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SUMMARY

Despite an increasing role in selecting and evaluating treatments, Patient Associations (PAs) do not yet play a significant
role in pharmacovigilance (PV). The Patient Safety Council (PSC) is an initiative that brings together five PAs (AISM,
AMICI Onlus, Fedemo, La Lampada di Aladino, Walce). The aim of PSC is to encourage PAs to play an active role in
patient education, reporting Adverse Drug Reactions (ADRs) and assessing the safety of treatments.

To this aim PSC carried out a survey to assess the level of information on PV among the members of the five associations
and their interest in getting more information on PV.

A guestionnaire was administered to patients recruited by the five PAs. The questions were grouped into three clusters
exploring: 1) Level of knowledge of patients about PV. 2) Sources of information and their behavior regarding reporting
ADRs. 3) Interest in receiving more information on PV.

The survey received 1,368 replies. In the first cluster more than 80% of the participants stated that they had little or
no knowledge of PV. In the second cluster 35% of the patients never reported any ADR they had experienced. Among
those who reported ADRs, they mainly contacted their specialist (46%) or general practitioner (35%). Most of the
patients were not aware they could report ADRs directly to the Competent Authority. Finally, more than 80% of the
patients stated they would like to receive more information on PV.

There is an unmet need in the field of information and education of patients regarding PV. There is also a great deal of
interest among the patients to be informed on PV. PAs could play a significant role in patient education and reporting
of ADRs to the Competent Authorities.
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INTRODUCTION

In the last years, the active role of patients in
medicine is gaining ground under the name of
patient empowerment (1). The World Health
Organization (WHO) defines empowerment as
“a process through which people gain great-
er control over decisions and actions affecting
their health”. Patient empowerment is both an
individual and a community process (2). Patient
Associations (PAs) play a pivotal role in patient
empowerment, supporting patients and their
families and sharing experiences and good
practices. In addition, PAs stimulate scientific
research, actions, and socio-sanitary interven-
tions by providing a different type of knowledge
from the medical or institutional sources (3).
Advances in information technologies allowed
the PAs to reach a larger number of patients
and enhance their interaction, setting up vir-
tual health communities with an increasing
influence on the decision-makers (4, 5). This
evolution positively impacted several health
outcomes, such as treatment adherence and
self-care practices and favored the develop-
ment of innovative medicines that better sat-
isfy the unmet needs and priorities of patients
(6). At present, patients are being involved
in different stages of medicine developmen-
tal processes, including definition of unmet
needs (7, 8); design of the clinical program
and clinical trials (9); early dialogue with Reg-
ulators, Health Technology Assessment bodies
and Competent Authorities during the approv-
al and post-approval phases (10-15). On the
other hand, patients’ involvement in research
ethics committees has not yet been clearly de-
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fined (16). From their side, Regulatory Author-
ities are increasingly planning to involve pa-
tients and PAs in their activities (17). Despite
its fast evolution in the last years (18), phar-
macovigilance (PV) has not been fully includ-
ed in this evolving scenario in Italy. Indeed, we
are currently in the era of Pharmacovigilance
2.0, a revolutionary change made possible by
digitalization. In healthcare, with the fast dif-
fusion of electronic diagnostic and monitoring
tools, health information on medical condi-
tions, medicines and Adverse Drug Reactions
(ADRs) has been shared in a quantity and at
a speed unthinkable in the past (19). An in-
creasing number of drugs are being approved
after short trials involving few patients; there-
fore, accurate reports of AEs and side effects
following approval are becoming imperative.
Real-world evidence obtained by patients is
gaining paramount importance in regulatory
evaluations (18). Independent and subjective
patient reporting is crucial, as physicians often
underestimate or dismiss specific side effects
like fatigue and overestimate others.

Moreover, poor knowledge of the safety pro-
file of a drug can lead to incorrect risk percep-
tion in patients and inappropriate behavior.
Developing a culture of adequate reporting of
ADRs in physicians and patients will improve
the knowledge of a drug’s safety profile and
improve patients’ care standards. Consider-
ing the above evidence, the Company Roche
SpA facilitated the creation of a Patient Safety
Council (PSC) by involving five PAs represent-
ing, at a national level, people affected by ma-
jor pathologies (table I). The aim of the PSC is

Table I. Patients Associations participating in Patient Safety Council.

ASSOCIATION

PATHOLOGY

AMICI: Associazione Malattie Inflammatorie Croniche
Intestinali

Chronic Inflammatory Bowel Diseases

AISM: Associazione ltaliana Sclerosi Multipla

Multiple Sclerosis

Fedemo: Federazione Associazione Emofilici

Haemophilia

Lampada di Aladino

Cancer

WALCE: Women Against Lung Cancer

Lung Cancer
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to enhance the awareness and knowledge of
patients and PAs on PV issues by co-creating
an educational and information pathway on PV.
The first activity of the PSC was to prepare an
ltalian survey, which was administered to pa-
tients recruited by the five participating PAs.
The survey collected data on the level of
knowledge of the participants on PV, their be-
havior in case of the onset of ADRs, and their
interest in receiving further information about
PV. These data will help identify the needs of
patients and PAs on PV and lay the basis for
a discussion with the different stakeholders.
Shared projects will be developed from this
collaboration, like a common training course
on PV for patients and PAs and useful indica-
tions for decision-makers.

METHODS
Data were collected from five different PAs
of the PSC: AISM, AMICI Onlus, Fedemo, La
Lampada di Aladino, Walce, with an overall of
1,368 answers received. The above-mentioned
PAs represent patients affected by diseases
with a significant burden on the Quality of Life
and Healthcare Systems: chronic inflammatory
bowel diseases, congenital coagulation disor-
ders, multiple sclerosis, cancer (table I). The
questions of the survey were discussed and
agreed by the five PAs. The questions were
grouped into three clusters that investigated
three different areas:
* cluster 1: level of knowledge of the partici-
pants on the PV topic (two questions);
e cluster 2: behavior of patients in case of the
onset of ADRs (six questions);
* cluster 3: interest of patients in receiving fur-
ther information about PV (two questions).

The PAs administered the survey to patients
recruited through different media (website,
Facebook, mailing, etc.). Because of the pre-
liminary nature of the survey and in order to
minimize any privacy issue, the questionnaire
did not collect data on demographic param-
eters like age and gender or data concerning
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employment or level of education. For this
reason, stratification of the involved popula-
tion was not possible. The survey was distrib-
uted from November to December 2020. Par-
ticipants had two months to answer and data
were collected in the first quarter of 2021. As
a descriptive study, no statistical analysis was

performed.

RESULTS
The number of patients answering the ques-
tions of the survey is presented in table II.

Cluster 1: the level of knowledge of the
participants on the PV topic

1,368 responses were received from 1,368
patients: 1,082 were affected by chronic in-
flammatory bowel diseases, 138 by multiple
sclerosis, 129 by cancer and 19 by congeni-
tal coagulation disorders. Half of the 1,368
patients declared to be poorly informed on
PV. As for the remaining participants, 23%
answered they were not informed about PV,
with only 3% claiming some knowledge on
the topic. Patients were asked if they had ever
received information about PV. Of the partici-
pants, 60% reported they had never received
information about PV. The rest of the partici-
pants were equally divided among those be-
ing informed by the specialist or the general
practitioner, and those collecting information
from social media and web (figure 1).

Cluster 2: the behavior of the

participants in case of the onset of AEs
The second cluster of questions explored the
behavior of patients in case of occurrence of
an AE. A large share of patients (74%) expe-
rienced an ADR in their life. Patients who had
AEs reported the symptoms mainly to the spe-
cialist (46%) or general practitioner (18%) un-
der whose care they were treated. About one
third (35%) of the participants never reported
the ADRs experienced. Almost all (89%) of the
participants had never been informed about
the possibility of directly reporting ADRs to



Patient Associations in pharmacovigilance

Table II. Number of patients answering the questions of clusters 1, 2 and 3 of the survey.

Questions

Number of patients answering

1. Level of knowledge of the
participants on the PV topic

How informed do you feel A lot Somewhat A little Not at all
about PV?
43 326 686 313
Have you ever received Yes, No Yes, from Yes, from
information on PV? From from the social and | the general
whom? specialist web practitioner
205 798 176 155
2. Patients’ behavior in case
of the onset of ADRs
Have you ever had any Yes, more Yes, once Yes, but No, never
symptoms associated with an than once | inthelast | notin the
ADR? in the last year last year
year
277 197 552 352
Did you report these symptoms General Specialist PAs Pharmacist AIFA No
as ADRs? practitioner website | reporting
238 629 3 6 8 478
Did you receive information General Specialist PAs Informative Web Other No,
on the possibility of direct practitioner material channels | never
reporting to AIFAS?
0 29 4 71 41 4 1181
Have you ever directly reported | Yes, | took Yes, my No, never
ADRs to AIFA? care of it caregiver
did
41 3 1324
What channels do you use to General Specialist | Pharmacist Package Internet PAs Other
get information on the ADRs? practitioner leaflet
142 265 24 678 11 6 15
Is the information on ADRs in Very clear Clear Unclear Not at all I don't
the package leaflet clear? enough clear read the
package
leaflet
135 913 228 39 49
3. Patients’ interest
in receiving further
information about PV
Would you like to receive Yes No | already
information on PV from the PA? receive
them
1118 180 69
Which mode would you prefer? Internet Dedicated Paper Online Other
website app brochure tutorial
659 233 267 162 60

PV: pharmacovigilance; ADRs: adverse drug reactions; PAs: Patient Associations; AIFA: Agenzia Italiana del Farmaco, Italian Medicines

Agency.
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How informed do you feel about PV?

3%

23%
24%

50%

mAlot =Somewhat mAlittle

Not at all

= Yes, from social and web

Have you ever received information on PV? From who?

12% 15%

13%

60%

u Yes, from the specialist = No

Yes, from the general practitioner

Figure 1. Level of knowledge of the participants on the PV topic (cluster 1 of the survey).

the Italian Medicines Agency (Agenzia Italiana
del Farmaco, AIFA), with 6% receiving such
information from informative material, 3%
from the Internet and 2% from the specialist.
Among the 1,368 patients involved, 97% nev-
er directly reported an ADR to AIFA. The most
used source of information on the ADRs was
the package leaflet (55%), direct questioning
to the reference specialists as a second op-
tion (21%). Internet and the general practi-
tioner resulted less used. The survey interro-
gated the patients about the clarity of ADRs
in the package leaflet. More than half (67%) of
the patients considered this information clear
enough to be understood, with 17% of oppo-
site opinion (figure 2).

Cluster 3: the interest of the
participants in receiving further
information about PV

The last cluster of questions aimed to assess
the interest of the participants in PV. The vast
majority (82%) of participants stated they would
like to receive information on PV from the PA,
with 13% being of the opposite opinion. The
preferred modality to receive information on
PV consisted of Internet websites (48%), fol-
lowed by brochures (19%), dedicated apps
(17%),and online tutorials (12%) (figure 3).
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DISCUSSION

This is the first Italian survey investigating the

awareness and involvement of patients con-

tacted by PAs in PV.

Among the strengths of this survey there is

the participation of five national PAs, which

allowed to explore the point of view of pa-
tients suffering from different diseases. Fur-
thermore, since the questionnaire was dis-
seminated through various systems (social
media, email) it was possible to reach a wide
range of patients. However, this work has
some weaknesses. First of all, the method-
ology used did not allow a balancing of the
pathologies. Moreover, privacy issues did not
allow stratification of the population involved.

Lastly, being a pilot survey, only descriptive

data are available. Despite the weaknesses

mentioned above, the results can be con-
sidered representative of the actual Italian
situation.

The results of the survey give rise to some in-

teresting considerations:

1) the survey confirmed the lack of adequate
information from the scientific and institu-
tional sources, even for patients affected by
severe and chronic diseases who take com-
plex treatment regimens and should be in-
formed in detail about the possible ADRs.
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Have you ever had any symptoms associated with a drug AEs?

20%
26%
‘ 14%
40%

= Yes, once in the last year

= Yes, more than once in the last year

= Yes, but not in the last year = No, never

Have you ever directly reported an AEs to the Regulatory Authorities?
3%

= Yes, | took care of it = Yes, my caregiver did = No, never

Did you report these symptoms as drug AEs?

18%

35%

1%/

0%

0% 46%

= General practitioner = Specialist = PAs = Pharmacist = AIFA website = No reporting

Is the information on AEs in the package leaflet clear?
10%

39 3%

17%

67%

®Veryclear ®(Clearenough = Uncdear = Notatallclear = 1don't read the package leaflet

Did you receive information on the possibility of direct reporting to
the Regulatory Authorities?
2% gy,

3%

89%

= Informative material

= Specialist = PAs = Web = Other channels = No, never

What channels do you use to get information on the AEs of a drug?

1%
9% “}' 11%
\l 21%

2%
® General practitioner = Specialist ® Pharmacist = Package leaflet = Internet = PAs

55%

® Other

Figure 2. Behavior of the participants in case of the onset of AEs (cluster 2 of the survey).

2) More than 30% of the participants did not
report the ADRs they experienced. The
underreporting of ADRs represents a loss
of valuable information for the safety and
well-being of patients. The survey did not
explore the reasons for the lack of report-
ing, which is a point worthy of further inves-
tigation. However, it is reasonable to think
that the active involvement of PAs, which
have an ongoing relationship with their
members, could significantly reduce the
above-mentioned loss of information.

573

3) The primary source of information for pa-
tients is the package leaflet. PAs could pro-
vide their patients useful insights on how to
understand leaflets, basic PV concepts and
address them to their physicians to discuss
the risk benefit ratio of their treatments.

Finally, the survey brought to light the willing-
ness of PAs to be more involved in PV. Indeed,
all of the five PAs agreed to receive more infor-
mation about PV and its processes, choosing the
Internet as their favorite channel of information.
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Would you like to receive information on PV from the PA?
5%

82%

BMYes [m/No = |already receive it

Which mode would you prefer?
4%

12% _-ay

! | 48%
19% |

17%

m Internet website [m/Dedicated app = Paper brochure [=/Online tutorial = Other

Figure 3. Interest of participants in receiving further
information about PV (cluster 3 of the survey).

Active collaboration among PAs, Regulatory
Authorities, healthcare professionals and phar-
maceutical companies could increase the cul-
ture around PV. This collaboration could lead
to a greater ability of patients to detect and
report ADRs adequately. A strengthened re-
lationship between general practitioners and
patients could lead to a fundamental improve-
ment of the adherence to therapy and an in-
creased capability of general practitioners to
identify patients with higher risks of ADRs. In-
deed, patient awareness about the risks and
benefits of a treatment will result in a greater
propensity to complete the whole treatment,
avoiding abrupt or unnecessary interruptions.
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CONCLUSIONS

A more comprehensive and proactive role of
patients in PV is becoming necessary, given
the increasing number and complexity of the
treatments approved. PAs could be key actors
in the process of PV. The collaboration be-
tween PAs, Regulatory Authorities, Healthcare
Providers and Pharmaceutical Companies can
increase the “culture” of PV. Such partnership
could induce a greater understanding of the
drug’s benefit/risk profile, a more frequent di-
rect reporting of ADRs by the patients, and,
for the doctors, the possibility of identifying
those patients who are more likely to experi-
ence specific ADRs — (personalized safety). The
doctor/patient’s dialogue is of paramount im-
portance: the patient needs to receive infor-
mation regarding a drug’s benefit/risk profile
from the doctor and well understand the con-
cept of risk benefit, at the basis of PV activities.
An informed patient can better cope with his
or her illness and the therapies, increasing the
adherence to treatment, and finally, the suc-
cess rate of treatment.

The PSC is actively contributing to developing
a culture of PV between PAs and patients. In-
deed, to fill the gap that emerged from this
survey, the PSC has decided to set up projects,
such as a training course on PV for patients and
PAs, information material for patients, and pro-
vide valuable indications for decision-makers.
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