA QPPV 
within the organisaton. Individual names of people should not 
be included here. Licensing partnerships are usually product 
specifc and should be indicated in a product specifc 
addendum, in the MAA for that product, unless a partnership is
a consistent feature of the company’s organisaton, across 
most products.

– A brief summary of the pharmacovigilance actvites 
undertaken by each of the organisatons/units identfed 
above.

Annex III: additonal informaton on the marketng authorisaton 
holder:

– (i) a list of all veterinary medicinal products covered by the 
pharmacovigilance system master fle, including the 
internatonal non-proprietary name (INN) of the actve 
substances, if applicable, the Member States in which the 
product is authorised or registered, the type of procedure for 
authorisaton and the authorisaton numbers in each Member 
State where the product is authorised

– (ii) a list of reference numbers for other pharmacovigilance 
system master fles held by the same marketng authorisaton 
holder, where applicable

– (iii) a list of local or regional representatves for the purpose of 
receiving reports of suspected adverse events, including their 
contact details, responsibilites and territories, where 
applicable

– (iv) a list of the sites where pharmacovigilance actvites listed 
in Artcle 4(3), (4), (5) and (6) are carried out
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DDPS: sectons and content

Volume 9 B – Part I, secton 2.3.3

PSMF: sectons and content

IR 2021/1281

– Flow diagrams indicatng the fow of safety reports of diferent
sources and types. These should indicate how 
reports/informaton are processed and reported from the 
source, to the point of receipt by the competent authorites. 
These should be limited to the major processes.

d) Databases

– A listng of the main databases used for pharmacovigilance 
purposes (e.g. compilaton of safety reports, 
expedited/electronic reportng, signal detecton, sharing and 
accessing global safety informaton) and brief functonal 
descriptons of these should be provided including a statement 
regarding the validaton status of the database systems.

– A statement should be included regarding the compliance of 
the systems with the internatonally agreed standards for 
electronic submission of adverse reacton reports as referred to
in Part III: Guidelines for Marketng Authorisaton Holders, 
Competent Authorites and the Agency on Electronic Exchange 
of Pharmacovigilance Informaton in the EU

– A copy of the registraton, of the QPPV, with the 

Secton D containing a descripton of the document management 
system referred to in Artcle 5, including the record management 
system for adverse event recording referred to in Artcle 10

No corresponding annex
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DDPS: sectons and content

Volume 9 B – Part I, secton 2.3.3

PSMF: sectons and content

IR 2021/1281

EudraVigilance Veterinary system and identfcaton of the 
process used for electronic reportng to the NCAs and the 
Agency.

There should be an indicaton of the responsibility for the operaton of 
the databases and their locaton (with reference to the locatons 
identfed above under subheading “Organisaton”).

g) Documentaton

Provide a brief descripton of the locatons of the diferent types of 
pharmacovigilance source documents, including archiving 
arrangements. Reference can be made to the organisaton charts 
provided above under subheading “Organisaton”.Secton D 
containing a descripton of the document management system 
referred to in Artcle 5, including the record management system for 
adverse event recording referred to in Artcle 10

c) Procedures in place, which are documented in writng

An essental element of any pharmacovigilance system is that there 
are clear, writen procedures in place. The follow procedures. The 
DDPS should indicate for which of these topics there are writen 

Secton E containing a descripton of the quality management system 
for pharmacovigilance actvites

– (i) a descripton of the processes used for pharmacovigilance 
actvites referred to in Artcle 4(3), (4), (5) and (6) (see end of 
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DDPS: sectons and content

Volume 9 B – Part I, secton 2.3.3

PSMF: sectons and content

IR 2021/1281

procedures in

place, but should not list the procedure ttles per se. A procedure may 
cover one or more of the topics or one topic may have one or more 
procedures depending on its complexity and the organisaton of the 
company. Care should be taken to ensure that quality control and 
review are appropriately addressed in the various processes, and 
refected in the relevant procedures.

[list of procedures]

The DDPS should indicate the processes for which writen procedures 
are available. A list and copies of the global and EEA procedures 
should be available within two working days afer receipt by the MAH 
of competent authorites' request. Any additonal local procedures 
should be available to respond to specifc requests.

h) Quality management system

[...] A brief descripton of the responsibilites for quality assurance 
auditng of the pharmacovigilance system, including where 
appropriate auditng of sub-contractors, should be provided.

table for the details);

– (ii) a descripton of the training management system in place 
referred to in Artcle 6(2);

– (iii) a descripton of the system used for documentng or 
archiving informaton referred to in Artcle 5(2);

– (iv) a descripton of the system for monitoring the performance
of the pharmacovigilance system as referred to in Artcle 7

– (v) a descripton of the responsibilites for quality assurance 
auditng of the pharmacovigilance system as referred to in 
Artcle 8 including, where appropriate, auditng of 
subcontractors;

– (vi) a list of audits associated with unresolved critcal or major 
fndings;

– (vii) a descripton of the correctve and preventve acton plan 
management and change management in place as referred to 
in Artcle 9

Annex IV: further details about the quality management system:
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DDPS: sectons and content

Volume 9 B – Part I, secton 2.3.3

PSMF: sectons and content

IR 2021/1281

f) Training

Staf should be appropriately trained for performing 
pharmacovigilance related actvites, taking into account their role 
within the company. This includes not only staf within the 
pharmacovigilance units but also staf who may receive or process 
safety reports, such as sales personnel, or feld trial/clinical research 
staf. Provide a brief descripton of the training system and indicate 
where the training records, CVs and job descriptons are fled.

i) Supportng documentaton

The MAH should ensure that the pharmacovigilance system is in place 
and documented.

An essental feature of a pharmacovigilance system is that it is clearly 
documented to ensure that the system functons properly, that the 
roles and responsibilites and required tasks are clear to all partes 
involved and that there is provision for proper control and when 
needed change of the system.

– (i) a list of documents, policies, procedures and processes used 
for the pharmacovigilance actvites referred to in Artcle 4(3), 
(4), (5) and (6)

– (ii) a list of all scheduled and completed audits including 
outstanding critcal and major fndings

– (iii) a list of performance indicators and how to use them, as 
referred to in Artcle 7, as applicable

– (iv) the informaton on training plans and records referred to in
Artcle 6(2)

– (v) the methodology to calculate the factor referred to in 
Artcle 14(2);

– (vi)a list of risk management measures and the outcome of risk
minimisaton measures;

e) Contractual arrangements with other persons or organizatons 
involved in the fulfllment of pharmacovigilance obligatons

Secton F containing a descripton of the contractual arrangements 
between marketng authorisaton holders and third partes concerning
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DDPS: sectons and content

Volume 9 B – Part I, secton 2.3.3

PSMF: sectons and content

IR 2021/1281

Links with other organisatons such as co-marketng agreements and 
contractng of pharmacovigilance actvites should be outlined. The 
company should identfy the major subcontractng arrangements it 
has for the conduct of its pharmacovigilance actvites and the main 
organisatons to which it has subcontracted these (in partcular where 
the role of the QPPV, the electronic reportng of adverse events, the 
main databases, signal detecton, or the compilaton of PSURs is 
subcontracted).

A brief descripton of the nature of the agreements the company 
establishes with co-marketng partners and contractors for 
pharmacovigilance actvites should be provided. Co-licensing or co-
marketng arrangements within the EEA should be identfed and the 
distributon of the major responsibilites between the partes made 
clear.

Since co-licensing or co-marketng arrangements are mainly product 
specifc, any informaton on these may be provided in a product 
specifc addendum, in the MAA. Likewise if subcontractng is product 
specifc this should be indicated in a product specifc addendum.

pharmacovigilance actvites, where applicable.

Annex V: further informaton on contractual arrangements between 
marketng authorisaton holders and third partes concerning 
pharmacovigilance actvites:

– (i) a list of the actvites or services subcontracted by the 
marketng authorisaton holder to third partes to fulfl 
pharmacovigilance obligatons and informaton on who the 
actvites or services are subcontracted to, including the name 
and address any subcontractors, where applicable;

– (ii) a list of the tasks of the qualifed person responsible for 
pharmacovigilance referred to in Artcle 78 of Regulaton (EU) 
2019/6 that have been totally or partally outsourced and the 
informaton on who the actvites or services are subcontracted
to, including the name and address of the subcontractor(s), 
where applicable;

– (iii) a list of existng contracts and agreements with third 
partes, where applicable, including the products and 
territories concerned.
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DDPS: sectons and content

Volume 9 B – Part I, secton 2.3.3

PSMF: sectons and content

IR 2021/1281

List of procedures as per part c)

– The actvites of the QPPV and the back-up procedure to apply 
in their absence.

– The collecton, processing (including data entry and data 
management), quality control, coding, classifcaton, 
veterinary review and reportng of adverse events:

– Reports of diferent types: Organised data collecton 
schemes (solicited), unsolicited, clinical trials, literature

– The process should ensure that reports from diferent sources 
are captured:

– EEA and third countries, veterinarians and other health 
care professionals, animal owners, sales and marketng 
personnel, and other MAH personnel, licensing partners, 
competent authorites, others

– The follow-up of reports for missing informaton and for 
informaton on the progress andoutcome of the case(s)

– Detecton of duplicate reports

– Expedited reportng

Details on the processes used for pharmacovigilance actvites and 
refered to in secton E and annex IV.1:

• Art 4(3): document management, training, audit and change 
management

• Art 4(4):

– (a) inital recording of any suspected adverse event; 

– (b) collecton of additonal data; 

– (c) collaton of reports of suspected adverse events and 
additonal data; 

– (d) data handling other than mentoned in points (a) to (c); 

– (e) evaluaton of data; 

– (f) monitoring of quality, integrity and completeness of all 
informaton registered in the pharmacovigilance system 
including informaton reported to the Union 
pharmacovigilance database and management of 
duplicates; 

– (g) recording of any adverse event in the Union 
pharmacovigilance database; 
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DDPS: sectons and content

Volume 9 B – Part I, secton 2.3.3

PSMF: sectons and content

IR 2021/1281

– Electronic reportng

– PSURs: The preparaton, processing, quality control, review
including veterinary review and reportng 

– Global pharmacovigilance actvites applying to all products: 
Contnuous safety profle of authorised VMPs (product-specifc 
risk management and pharmacovigilance planning are not 
addressed in this Chapter):

– Signal detecton and review,

– Beneft-risk assessment,

– Reportng and communicaton notfying CA and health care
professionals of changes to the risk-beneft balance of 
products, etc

– Interacton between safety issues and product defects

– Responses to requests for informaton from competent 
authorites

– Handling of urgent safety restrictons and safety variatons 

– Meetng commitments to competent authorites in relaton to 
a marketng authorisatons 

– (h) archiving of all relevant documents.

• Art 4(5): risk management, monitoring of the beneft-risk 
balance, signal management and communicaton to all 
relevant staekholders

• Art 4(6): maintenance and availability of the PSMF
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DDPS: sectons and content

Volume 9 B – Part I, secton 2.3.3

PSMF: sectons and content

IR 2021/1281

– Management and use of databases or other recording systems

– Internal audit of the pharmacovigilance system

– Training 

– Archiving
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ANNEX II : OVERSIGHT OF THE QPPV

Items the QPPV shall have oversight on Corresponding PSMF sections and annexes

Applicable legislation:

• Reg 2019/6, Art. 78

• VGVP on PSMF, section 2.1

Note: the items have been grouped when information can be
found in one and the same section of the PSMF or the same
annex.

Applicable legislation.

• IR (EU) 2021/1281, Art.. 22 and following

Quality control and assurance procedures

Standard operating procedures

Section E containing a description of the quality management 
system for pharmacovigilance activities

– (i) a description of the processes used for 
pharmacovigilance activities referred to in Article 4(3), (4),
(5) and (6) (see end of table for the details);

– (iii) a description of the system used for documenting or 
archiving information referred to in Article 5(2);

Annex IV: further details about the quality management system:
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Items the QPPV shall have oversight on Corresponding PSMF sections and annexes

– (i) a list of documents, policies, procedures and 
processes used for the pharmacovigilance activities 
referred to in Article 4(3), (4), (5) and (6) 

PSMF preparation and maintenance Section A containing general information regarding the 
pharmacovigilance system master file

Annex I: Logbook if changes in PSMF main part 

Section E containing a description of the quality management 
system for pharmacovigilance activities

– (i) a description of the processes used for 
pharmacovigilance activities referred to in Article 4(3), (4),
(5) and (6) (see end of table for the details);

– (iii) a description of the system used for documenting or 
archiving information referred to in Article 5(2);

Annex IV: further details about the quality management system:

– (i) a list of documents, policies, procedures and 
processes used for the pharmacovigilance activities 
referred to in Article 4(3), (4), (5) and (6)
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Items the QPPV shall have oversight on Corresponding PSMF sections and annexes

Database operations Section D containing a description of the document 
management system referred to in Article 5, including the record
management system for adverse event recording referred to in 
Article 10

Annex I: logbook if changes in the PV database used

Safety reporting, signal management Section C containing information on the marketing authorisation 
holder:

– (i) a detailed description of the organisational structure of 
the marketing authorisation holder, including a parent 
company or group of companies associated

– (ii) the position of the qualified person responsible for 
pharmacovigilance within the organisation

Annex III: additional information on the marketing authorisation 
holder:

– (i) a list of all veterinary medicinal products covered by 
the pharmacovigilance system master file, including the 
international non-proprietary name (INN) of the active 
substances, if applicable, the Member States in which the
product is authorised or registered, the type of procedure 
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Items the QPPV shall have oversight on Corresponding PSMF sections and annexes

for authorisation and the authorisation numbers in each 
Member State where the product is authorised

– (ii) a list of reference numbers for other 
pharmacovigilance system master files held by the same 
marketing authorisation holder, where applicable

– (iii) a list of local or regional representatives for the 
purpose of receiving reports of suspected adverse 
events, including their contact details, responsibilities and
territories, where applicable

– (iv) a list of the sites where pharmacovigilance activities 
listed in Article 4(3), (4), (5) and (6) are carried out

Annex IV: 

– (vi) a list of risk management measures and the outcome 
of risk minimisation measures

Post-marketing surveillance studies No corresponding section nor annex

Communication to stakeholders No corresponding section nor annex

Contractual/sub-contractual arrangements Section F containing a description of the contractual 
arrangements between marketing authorisation holders and third
parties concerning pharmacovigilance activities, where 
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Items the QPPV shall have oversight on Corresponding PSMF sections and annexes

applicable.

Annex V: further information on contractual arrangements 
between marketing authorisation holders and third parties 
concerning pharmacovigilance activities:

– (i) a list of the activities or services subcontracted by the 
marketing authorisation holder to third parties to fulfill 
pharmacovigilance obligations and information on who 
the activities or services are subcontracted to, including 
the name and address any subcontractors, where 
applicable;

– (ii) a list of the tasks of the qualified person responsible 
for pharmacovigilance referred to in Article 78 of 
Regulation (EU) 2019/6 that have been totally or partially 
outsourced and the information on who the activities or 
services are subcontracted to, including the name and 
address of the subcontractor(s), where applicable;

– (iii) a list of existing contracts and agreements with third 
parties, where applicable, including the products and 
territories concerned.

Compliance data (e.g. in relation to the quality, completeness 
and timelines for safety reporting and signal management)

Section E containing a description of the quality management 
system for pharmacovigilance activities:
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Items the QPPV shall have oversight on Corresponding PSMF sections and annexes

– (iv) a description of the system for monitoring the 
performance of the pharmacovigilance system as referred
to in Article 7

Annex IV: 

– (iii) a list of performance indicators and how to use them, 
as referred to in Article 7, as applicable

Audit reports; 

Preventive or corrective action plan preparation and 
implementation

Section E containing a description of the quality management 
system for pharmacovigilance activities:

– (v) a description of the responsibilities for quality 
assurance auditing of the pharmacovigilance system as 
referred to in Article 8 including, where appropriate, 
auditing of subcontractors;

– (vi) a list of audits associated with unresolved critical or 
major findings;

– (vii) a description of the corrective and preventive action 
plan management and change management in place as 
referred to in Article 9

Annex I: logbook for update to section E on list of audits 
associated with unresolved critical and major findings
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Items the QPPV shall have oversight on Corresponding PSMF sections and annexes

Annex IV:

– (ii) a list of all scheduled and completed audits including 
outstanding critical and major findings

Training of personnel in relation to pharmacovigilance Section E containing a description of the quality management 
system for pharmacovigilance activities:

– (ii) a description of the training management system in 
place referred to in Article 6(2);

Annex IV:

– (iv) the information on training plans and records referred 
to in Article 6(2)



The pharmacovigilance of veterinary medicinal products under Regulaton 
(EU) 2019/6 : introducton of the Pharmacovigilance System Master File

Page 78

ANNEX III: SURVEY – FORMS
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EU Regulation 2019/6 – Survey to introduction of the PSMF

Dear members of the Pharmacovigilance Working Group, dear colleagues, 

in the scope of a Master for Drug Regulatory Affairs I'm enrolled at the university of 
Bonn, I'm conducting a survey related to the new Pharmacovigilance System Master 
File. With the Veterinary Regulation 20219/6 and its Implementing Regulation 
2021/1281, the Detailed Description of the Pharmacovigilance System (DDPS) will 
be replaced by the PSMF. I'm exploring the switch from the DDPS to the PSMF and 
its impact of the PV department in vet companies. 

You plan to introduce a PSMF in your company. Thank you very much for accepting 
to share your views on the introduction of this document in your company and the 
challenges you encountered. The survey should not take more than 10 minutes of 
your time. 

With best regards 
Magali Quetin  
Head of EU GPV  
Boehringer-Ingelheim Vetmedica GmbH 
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EU Regulation 2019/6 - Survey to introduction of the PSMF

Implementation strategy 
A. Your first version of the PSMF...

 will be fully ready by 28 January 2022 
 will be drafted by 28 January 2022 
 will be drafted at some time point within 2022 

B. In your company, you will introduce...
 one single PSMF 
 several PSMFs: 

 one per DDPS you have 
 because you take the opportunity to re-organize your PV system 

Creation of the main part (sections A to F) 
C. How many text from the previous DDPS do you estimate you'll be able to reuse to create the
main part (sections A to F) of the PSMF?

 50 % 
 80%   
 more than 80% 

D. Would you say the description of your PV system in the PSMF's main part (sections A to F) is
more detailed or less detailed than in the previous DDPS?

 more details 
 less details 

E. And why? (several choices possible)
 because you adapt the level of details to the requirements of the Implementing Regulation 
2021/1281 
 because the main part should remain quite constant and not impacted by any operative 
changes in your PV system 
 because you're awaiting for lessons learned from the first inspections to adapt the level of 
details to the authorities expectations 
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EU Regulation 2019/6 – Survey to introduction of the PSMF

Creation of the annexes 
F. Which 3 annexes are the most challenging to create within your company? Please choose 3 and
rank them by 1, 2 and 3.

Annex I: a logbook 
Annex II: additional information regarding the qualified person responsible for 
pharmacovigilance, 
Annex III1 (i) a list of all veterinary medicinal products covered by the pharmacovigilance 
system master file 
Annex III (ii) a list of reference numbers for other pharmacovigilance system master files 
held by the same marketing authorisation holder, where applicable; 
Annex III (iii) a list of local or regional representatives 
Annex III (iv) a list of the sites where pharmacovigilance activities listed in Article 4(3), (4), 
(5) and (6) are carried out;
Annex IV2 (i) a list of documents, policies, procedures and processes used for the
pharmacovigilance activities
Annex IV (ii) a list of all scheduled and completed audits including outstanding critical and
major findings.;
Annex IV (iii) a list of performance indicators and how to use them
Annex IV (iv) the information on training plans and records;
Annex IV (v) the methodology to calculate the factor referred to in Article 14(2);
Annex IV (vi) a list of risk management measures and the outcome of risk minimisation
measures;
Annex V3 (i) a list of the activities or services subcontracted by the marketing authorisation
holder to third parties
Annex V (ii) a list of the tasks of the qualified person responsible for pharmacovigilance
that have been totally or partially outsourced
Annex V (iii) a list of existing contracts and agreements with third parties

What is for each for the 3 the challenges encountered? (several choices possible) 
For 1: 

Information not available at one single point within the company yet 
Level of details required not available at one single point within the company yet 
Tracking and electronic systems in use to store the information required are not designed to 
deliver it (i.e. no or limited reporting functionalities) 
Lack of cooperation from interacting departments and/or data owners with PV 
Lack of guidance from the authorities or delay in guidance publication 
Other, please specify 

For 2: 
Information not available at one single point within the company yet 
Level of details required not available at one single point within the company yet 
Tracking and electronic systems in use to store the information required are not designed to 
deliver it (i.e. no or limited reporting functionalities) 
Lack of cooperation from interacting departments and/or data owners with PV 
Lack of guidance from the authorities or delay in guidance publication 
Other, please specify 

1 Annex III: additional information on the marketing authorisation holder 
2 Annex IV: further details about the quality management system 
3Annex V: further information on contractual arrangements between marketing authorisation holders and third parties 

concerning pharmacovigilance activities 
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EU Regulation 2019/6 – Survey to introduction of the PSMF 

For 3:
Information not available at one single point within the company yet 
Level of details required not available at one single point within the company yet 
Tracking and electronic systems in use to store the information required are not designed to 
deliver it (i.e. no or limited reporting functionalities) 
Lack of cooperation from interacting departments and/or data owners with PV 
Lack of guidance from the authorities or delay in guidance publication 
Other, please specify 

G. Do you see these challenges encountered have an impact for the first version of your company's
PSMF:

 Yes 
 No 

If yes, please specify (several choices possible) 
You consider the document potentially incomplete. 
You consider the quality of the document not at the appropriate level yet. 
The data may be not reliable 

H. What is your strategy during 2022 for the annexes of your company's PSMF?
Update on regular basis. 

If you tick this choice, please specify the update interval envisaged: 
monthly 
quarterly 
6-monthly

Update after more guidance and first lessons learned from PV inspections are available 
No update in 2022 

Maintenance process of the PSMF 
I. For the maintenance of the annexes...

 you will develop a process for each annex, as you create them. 
 you will develop the process during 2022, after the first version of each annex is available. 

J. Logbook: how do you plan to detect changes to the information included in the annexes that
would have an impact of the main part and therefore would require inclusion into the logbook?

 Manual process of review and comparison of the annexes content 
 Semi-automated process 
 You expect the data owner to provide an overview of the changes in comparison to the 
previous version. 

K. Resources for the future maintenance process: how do you estimate the resource needs for the
maintenance of the PSMF in your company?

 One dedicated FTE 
 0.5 dedicated FTE 
 Less than 0.5 dedicated FTE 

L. Do you plan to externalize/outsource the maintenance of your company's PSMF?
 Yes 
 No 
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EU Regulation 2019/6 – Survey to introduction of the PSMF

Filing/archiving and publishing 
M. Do you plan to use a dedicated tool to manage the filing/archiving of the single parts (main part,
annexes) of your PSMF?

 Yes. 
 No 
If yes, what is/are the reason(s) (multiple choices possible)? 

Compliance with the regulatory requirements. 
The tool is already available in your company 
Efficiency of the maintenance process. 

N. In case of request by the authorities, the PSMF should be compiled and sent within 7 days. How
do you intent to compile the document together?

 Manually 
 Using a publishing tool 

Your company is… 
 an SME 
 a large company 

Your company has affiliates… 
 all over the world 
 in EU only 

The QPPV function has been outsourced by your company: 
 Yes 
 No 

Thank you very much for your participation! Please send the form back to 
Magali.quetin@boehringer-ingelheim.com 
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New Veterinary Regulation (EU) 2019/6 – Survey to introduction of the PSMF

Dear members of the Pharmacovigilance Working Group, dear colleagues, 

I’m writing to you as a private person, this is not an initiative from my company 
Boehringer-Ingelheim. In the scope of a Master for Drug Regulatory Affairs I'm 
enrolled at the university of Bonn, I'm conducting a survey related to the new 
Pharmacovigilance System Master File. With the New Veterinary Regulation (EU) 
2019/6 and its Implementing Regulation (EU) 2021/1281, the Detailed Description 
of the Pharmacovigilance System (DDPS) has been replaced by the PSMF. I'm 
exploring the switch from the DDPS to the PSMF and its impact of the PV 
department in vet companies. 
You have introduced or plan to introduce the PSMF in your company. Thank you 
very much for accepting to share your views on the introduction of this document 
in your company and the challenges you encountered. The survey should not take 
more than 10 minutes of your time. 

With best regards 
Magali Quetin  
Head of EU GPV  
Boehringer-Ingelheim Vetmedica GmbH 
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New Veterinary Regulation (EU) 2019/6 - Survey to introduction of the PSMF

Implementation strategy 
A. Your first version of the PSMF...

 was fully ready by 28 January 2022 
 was drafted by 28 January 2022 
 will be drafted/ready at some time point within 2022 

B. In your company, you introduced/will introduce...
 one single PSMF 
 several PSMFs: 

 one per DDPS you have 
 because you take the opportunity to re-organize your PV system 

Creation of the main part (sections A to F) 
C. How many text from the previous DDPS do you estimate you was able to reuse to create the
main part (sections A to F) of the PSMF?

 50 % 
 80%   
 more than 80% 

D. Would you say the description of your PV system in the PSMF's main part (sections A to F) is
more detailed or less detailed than in the previous DDPS?

 more details 
 less details 

E. And why? (several choices possible)
 because you adapt the level of details to the requirements of the Implementing Regulation 
2021/1281 
 because the main part should remain quite constant and not impacted by any operative 
changes in your PV system 
 because you're awaiting for lessons learned from the first inspections to adapt the level of 
details to the authorities expectations 
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New Veterinary Regulation (EU) 2019/6 – Survey to introduction of the PSMF

Creation of the annexes 
F. Which 3 annexes are the most challenging to create within your company? Please choose 3 and 
rank them by 1, 2 and 3.

Annex I: a logbook 
Annex II: additional information regarding the qualified person responsible for 
pharmacovigilance, 
Annex III1 (i) a list of all veterinary medicinal products covered by the pharmacovigilance 
system master file 
Annex III (ii) a list of reference numbers for other pharmacovigilance system master files 
held by the same marketing authorisation holder, where applicable; 
Annex III (iii) a list of local or regional representatives 
Annex III (iv) a list of the sites where pharmacovigilance activities listed in Article 4(3), (4), 
(5) and (6) are carried out;
Annex IV2 (i) a list of documents, policies, procedures and processes used for the
pharmacovigilance activities
Annex IV (ii) a list of all scheduled and completed audits including outstanding critical and
major findings.;
Annex IV (iii) a list of performance indicators and how to use them
Annex IV (iv) the information on training plans and records;
Annex IV (v) the methodology to calculate the factor referred to in Article 14(2);
Annex IV (vi) a list of risk management measures and the outcome of risk minimisation
measures;
Annex V3 (i) a list of the activities or services subcontracted by the marketing authorisation
holder to third parties
Annex V (ii) a list of the tasks of the qualified person responsible for pharmacovigilance
that have been totally or partially outsourced
Annex V (iii) a list of existing contracts and agreements with third parties

What is for each for the 3 the challenges encountered? (several choices possible) 
For 1: 

Information not available at one single point within the company yet 
Level of details required not available at one single point within the company yet 
Tracking and electronic systems in use to store the information required are not designed to 
deliver it (i.e. no or limited reporting functionalities) 
Lack of cooperation from interacting departments and/or data owners with PV 
Lack of guidance from the authorities or delay in guidance publication 
Other, please specify 

For 2: 
Information not available at one single point within the company yet 
Level of details required not available at one single point within the company yet 
Tracking and electronic systems in use to store the information required are not designed to 
deliver it (i.e. no or limited reporting functionalities) 
Lack of cooperation from interacting departments and/or data owners with PV 
Lack of guidance from the authorities or delay in guidance publication 
Other, please specify 

1 Annex III: additional information on the marketing authorisation holder 
2 Annex IV: further details about the quality management system 
3Annex V: further information on contractual arrangements between marketing authorisation holders and third parties 

concerning pharmacovigilance activities 
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New Veterinary Regulation (EU) 2019/6 – Survey to introduction of the PSMF 

For 3:
Information not available at one single point within the company yet 
Level of details required not available at one single point within the company yet 
Tracking and electronic systems in use to store the information required are not designed to 
deliver it (i.e. no or limited reporting functionalities) 
Lack of cooperation from interacting departments and/or data owners with PV 
Lack of guidance from the authorities or delay in guidance publication 
Other, please specify 

G. Do you see these challenges encountered have an impact for the first version of your company's
PSMF:

 Yes 
 No 

If yes, please specify (several choices possible) 
You consider the document potentially incomplete. 
You consider the quality of the document not at the appropriate level yet. 
The data may be not reliable 

H. What is your strategy during 2022 for the annexes of your company's PSMF?
Update on regular basis. 

If you tick this choice, please specify the update interval envisaged: 
monthly 
quarterly 
6-monthly

Update after more guidance and first lessons learned from PV inspections are available 
No update in 2022 

Maintenance process of the PSMF 
I. For the maintenance of the annexes...

 you developed a process for each annex, as you created them. 
 you will develop the process during 2022, after the first version of each annex is available. 

J. Logbook: how do you plan to detect changes to the information included in the annexes that
would have an impact of the main part and therefore would require inclusion into the logbook?

 Manual process of review and comparison of the annexes content 
 Semi-automated process 
 You expect the data owner to provide an overview of the changes in comparison to the 
previous version. 

K. Resources for the future maintenance process: how do you estimate the resource needs for the
maintenance of the PSMF in your company?

 One dedicated FTE 
 0.5 dedicated FTE 
 Less than 0.5 dedicated FTE 

L. Do you plan to externalize/outsource the maintenance of your company's PSMF?
 Yes 
 No 
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New Veterinary Regulation (EU) 2019/6 – Survey to introduction of the PSMF

Filing/archiving and publishing 
M. Do you plan to use a dedicated tool to manage the filing/archiving of the single parts (main part, 
annexes) of your PSMF?

 Yes. 
 No 
If yes, what is/are the reason(s) (multiple choices possible)? 

Compliance with the regulatory requirements. 
The tool is already available in your company 
Efficiency of the maintenance process. 

N. In case of request by the authorities, the PSMF should be compiled and sent within 7 days. How
do you intent to compile the document together?

 Manually 
 Using a publishing tool 

Your company is… 
 an SME 
 a large company 

Your company has affiliates… 
 all over the world 
 in EU only 

The QPPV function has been outsourced by your company: 
 Yes 
 No 

Thank you very much for your participation! Please send the form back to 
Magali.quetin@boehringer-ingelheim.com 
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ANNEX IV: SURVEY – RESULTS



question 
number

A C D E

company
first version of 

PSMF 
available at

introduction of 
a single 
PSMF?

reason for 
introduction 

several 
PSMFs

reused part 
from DDPS?

detail level? why? challenge 1 reason(s) challenge 2

1 28.01.22 yes na 0.8 more adapt to IR LPV interacting dpt SDEA

2 28.01.22 yes na 0.5 less all choices SDEA E-system
activities 
outs

3 28.01.22 no
one PSMF 
per DDPS

0.5 more adapt to IR SOP

E-system, 
allocation of 
doc shared 
with HP

training

4 28.01.22 yes na 0.5 less

main part 
constant, 
lessons 
learned

SDEA

single point, e-
system, 
missing 
guidance

risk 
minimization 
measures

5 28.01.22 yes na 0.8 not answered adapt to IR SDEA
E-system, 
single point 
and details

logbook

6 28.01.22 yes na 0.5 more
adapt to IR, 
main part 
constant

SDEA

single point, 
details, e-
system , 
interacting dpt

dose factor

7 draft yes na 0.8 more adap to IR MA interacting dpt SOP

8 draft yes na 0.5 more adapt to IR KPI

e-system, 
update with 
each PSMF 
version

dose factor

F. AnnexesB



question 
number

company

1

2

3

4

5

6

7

8

H I J K

reason(s) challenge 3 reason(s)

impact of 
those 
challenges 
on the first 
version?

which 
one(s)?

update in 
2022?

maintenance 
process for 
annexes

maintenanc
e of logbook

FTE 
dedicated to 
PSMF

interacting dpt MA E-system yes reliable 6-monthly
creation process 
ongoing

manual <0.5

guidance EMA MA E-system no
wait for 
guidance

creation process 
ongoing

Semi-
automated

<0.5

not at one point audit

no specific 
audit or 
inspection 
yet

no
wait for 
guidance

creation process 
ongoing

manual <0.5

single point and 
with details, 
missing 
guidance

audit
E-system, 
guidance

yes all quarterly
after first version 
created

manual, 
data owner

<0.5

automated 
system that will 
automatically 
build up the 
logbook

yes quality quarterly
creation process 
ongoing

automated 
in future

<0.5

single point, 
details, e-
system , 
interacting dpt

audit

details, e-
system , 
interacting 
dpt

yes all
wait for 
guidance

creation process 
ongoing

Semi-
automated

<0.5

none LPV single point yes no
creation process 
ongoing

data owner 1

guidance EMA SOP E-system no 6-monthly
creation process 
ongoing

manual <0.5

F. Annexes G



question 
number

company

1

2

3

4

5

6

7

8

L M N

outsourcing 
of the PSMF

use of 
dedicated 
PSMF tool

compilation 
method

size of the 
company

affiliates
role of QPPV 
outsourced?

no
yes, 
available, 
compliance

manual SME EU no

no
yes, 
available, 
efficiency

manual large www no

no no manual large www no

no
yes, 
cmpliance, 
efficiency

manual large www no

no yes, no reason givenpublishing large www no

no

yes, 
available, 
efficiency, 
complaince

manual large www no

no no manual SME EU no

no

yes, 
available, 
efficiency, 
complaince

publishing large EU no

general information
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