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Abstract

Background: Pharmacovigilance (PV] is the science and activities relating to the detection,
assessment, understanding, and prevention of adverse effects or any other medicine/vaccine-
related problem. Since its inception in the 1960s, PV has undergone continuous evolution,
progressing from a basic level mainly focused on the collection and analysis of cases in its
earliest years to a complex system regulated by rigorous standards and laws with modern
PV. In recent years, PV has faced the challenge of adapting to rapid scientific advancements,
the complexity of the pharma industry, and the digital revolution. To better understand the
current state and future developments of PV within pharma companies, the PV working group
“Ernesto Montagna” of the Italian Society of Pharmaceutical Medicine (SIMeF ETS) conducted
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The digitalization and the new approach to drug development drove to a rapid evolution
of the healthcare environment. This change led the shift of Pharmacovigilance

activities (initially mainly focused on the collection of the adverse events), to better

ways to collect and use safety data, combined with the possibility to share them with
decision makers, improving the engagement of patients and healthcare professionals.
The Pharmacovigilance Working Group “Ernesto Montagna” of the Italian Society of
Pharmaceutical Medicine (SIMeF ETS] carried out an online Italian national survey to
have a better understanding of this new role of Pharmacovigilance in the new scenario
and the perception of the Pharmacovigilance experts about this evolution. The digital
world allows and makes easy sharing of information, including that related to the health
status of patients and side effects of drugs. Healthcare/Pharmaceutical Companies are
faced with both opportunities and challenges provided by such new ways of interaction
among patients and healthcare professionals. It is precisely the emergence of new
challenges in the scientific and technological fields and, not less important, the multiple
and different operational and management skills required by Pharmacovigilance team
members, that led us to reflect on which direction Pharmacovigilance is taking and what
is expected for the near future.

Methods: The Pharmacovigilance Working Group “Ernesto Montagna” of SIMeF ETS
distributed a questionnaire to the members of SIMeF addressing questions to the
Pharmacovigilance dedicated associates. The questionnaire was composed of open and
closed questions to explore the affiliate and corporate scenario. A simplified version of
the questionnaire was also sent to the members of Clinical Research and Medical Affairs
(RICMA] and Real Word Evidence (RWE) Working Groups of SIMeF ETS to collect the
perspective by clinical research and medical affairs on the role of Pharmacovigilance in
the Pharmaceutical Companies.

Results: The results show that the Pharmacovigilance departments in Pharmaceutical
Companies are changing their positioning and have a greater attitude to be influential not
only by executing the traditional compliance related tasks but also on more strategic and
stakeholder-oriented activities. Despite this, there are still big areas of opportunities,
and the change has just started.

Conclusion: In a scenario evolving very quickly, it is critical to manage Pharmacovigilance
in a more holistic and comprehensive way, adding to the compliance related activities,

a more customer-oriented perspective. Scientific Pharmaceutical Associations like
SIMeF ETS itself could give a valuable contribution to the development of new skills

and capabilities to Pharmacovigilance personnel, to help and support this change, in

an ecosystem rapidly evolving under the pressure of new technology and regulations, a
more patient oriented approach and a more complex drug development.
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Background other medicine/vaccine-related problem.! It is a
Pharmacovigilance (PV) is the science and activi-  critical component of the drug development and
ties relating to the detection, assessment, under- regulatory process, and it plays a vital role in
standing, and prevention of adverse effects or any ensuring the safety of patients.
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Since its inception in the 1960s, PV has under-
gone continuous evolution, progressing from a
basic level mainly focused on the collection and
analysis of cases in its earliest years to a complex
system regulated by rigorous standards and laws
with modern PV.%3 In recent years, PV has faced
the challenge of adapting to rapid scientific
advancements, the complexity of the pharmaceu-
tical industry, and the digital revolution. Patient
centricity, artificial intelligence (AI), automation
and digitalization, plus advanced therapy medici-
nal products (ATMPs), are now key drivers of
healthcare innovation, conditioning, and trans-
forming PV, too. These changes have been accel-
erated during and following the recent pandemic
period; for example, effective risk communication
during public health emergencies/crises (e.g.,
COVID situation) showed the importance of top-
ics such as patient centricity and more effective
communications around safety aspects.

Patient centricity is the healthcare approach put-
ting the patient at the center of all the decisions
pertaining to their healthcare environment; they
are directly involved and consulted for their needs
and preferences when developing and delivering
healthcare services.* Such an approach is now
taking more and more space in the Pharmaceutical
Companies, resulting in a significant impact on
PV, for example, by driving a change from the
original PV main purpose of identifying and
reporting adverse events (AEs) to making PV
concepts as an integral part of the employees and
company culture with the ambition to support
initiatives aimed at increasing PV awareness for
final stakeholders.

Therefore, patient empowerment is pushing PV
and probably will push even more significantly in
the future to go beyond its traditional role, by
increasingly considering the impact of medicines
on patients’ quality of life, where the AEs experi-
enced during disease treatment may play an
important role in patient adherence and accepta-
bility of the treatment.>

Moving to the impact of Al and digitalization
transformation in the healthcare sector, PV is not
an exception. Al is being already used to develop
new methods for detecting and analyzing AEs,
and to identify risk factors. For example,
Al-powered systems are being developed to scan
electronic health records checking for potential
AEs. These systems can identify patterns and

trends that would be difficult or impossible for
humans to detect at a convenient time.

Digital technologies are also being used to improve
the collection and reporting of AE data,%’ for
example, by allowing the direct reporting of AEs
by patients to their healthcare provider or to a
Pharmaceutical Company using a smartphone
app or website. This facilitates the intake of new
AE data for the Pharmaceutical Companies.8

Other important drivers for innovation in health-
care and in PV are the advanced therapies,
ATMP,%10 the new class of medicines derived
from living cells, genes, or tissues. Advanced ther-
apies are developed to treat a wide range of dis-
eases, including cancer, rare diseases, and
infectious diseases!!, and present unique chal-
lenges for PV for the complexity of their AEs, not
to mention that the small amount of population
treated with advanced therapies can make diffi-
cult detecting and analyzing AEs.512

Therefore, PV teams are working with clinicians
to develop patient reported outcomes measures
to assess the impact of advanced therapies on
patients’ quality of life and also new statistical
methods for detecting and analyzing AEs in small
patient populations and from new Real-World
Data sources.!314

Considering the above-discussed trends, PV has
the potential to be a critical asset for increasing
product value and to play a more strategic role for
Pharmaceutical Companies while keeping the tra-
ditional role of protecting patient’s safety.%15:16
This will influence even the perception of the
PV personnel roles within the Pharmaceutical
Companies, leading to impactful and challenging
changes in the skills and capabilities required for
the PV roles.

Having said that, we were interested to address
two main points:

v" Should we work on a different set of
competencies?

v" Should we work on a different perception
of the role also with our internal and exter-
nal stakeholders?

Bearing in mind the above questions, the PV
working group “Ernesto Montagna” of the Italian
Society of Pharmaceutical Medicine (SIMeF

journals.sagepub.com/home/taw
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ETS)!7 conducted an Italian national survey to
measure the dimension and perception of the
change in the Pharmaceutical Companies, irre-
spective of being affiliate or corporate.

The PV working group “Ernesto Montagna” is
part of SIMeF ETS (an Italian scientific society
that promotes and coordinates scientific initia-
tives and encourages the dissemination of knowl-
edge in both preclinical, clinical, and scientific
and professional training of young researchers).

The “Ernesto Montagna” working group is dedi-
cated to PV with the scope to stimulate continu-
ous evolution and awareness of PV and to sustain
capabilities and development for new PV profes-
sionals, transparently working with other scien-
tific societies and institutions.

The results of the survey are presented in this paper.

Design and methods

Two open voluntary surveys (one directed to PV
professionals, and one directed to medical affairs
as a main stakeholder of PV) were designed and
internally tested by the SIMeF PV working group;
they were distributed through a computer plat-
form using the computer-assisted web interview
(CAWI) technology, with the aim to measure
evolution of the role of PV inside pharma compa-
nies, listening from the function itself and from
another function usually strictly linked to the PV
department and more focused on the external
stakeholder like physicians or patients.

The first survey was meant for PV personnel and
was distributed in May 2023 to the members of
SIMeF ETS through dedicated email invitations
to SIMeF members and social media promotion,
to explore the expectations of PV associates work-
ing in both affiliate and corporate companies.
SIMeF ETS members included associates from
Pharmaceutical Companies (both international
and national), Medical Device Manufacturers,
Consulting Companies, and Contract Research
Organizations (CROs) working in the PV area.

This first survey consisted of 15 questions explor-
ing the following thematic areas:

e Cluster 1: Role of PV in Pharmaceutical
Companies,

e Cluster 2: Relationship with internal and
external stakeholders,
e Cluster 3: Evolution of PV.

Table Al shows questions and clusters.

The second survey (Table A2), with similar ques-
tions, was meant to collect information from
internal functions in pharma companies interact-
ing with PV. The survey was addressed in October
2023 to the members of Clinical Research
and Medical Affairs (RICMA) and Real-Word
Evidence (RWE) working groups of SIMeF ETS
to get the point of view of some of the main inter-
acting functions with PV within the Pharmaceutical
Companies specifically aiming to collect informa-
tion on activities not linked to mandatory aspects
(we aimed in our survey mostly to RWE groups
involved in observational and RWE studies more
relevant in a post-marketing setting).

The surveys did not include any patient data and
did not require any informed consent or Ethics
Committee approval. No incentives were offered,
and the surveys were voluntary. Checklist for
Reporting Results of Internet E-Surveys
(CHERRIES) guidelines were followed for all
applicable sections.!8

Completeness of the surveys was ensured as all
fields necessary for the analysis were mandatory
to be completed in both surveys. Respondents
had the possibility to review data and change their
answers, if needed, before submitting their
answers. For both surveys, we considered the
responses from Pharmaceutical Companies only,
to have comparable information. No view rate/
participation rate collection was foreseen.

Results are shown in the figures to compare from
a qualitative point of view.

Results

Overall, 75 SIMeF ETS members provided
answers to the first survey. Six (belonging to con-
sultancy agencies and CROs) out of 75 respond-
ents were excluded, as the analysis was focused
on the Pharmaceutical Companies. Data shown
are therefore coming from 69 valid respondents.

The answers to the survey confirmed the interest
in the topic for both Pharmaceutical Companies

journals.sagepub.com/home/taw
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= Affiliate = Corporate

Figure 1. Location of responders (headquarter or an
affiliate).

(subdivided into Italian headquarters—36/69,
equal to 52% of respondents—and personnel of
multinational companies, 33/69 equal to 48%)
and service providers companies (as presented in
Figure 1).

As PV is closely linked with other functions, the
reporting line of the department in the company
has been investigated (Figure 2). In the majority
of cases, the PV personnel in the affiliates reports
directly to global functions.

Cluster 1: Role of PV in Pharmaceutical
Companies

After the evaluation of the function positioning
in the organization charts, the internal perception
of the department within the company was
investigated.

58%
42%
PROACTIVE REACTIVE
33
AFFILIATE

17%

58%

= regulatory affairs
= medical affairs
no local group, PV reports directly to global functions

research and develoment

Figure 2. Reporting line of the PV department within
the company.
PV, Pharmacovigilance.

Figure 3 shows that PV is still perceived as a reac-
tive function by 58% of survey responders, and
the scenario does not change from affiliates to
headquarters. Surprisingly, the PV department
itself sees its approach as still mainly reactive
(Figure 4). Although changes are already ongoing
as it has been recognized by the majority of
respondents (59/69), they also underlined that
the PV proactive role is a bit far from being fully
recognized at the internal level according to their
perception (53.6%—37/69 responders felt not or
little recognized).

On the other hand, answer in Figure 5 shows the
significant PV evolution over the last 5years as
underlined by the 64% of responders.

58%
42%
PROACTIVE REACTIVE
36
CORPORATE

Figure 3. Perception of the PV role (reactive/proactive) according to the type of company (affiliate/corporate).

PV, Pharmacovigilance.
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70%
60%
>0% 42%
40%
30%
20%

10%

0%
proactive

58%

reactive

Figure 4. How is the PV role perceived by the PV department itself?

PV, Pharmacovigilance.

AAO0L
/70

24% L

12% —
NO A LITTLE YES

Figure 5. Evolution of the PV department in the last

Syears.
PV, Pharmacovigilance.

Looking at the answers provided to the question
related to possible improvements and actions that
can be put in place to improve PV perception in
the company (Figure 6), the most important ones
were focused on increasing training and aware-
ness (32%), being more proactive in participating
to cross-functional initiatives (25%) and carefully
considering the resources and capabilities allo-
cated to PV (16%).

Reflecting on the answers, it appears that, even
though pharma companies have usually in place
good training programs (mainly focused on the
AEs collection) according to the EU Good
Pharmacovigilance Practices, there is still a need
to work more within the pharma companies on
the awareness of scientific relevance of risk-benefit
concept, especially for departments outside PV. As

Pharmacovigilance group

17%  10%

". 16%

32% '/

25%

= COMPANY ORGANIZATION

= RESOURCES

= INVOLVEMENT OF OTHER DEPARTMENTS
TRAINING/AWARENESS

= OTHER

Figure 6. Actions that can be put in place to improve
PV perception in the company.
PV, Pharmacovigilance.

for external stakeholders, there is a need to pro-
mote a culture of PV. This need for more aware-
ness has also been evidenced by patient associations
and institutions, in particular after the pandemic
period!?: here pharma companies may have a role
in working together with institutions.

journals.sagepub.com/home/taw
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Figure 7. Interaction between PV department and the other departments within the company.

PV, Pharmacovigilance.

The reactive role of the PV department has been
also confirmed by the RICMA/RWE survey: 65%
of respondents in the affiliate and 56% of respond-
ents in the headquarters mainly considered the PV
department still as a compliance-driven “regula-
tory” role.

Despite this perception, 58% of responders in the
RICMA/RWE group highlighted an evolution of
the PV roles in the last 5years and suggested to
improve the training and awareness (52%)
together with a change in the company organiza-
tion (22%) to increase the visibility of the depart-
ment within the company.

Cluster 2: Relationship with internal and

external stakeholders

The relationship of PV department with internal
and external stakeholders was also investigated to
evaluate the network within the company and the
strategic role of PV.

Figure 7 shows that Regulatory Affairs and
Quality are the most represented departments

that partner closely with PV; as expected the col-
laboration with Medical Affairs (48%) and with
Marketing (nearly 30%) is also remarkable.

Additional considerations should be made for the
low percentage of interactions with Human
Resources and Clinical Operations teams: such
decreased interactions could be indicative of
higher level of systems automation associated
with the digital transformation within the compa-
nies (for example automatization between elec-
tronic-Case Report Form (e-CRF) and safety
database, technical trainings frequently delivered
through digital platforms).

The perception of the strategic support given by
PV is evaluated in both surveys, asking the
responders to provide a rate from 1 to 5 (1-low—
5-very high). Considering the responses provided
by the PV employees on the perception of PV
from other internal departments and the external
perception provided by the responders of RICMA/
RWEE, it has been highlighted that the PV depart-
ment could contribute with a medium-high level
to the strategic decisions of the company and that

journals.sagepub.com/home/taw
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45
40
40
35
30

20
15
15

10 9

1 2

how the PV think to be perceived by the colleagues

Figure 8. Perception of the PV department.
PV, Pharmacovigilance.

29%

Yes

Figure 9. Participation of the PV department in
activities of external stakeholder engagement.
PV, Pharmacovigilance.

the perception by the PV employees is also con-
firmed by the medical department (RICMA/
RWE) responders (Figure 8). Considerable con-
tribution to strategic decision making is indeed
linked to a risk-benefit analysis of products as well
as customer-centric management of relevant
safety information.

According to the change in the company’s mindset
increasingly focused on the stakeholder’s involve-
ment, the participation of the PV department in

375

375
36

27
25

19
16

3 4 5

m PV perception RICMA/RWE

activities of external stakeholder engagement has
been investigated and results showed in Figure 9:
29% of responders from the first survey confirmed
their involvement in these activities, suggesting a
possible evolution of the PV department to a pro-
active role, already and increasingly recognized as a
strategic role for company decision.

Cluster 3: Evolution of PV

Considering the positioning of the PV depart-
ment within the company and its evolving role,
the expectations for the future have been investi-
gated in both surveys.

Figure 10 shows that PV employees consider the
role of supporting the strategic plan for drug
development (54%) and the drug lifecycle (38%).
Interestingly, the RICMA/RWE survey shows
opposite results (52% PV supporting the lifecycle
of the drugs, 45% supporting the strategic plan of
the drugs).

Figure 11 shows some keywords associated
with PV. According to the respondents’ opinion,

journals.sagepub.com/home/taw
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Pharmacovigilance group
W Intervenes in the
strategic drug plan

m uplifts the company's
reputation

m the first and second
response

W support the life cycle of
the drug

all the previous replies

B Automation and prompt
availability of
information to grant the
patient safety

Figure 10. Definition of PV in 2030.
PV, Pharmacovigilance.

86%

90

82%
80
70
65%
60
50
40
30
20 14% 18%
15%
10%
10 ==
0% 0% 0% 0% 0% 1% 0%
0
Innovation Support Patient safety Complance / Regulatory - legal Patient safety granted trought the
requrement compliance to the regulatory requirements
PV group - intemal perception Gruppo FV - desired perception = RICMA/RWE group

Figure 11. Keywords associated with PV.
PV, Pharmacovigilance.
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patient safety is the first one, followed by compli-
ance/law  obligations/regulatory  requirement,
Support, and Innovation by PV expectations as
the third and fourth word, respectively.

The data presented reflect an expectation from
PV to evolve and be recognized as a function with
the distinctive aspect of protecting patient safety,
but able to provide strategic and innovative sup-
port as well.

If we compare the results obtained when asking
RICMA and RWE groups, the strong focus on
patient safety is present, with a slightly higher
number of respondents perceiving PV as mainly a
regulatory compliance function.

This mismatch may probably be addressed with a
better focus on safety strategic activities and on
the added value of the safety profile of the prod-
uct for patient outcomes.

Discussion

To our knowledge, this is the first systematic sur-
vey of the evolution of Italian Pharmaceutical
Companies in the field of PV, with the purpose of
assessing the level of evolution of the PV function
within Pharmaceutical Companies, including the
change in its relationship with internal and exter-
nal stakeholders, and the perception of its future
perspectives.

Among respondents, personnel from both Italian
headquarters and from affiliates of international
Pharmaceutical Companies have been included,
thus providing a comprehensive picture of
Pharmaceutical Companies overall. In addition, a
second survey conducted with personnel belong-
ing to the Medical Affairs and RWE departments
brings additional qualitative insights to the data
collection, allowing for the provision of additional
context.

One of the strengths of our research is that SIMeF
ETS is among the leading Italian scientific asso-
ciations for professionals in the field of pharma-
ceutical medicine: it includes different companies,
mainly from the pharmaceutical industry and
CROs operating in Italy; therefore, these results
can reasonably be considered as highly represent-
ative of the Italian situation in terms of numbers,
distribution across the territory and relevance of
the companies involved.

Another important element of our research was
the use of the CAWI methodology, which allowed
a straightforward collection of data, minimizing
mistakes, and maximizing participation in the
survey.

Limitations

One of the limitations of our research could be
that it does not include the opinion of the top
management of the companies (the survey was
specifically addressed to PV personnel) which
might provide insight into the next steps the com-
panies are planning.

Another limitation to consider is the national
level: only Italian respondents, although many
are representatives of International Pharma
Companies.

Conclusion

The overall results of our survey return the pic-
ture of PV as an evolving function within pharma
companies, with the ambition to add to the strong
focus on regulations and laws compliance a more
strategic position, although with different paces
and nuances in different companies: companies
are clearly starting to consider PV departments
more strategically in their structures.

This tendency may also be accelerated by tech-
nological evolution offering possibilities to auto-
mate activities related to data entry allowing
more time for PV personnel for more strategic
activities.

We may also affirm that medical affairs are wel-
coming the evolution of the PV role and look at
this to improve partnerships on relevant activities
specifically for strategic support: while automa-
tion is modifying interactions between depart-
ments at the technical level,2° the value of strategic
focus on patient safety aspects is becoming more
and more relevant.

It is quite clear in our survey that PV awareness
initiatives are still relevant and needed, both
internally in Pharmaceutical Companies and
externally since sometimes PV is not well known
beyond the traditional role in AE reporting, as PV
training to the company’s staff is generally more
focused on this topic, rather than to the whole of
PV activities.

journals.sagepub.com/home/taw
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We believe that, in this context, scientific associa-
tions (such as SIMeF ETS) should play a relevant
role in providing full education on the role of PV,
by promoting awareness and creating opportuni-
ties for uplifting skills and capabilities among PV
personnel, especially considering the evolving
scenario, where digitalization,?! big data and
patient involvement, together with new therapeu-
tic options such as advanced therapies, are accel-
erating the evolution trends.
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Appendix A: Evolution of Pharmacovigilance questionnaires

Table A1. First survey—clusters of questions for PV department.

Clusters

Questions

Demo

Pharmacovigilance role

Are you based in a headquarter or an affiliate?

In the case of affiliate, which function does the PV department belong to in

your company?

According to your understanding, how is the PV role perceived in your

company (proactive or reactive)?

According to your understanding, how is the PV role perceived by the PV
department itself (proactive or reactive)?

Are there activities already ongoing with a proactive role? Can you provide

some examples?

Is this recognized by other colleagues?

[Continued)
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Table A1. (Continued)

Clusters Questions

Has your PV role evolved in the last Syears?

Based on your experience, please provide 1-3 actions to improve the PV role
in your company (open question)

PV department Which are the departments with which you usually collaborate?
relationship with internal
and external stakeholders

If you should rate (1-5) how your colleagues perceive your strategic support,
which is your evaluation?

If you should rate (1-5) yourself for the strategic support provided in your
company, which is your evaluation?

Have you ever developed in your company initiatives for external stakeholder
engagement (e.g., PV awareness for physicians or patients, Health Care
Professional (HCP) support from safety perspective, . . .J? If yes, can you
please specify how many per year?

Evolution of PV role in If you think about PV function in 2030, how would you define it?
the Pharmaceutical
Companies

If we say Pharmacovigilance, which is the first word you think about?

If we say Pharmacovigilance, which is the first word you would like your
colleagues to think about?

PV, Pharmacovigilance.

Table A2. Second survey—clusters of questions for RICMA/RWE (medical affairs personnel].

Clusters Questions

Demo Are you based in a headquarter or an affiliate?
In case of affiliate, which department belongs to your company?

Pharmacovigilance role According to your understanding, how is the PV role perceived in your
company [proactive or reactive)?

How do you consider the role of the PV department (proactive or reactive)?
Do you think that the PV is recognized by other colleagues?
Has your PV role evolved in the last Syears?

Based on your experience, please provide 1-3 actions to improve PV role
in your company (open question)

PV department relationship If you should rate (1-5) the strategic support provided by the PV

with internal and external department in your company, which is your evaluation?
stakeholders
Evolution of PV role in If you think about PV function in 2030, how would you define it?
Pharmaceutical Companies
If we say Pharmacovigilance, which is the first word you think about? Visit Sage journals online
journals.sagepub.com/
home/taw

PV, Pharmacovigilance; RICMA, Clinical Research and Medical Affairs; RWE, Real-Word Evidence. -~ .
S Sage journals
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