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1 INTRODUCTION

No medication is inherently safe: each treatment situation is unique, and each patient can respond
differently to a specific treatment. The pharmacodynamics of biologics and chemically synthesised
drugs on a molecular level are numerous and intricate; and it is resource-intensive to fully
characterise the interactions of a drug in vitro. The topic of drug safety was brought to the world’s
attention when, in the late 1950s, thousands of babies in the United Kingdom were born with
congenital deformities (phocomelia) after in utero exposure to the seemingly safe drug Thalidomide.
Thalidomide was originally marketed in 1957 as a sedative, but was also prescribed for pregnant
women to alleviate the symptoms of morning sickness that are associated with the early stages of
pregnancy. The World Health Organization (WHO) established the International Drug Monitoring
Programme (IDMP) in 1968, in direct response to the Thalidomide tragedy [1].

Pharmacovigilance (PV) is based on the medical assessment of adverse medical events or drug-
related problems, collected within organised health programmes. Within these programmes it is
vital to be able consistently to identify the nature of events, their severity, and their likelihood of
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occurrence, and to assess causality in connection with the suspected drug(s) or medicine(s). An
adverse drug reaction (ADR) is defined as being any undesirable effect of a medication beyond its
intended therapeutic effect [2]. PV is a responsibility that is shared by all stakeholders in the health
system, from pharmaceutical multinationals and regulatory agencies to healthcare professionals
(HCPs) and the patients themselves.

A PV system can be understood as consisting of an ADR reporting mechanism, data collation,
causality analysis, risk assessment, decision-making, deliberated design and implementation of the
appropriate action, and the evaluation of the outcomes achieved [3].

Standardisation is a principal tool used in quality improvement initiatives that focus on cost
reduction and on identifying and eliminating inefficiencies within systems [4]. The concept of
standardisation is broad, and spans multiple domains [5]. The standardisation of a system must be
performed by subject matter experts from each of the various domains included in the system, along
with a wide variety of stakeholders who have a vested interest in the system.

This paper aims to connect the potential benefits of a standardised reporting system with the
challenges brought about by the fragmented nature of the current global PV context. A review of
the literature on ADR reporting shows that the traditional method of spontaneous reporting is not
effective, and gives rise to a variety of problems such as poor data quality and insufficient data
capturing due to the under-reporting of ADRs by both HCPs and patients.

2 CONTEXT

For a medicine or therapeutic drug to gain approval from clinical regulatory bodies and to receive
marketing authorisation, it must meet stringent requirements and pass multiple stages of pre-
clinical and clinical trials. On completion of these trials, the regulatory body conducts a
comprehensive review of the drug in question, to assess its potential benefits and harms. Once a
drug has been approved and the marketing authorisation has been granted, the drug may be
marketed within the jurisdiction governed by the relevant regulatory body.

When a drug is marketed on a global scale, the number of patients using the drug can be in the order
of millions. This presents an opportunity for a robust global PV system to receive large amounts of
data from new patient groups through the spontaneous reporting of ADRs. With a large and multi-
ethnic' population consuming medications, identifying new drug interactions is made more feasible.
The consumption of a medication across a large population would also allude to the effects of
consumption at different dosages and via different administration routes (intravenous, inhalation,
oral, etc.).

The current global PV landscape is complex. A simplified view can be seen in Error! Reference
source not found.. The Uppsala Monitoring Centre (UMC), founded in 1978 by the WHO to support
the Programme for International Drug Monitoring, coordinates PV activities among 127 member
countries. It facilitates the development of PV systems in 28 associate member countries.

The UMC manages and maintains the ADR database, VigiBase, which receives ADR reports from all
the WHO member countries. In 2015, the VigiBase database had about 11 million ADR reports from
120 countries [6]. The International Society for Pharmacovigilance (ISoP in Figure 1) plays a
supportive role in providing educational and administrative advice to many pharmaceutical
manufacturers and many countries with PV systems. Two notable regulatory authorities are the FDA
(Food and Drug Administration) of the US, which makes use of the FDA Adverse Event Reporting
System (FAERS); and the EMA (European Medicines Agency), which manages the Eudra-Vigilance
reporting system. Countries that fall outside the regulatory jurisdiction of the FDA and EMA typically
have their own Departments of Health (DoH) and respective National Regulatory Authorities (NRA)
that co-ordinate PV activities on a national level.

' Different ethnic groups could respond differently to certain medications, due to the effects of slight
variations in their DNA, known as single nucleotide polymorphisms [37].
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Figure 1: Schematic representation of the current global PV landscape.

The fragmented nature of PV in the global context presents the UMC with a multitude of challenges.
Currently, problems such as under-reporting and the communication of incomplete,
unrepresentative, and uncontrolled data prove to be significant barriers to detecting and
characterising new adverse drug interactions and ADRs [7]. A 2016 study by Bailey et al. [8] identified
108 ADR reporting systems and highlighted a number of challenges associated with the lack of a
standardised ADR reporting form.

3 REPORTING METHODS AND THE EFFECTS OF A LACK OF STANDARDISATION

Data management is a key principle of pharmacovigilance. Sources of data include non-clinical and
clinical trials, the scientific literature, pharmacoepidemiologic studies, and spontaneous reporting
systems. Pharmacovigilance reporting systems rely primarily on the generation and detection of
signals — that is, the communication of an ADR or adverse drug event (ADE) made by a patient,
manufacturer, or healthcare provider to the appropriate PV centre. The unsolicited or spontaneous
reporting of such ADRs is the cornerstone of data generation in post-marketing drug safety and
surveillance. However, research suggests that spontaneous reporting is not a sufficiently
comprehensive method of generating the data needed to make quantitative conclusions about the
safety of medicines in the long term ([91,[10]1,[11]).

3.1 Reporting methods

There are three primary methods of reporting ADRs and drug safety information. The first is
spontaneous reporting (SR). The other two are active surveillance methods: cohort event monitoring
(CEM) and targeted spontaneous reporting (TSR).
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3.1.1  Spontaneous reporting

Spontaneous reporting during the post-marketing phase generates the majority of drug safety data,
even more so than the clinical trials during the drug development process [12]. Lester et al. [12]
found that between 52 and 55 per cent of drug label changes were the result of spontaneous
reporting; this demonstrates the significance of spontaneous reporting in PV activities. Spontaneous
reporting involves the unsolicited generation of a signal by a healthcare provider or a patient relating
to the suspicion of an ADR. This method is better than active surveillance methods because it incurs
little or no administrative cost; it covers a large population of potential reporters and a large profile
of drugs; and it allows for the monitoring of a medicine throughout its entire life cycle.

3.1.2 Cohort event monitoring

Cohort event monitoring (CEM) involves the prospective study of the ADRs associated with a specific
drug within a small group of patients — a cohort. The primary benefit of CEM is realised when it is
used to observe the effects of a new medicine in the early stages of post-marketing authorisation
[10]. Although all PV activities are centrally focused on patient safety, CEM focuses on a specific
medication for the time before and during the control period.

3.1.3 Targeted spontaneous reporting

Targeted spontaneous reporting (TSR) is a methodology similar to spontaneous reporting, but
involving well- defined patient groups where healthcare professionals (HCPs) are on the lookout for
specific ADRs [10]. TSR is an active method of surveillance in a well-defined population group,
whereas spontaneous reporting is a passive method of surveillance used within an undefined
population [13]. Being an active surveillance method, TSR is more resource-intensive than
spontaneous reporting. However, TSR produces reporting data of a higher standard. TSR methods
have shown strong potential in low- and middle-income countries for the monitoring of drug safety
over extended periods of time in populations with specific disease burdens, such as HIV and TB [14].

3.2 Effects of a lack of standardisation

A brief summary of all the issues related to the lack of standardisation is presented here. The likely
impact of standardisation on the various stages of the PV reporting system will be discussed in the
next section. The most widespread challenge facing PV is a high level of under-reporting
([15],[16],[171,[18],[12]), typically attributed to a lack of knowledge, time, and incentive
([19]1,[16],[20]), which alludes to the lack of standardised reporting protocols and methodologies.
PV also faces socio-cultural challenges, such as the existence of a culture of fear surrounding the
reporting of ADRs due to a fear of undue disciplinary action being taken against HCPs ([21],[22],[19]).
The literature also highlights the urgent need for educational awareness about PV activities and the
simplification of the ADR reporting process to improve public participation ([23],[24],[25],[11])-
Accountability among all stakeholders in a health system is important for the overall successful
functioning of the system. A systematic review of ADR reporting systems by Bailey et al. [8] found a
high degree of variability, with 1,782 distinct data elements having been identified across 108
systems. This shows that ADR report forms need to have standardised terminology and a
comprehensive set of unique data elements.

3.3 What is meant by a standardised reporting system?

Given the scope of this research, a standardised reporting system is envisioned to have the following
characteristics:

. A global system in which an ADR is reported once, with data of high quality to facilitate
causality analysis;

. A transparent system in which data is accessible by all stakeholders, including public health

programmes (PHPs), regulatory authorities (RAs), manufacturers, HCPs, patients, and the

public at large;

A system that ensures the confidentiality of patients;

A system that reduces the fragmentation and duplication of data and resources;

A system that improves resource use in resource-limited contexts;

A system that reduces administrative pressure, allowing HCPs to direct their attention to other

priorities and giving them more time to report ADRs; and

o A system that enables HCPs to make more informed therapeutic decisions and improve patient
safety.
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The objectives of this system would be:

. To reduce the frequency and severity of ADRs by widening the scope of pharmacovigilance on
a global level;

. To improve causality analysis and risk assessment, allowing HCPs to make more informed
therapeutic decisions;

. To enable quantitative conclusions to be made about the safety of medicines for long-term
use; and

. To improve the communication of drug safety information between HCPs and patients;

4  ANALYSIS, AND THE EFFECTS OF THE LACK OF A STANDARDISED GLOBAL PV REPORTING
SYSTEM

ADRs are a significant cause of morbidity, mortality, and increasing costs for PHPs [26]. By
facilitating the communication and collation of comprehensive ADR data, the objectives of PV
reporting can be achieved. These objectives include characterising known reactions, measuring risk,
identifying new reactions by detecting signals, characterising drug interactions, identifying risk
factors such as age, gender, dosage etc., assessing safety in various patient groups (pregnancy,
elderly, paediatric, etc.), and detecting and measuring the inefficacy of medicines.

Data pooling has a direct effect on the accuracy of ADR frequency estimation. By not pooling data
from across the international landscape, we lessen the rate of detection of rare but clinically
significant ADRs [27], specifically those that occur with a low incidence rate but that can pose a
significant threat to public and patient safety. By pooling data, these silent but serious ADRs can be
more readily detected.

Patel et al. [28] found that the mean preventable ADRs leading to hospitalisation was 45.11 per
cent, with the primary suspects being cardiovascular system drugs (28.1 per cent), nonsteroidal anti-
inflammatory drugs (NSAIDs) (16.1 per cent), nervous system drugs (16.9 per cent), and
musculoskeletal drugs (16.1 per cent). Inappropriate drug selection due to misdiagnosis, toxic drug
serum levels, and failure to predict or avoid known drug interactions are among the leading causes
of preventable ADRs.

A multitude of complex challenges hinder pharmacovigilance activities. Table 1 shows a breakdown
of the challenges, and the part of the PV system with which they are associated [29]. The colour
grading scale (added to the table as part of this research on the value of standardising ADR reporting)
shows the extent to which a standardised ADR reporting system would alleviate the respective
challenges. The colour gradings are explained and motivated in the subsections below.

It is important to consider the limitations of spontaneous reporting systems. Due to the unsolicited
nature of spontaneous reporting, problems such as under-reporting, the inability to derive incidence
and prevalence rates due to the lack of denominator data, and the potential for reports to contain
insufficient clinical data are widespread.
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Table 1: Breakdown of challenges facing different stages of the PV system (adapted from
Lamprecht, Bam and de Kock [29])
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4.1 Under-reporting

A systematic review performed by Hazell and Shakir [17] provided evidence of widespread under-
reporting across 12 countries, and stated that the rate of under-reporting was as high as 94 per cent.
The notion of under-reporting in the literature has often been attributed to the knowledge,
attitudes, and practices [23] of healthcare providers. Common concerns and barriers to reporting by
healthcare providers have been identified. These include lack of knowledge of the functioning of a
PV system, lack of incentive to report ADRs, lack of time, and, interestingly, a fear of blame [21].
Healthcare providers, particularly in low-income countries, have been found to be reluctant to
report ADRs, as they believe it reflects poorly on their professional ability to treat their patients
[16]. A standardised reporting system would assist in restoring confidence in both healthcare
providers and patients by ensuring the confidentiality of submitted reports.
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Through standardising the PV reporting system and associated protocols, PV in general will become
easier to include, and more manageable, in all undergraduate training curricula of HCPs. The
concept of a minimum requirement report is worth further investigation. This form would seek to
capture the most important characteristics of the ADR, of the medication, and of the patient. If a
more detailed follow-up report must be filed, the HCP and the patient would be notified accordingly.
HCPs often cite a lack of time as a primary reason for not filling out ADR reports; a minimum
requirement form would be less time-consuming to complete, and could therefore improve under-
reporting rates. Additional reflections on the expected impact of a minimum reporting form on
resource utilisation follows in Section 4.6.

A further improvement would be the use of a feedback mechanism to provide the HCP and patient
with an acknowledgement of receipt of the ADR report. The provision of feedback to reporters of
ADRs would almost certainly increase the overall rate of spontaneous reporting among HCPs and
patients alike. This feedback could comprise a simple acknowledgement of receipt, or could provide
information to the reporter about an appropriate course of action to take in order to treat the
symptoms of the ADR experienced by the patient.

4.2  Culture and transparency

There is a need for a change in culture and transparency in ADR reporting [30]. There is a
misconception among many healthcare practitioners, particularly those in low- and middle-income
countries ([23],[31]), that pharmacovigilance is not the responsibility of a public health programme,
but rather that of the pharmaceutical industry itself. Transparency is improving in PV systems around
the globe, with some countries (such as Canada and the Netherlands) making their spontaneous
reporting databases freely accessible to the public [32]. It is important to understand the distinction
between transparency and confidentiality, and how they do not necessarily contradict one another.

A transparent system would enable all stakeholders to interact with the system and to extract all
the ADR data that pertains to their role in the PV system. Confidentiality of patient information can
be achieved by not disclosing information to unauthorised parties. In the PV context, there are
certain elements of an ADR report that should be disclosed to all stakeholders, but there are some
that contain sensitive information about the patient. By ensuring the anonymity of patients when
sharing their ADR report data, they can be confident that the generated data will not be used against
them by any third party.

Standardisation would improve the transparency of the system and improve the accessibility of up-
to-date information about the safety of medicines. Improving accessibility to the latest information
would allow patients to have a greater degree of confidence in their PHP. Accountability can be
improved through improving the knowledge, attitudes, and practices of HCPs during their
undergraduate training. When HCPs understand that the responsibility of PV is shared by all
stakeholders in the health system, they will be able to report ADRs, confident that their actions will
not result in undue disciplinary action being taken against them.

4.3  Public participation

Patient-centricity is a key aspect of an effective PV system. Through fostering an environment in
which the patient is well-informed and confident, public participation is likely to improve. PHPs
need to provide accurate and transparent information to the public to gain public trust; a notable
example of this is with national immunisation programmes. For the public to cooperate with a
national programme for immunisation, the risks and benefits of the programme must be adequately
communicated.

An electronic web-based form should be made available to all members of the health system, and
could be available in all languages to improve ease of use. As mentioned in Section 4.1, the use of
a feedback mechanism to provide HCPs and patients with acknowledgement of receipt of their ADR
report would likely improve levels of reporting. People will be more likely to participate in the
system when they are made to feel valued by the system. Giving the patient a platform to make
their voice heard and acknowledging their report is an important step in improving public
participation. The encouragement of patient reporting would increase the rate of overall
spontaneous reporting, and would likely enable earlier detection of unexpected ADRs [33].
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4.4 Lack of data

Developing a standardised ADR spontaneous reporting framework would directly support the WHO’s
efforts to manage pharmacovigilance activities on a global scale. An effective ADR spontaneous
reporting system would allow for the early detection of ADRs in the post-marketing phase. Incidence
rates of the ADRs could be established, and the identification and characterisation of novel drug
interactions could take place. Bailey et al. [8] found a high degree of variability among the 108
reporting systems in their study. They also pointed to the lack of standardised data elements in
reporting forms, having identified 1,782 distinct data elements, which were mapped to 33 reporting
concepts. A standardised reporting form would include a comprehensive list of unique data
elements, prompting the extraction of all demographically and clinically relevant data relating to
the patient and the ADR.

This reduction in the number of data elements can be achieved through the use of standardised
terminology. The two principal medical terminology directories are the Medical Dictionary for
Regulatory Activities (MedDRA) and the World Health Organization Adverse Reactions Terminology
Dictionary (WHO-ART). Discrepancies between MedDRA and WHO-ART contribute to the problem of
data quality. A standardised reporting system would allow for improved causality analysis through
the pooling of uniform data, extracted from a comprehensive set of unique data elements using
standardised terminology.

4.5 Proactive vs reactive system

The unsolicited nature of spontaneous reporting makes it a reactive system. With 55 per cent of all
drug label changes in the United States since 2010 being in direct response to spontaneous reporting
of ADRs [12], it is clear that an improved reporting system can benefit proactive drug safety activities
such as drug labelling and package inserts. By improving efficiency in ADR reporting, drug safety
labels will reflect the latest safety information, allowing HCPs to make more informed therapeutic
decisions.

4.6 Lack of PV centres and insufficient resources

Healthcare systems are unique to the countries in which they function. Pharmacovigilance activities,
particularly in low- and middle-income countries (LMIC), are often considered ‘nice to have’, and
take second place to efforts focused primarily on improving access to medicines [6]. Given the
variety and complexity of public healthcare programmes around the world, the UMC faces
considerable challenges and difficulties in attempting to co-ordinate the IDMP. A study by Olsson et
al.[34] found that only 41 per cent of the countries studied had any budget allocated to
pharmacovigilance.

The lack of standardisation results in reporting systems receiving reports with incomplete or
insufficient data. This places stress on the system and diverts resources such as time, people, and
money away from other more important activities [20]. Accurately quantifying the cost of healthcare
is difficult enough on a national public health programme level; assessing the costs associated with
ADRs on a global level is even more challenging. However, research has been conducted to expose
the reasons for these costs and to give estimates of the costs incurred by PHPs.

Costs associated with ADRs are attributed to extended lengths of hospitalisation, the cost of treating
illnesses caused by ADRs, and the cost of avoiding ADRs. Most of the literature on the
pharmacoeconomic aspects of ADRs focuses primarily on the costs of the hospitalisation of patients
due to ADRs. A 1998 study found that complications from ADRs account for the fourth to sixth leading
cause of death in hospitalised patients in the United States of America [35]. Total hospital costs
associated with ADRs in the US have been estimated to be at least $30 billion, and as high as $130
billion, annually.

By pooling resources among PHPs and drug manufacturers, a mechanism could be established to
facilitate the follow-up of minimum requirement reports that have been received, as required. If
sufficient minimum requirement reports, at an aggregate level, generate a signal that alludes to the
presence of an unexpected ADR, then the appropriate resources can be allocated for a more
thorough investigation into the safety of a specific medicine, such as a Cohort Event Monitoring
initiative.
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5  COMPONENTS AND MINIMUM REQUIREMENTS OF A STANDARDISED GLOBAL PV REPORTING
SYSTEM

The World Health Organization provides guidelines and a significant number of resources for
conducting PV activities within PHPs. The minimum requirements for a functional PV system were
first described in 2010 [36] and include, among other elements, a national spontaneous reporting
system with an ADR reporting form.

A standardised global PV reporting system (along with the standardised reporting form, such as the
form described by Bailey et al. [8]) would rely heavily on the political will of the participating
countries (together with the support of national regulatory agencies) to provide a clear legal basis
and to inform all stakeholders of their relevant roles and responsibilities. Another critical success
factor is the availability of stable funding, technical capability, and human resources for PV activities
within the PHPs of the participating countries.

The WHO cites the greatest challenge and responsibility of national PV centres within the public
health programme to be the effective and open communication of drug safety information between
the NRAs and the HCPs and patients [1]. The Erice Declaration of 1998 [1] serves as a framework to
ensure that all stakeholders across the PV system act according to the highest ethical, professional,
and scientific standards when communicating drug safety information. The Erice Declaration states
the following:

Drug safety information must serve the health of the public.
. Education in the appropriate use of drugs, including interpretation of safety information, is
essential for the public at large, as well as for health care providers.
. All the evidence needed to assess and understand risks and benefits must be openly available.
. Every country needs a system with independent expertise to ensure that safety information on
all available drugs is adequately collected, impartially evaluated, and made accessible to all.
. Innovation in drug safety monitoring needs to ensure that emerging problems are promptly
recognised and efficiently dealt with, and that information and solutions are effectively
communicated.

Informed HCPs and patients are encouraged to take up stewardship in carrying out PV activities and
adhering to standards to ensure the successful communication of drug safety information.

6  CONCLUSION

Pharmacovigilance activities contribute to the prevention of unnecessary patient harm, improved
clinical practice, and the support of research and education activities. Patient safety remains the
central focus of all PV activities, with the end goal of assisting healthcare providers to make more
informed therapeutic decisions for their patients.

In order to identify and characterise evidence-based causal relationships between ADRs and their
suspected medicines, standardised data must be communicated efficiently and effectively at every
stage of the PV system. The standardised reporting system investigated in this research must be
defined by experts and key stakeholders in the PV system. A thorough stakeholder analysis must be
performed so that the perspectives of those stakeholders with a vested interest in the outcomes of
the system — i.e., the regulators, healthcare providers, patients, etc. — are not neglected.

The development of a standardised ADR spontaneous reporting framework would directly support
the WHO’s efforts to manage pharmacovigilance activities on a global scale. If regional differences
are insuperable, or a universal solution is not found to be feasible, the sharing of best practices,
together with the leveraging of PV capacity and capability through collaboration and partnership,
must be considered. Governments and their respective regulatory bodies need to provide a political
mandate to all street-level bureaucrats, together with supporting legislation and standard operating
procedures (SOPs), to improve awareness of, and adherence to, good PV practices across all levels
of their public health programmes (PHPs).

A collaborative global effort is needed to fast-track PV development around the world. Those
countries without the necessary facilities, expertise, or resources for PV need them the most [31].
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Developing countries often have the highest disease burden on their PHPs. The strength of global
pharmacovigilance lies in the integration of various national PV systems. Although efforts may have
been made to standardise parts of the PV system, the focus must shift to the diffusion and successful
adoption and implementation of those standards.
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