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Abstract Background: Increasing numbers of national pharmacovigilance schemes are
accepting adverse drug reaction (ADR) reports from patients. The extent to
which patient ADR reports contribute to pharmacovigilance requires com-
parisons to be made with reports from healthcare professionals (HCPs).
Objective: This systematic review was conducted to identify all comparative
studies of patient and HCP ADR reports to national pharmacovigilance
schemes.

Methods: We conducted a systematic review (which complied with the
PRISMA statement) and a narrative synthesis of the results. Electronic data-
bases (1996-2011) were searched, including MEDLINE, EMBASE and
PHARM-Line, and supplementary searching of reference lists of included
studies, authors’ personal reference lists and internet searches was carried
out. Studies that compared patient and HCP ADR reports submitted to na-
tional reporting schemes were considered for inclusion. Independent, dupli-
cate data extraction, quality assessment and risk of bias were undertaken.
Results: Of the 949 hits generated, three comparative studies were identified
and included in this review. These studies were conducted on the national
pharmacovigilance schemes in the Netherlands, Denmark and the UK.

Considerable variation was observed across the national schemes in terms
of the proportion of total ADR reports submitted by patients. Some of this
variation may be explained by the duration that the schemes have been in
operation. The number of serious ADR reports as a percentage of total re-
ports was similar for patients compared with HCPs within each study, but
varied across studies. Similarities were shown with the Netherlands and the
UK in terms of drugs reported. Both studies featured statins and proton
pump inhibitors in the top five drugs.
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Clear differences were shown between patients and HCPs in the body
systems affected by ADRs as well as the therapeutic categories reported in
both the UK and Danish studies. There was considerable similarity when
considering the nature of ADRs reported. The Dutch study also showed
similarities between patients and physicians in terms of the types of drugs for
which ADRs were reported.

Conclusions: Despite the large and increasing number of national pharmaco-
vigilance schemes that accept ADR reports from patients, few comparative
studies have been undertaken of patient and HCP reporting. Comparison
across schemes is challenging because of differences in reporting processes,
the inclusion criteria of schemes and different reporter types. The true value
of patient ADR reports to pharmacovigilance will remain unknown unless more
comparative evaluations are undertaken. This systematic review has highlighted
both similarities and differences between reporter behaviour, the implications of

which, in terms of signal generation, require further exploration.

1. Background

Spontaneous adverse drug reaction (ADR)
reports remain one of the most prolific methods
of pharmacovigilance worldwide. However, there
is substantial underreporting of ADRs by health-
care professionals (HCPs)!! who may also fail to
recognize ADRs reported by patients.l There
is growing interest in the involvement of patients
as reporters to pharmacovigilance schemes. The
potential benefits of patient-reporting include
the promotion of patient rights and equity,
acknowledging that patients have unique perspec-
tives and experiences, and that healthcare orga-
nizations would benefit generally from patient
involvement.?) Patients may provide different in-
formation compared with HCPs, including sus-
pected reactions to over-the-counter medicines
and different presentations of reactions, as well as
providing a broader picture of ADRs and their
impact on the individual.!l As such, adding pa-
tients to the range of potential reporters may in-
crease overall spontaneous reporting and may
assist earlier detection of important ADRs. To
date, at least 46 countries accept patient ADR
reports to their national spontaneous reporting
schemes.[* The systematic review reported here
was originally conducted to inform the evaluation
of the Yellow Card Scheme.™ It was subsequently
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updated and conducted as a systematic review of
comparative studies of patient and HCP reports
to national spontaneous reporting schemes.

2. Method

This systematic review was conducted to comply
with the PRISMA statement.®! Studies that com-
pared patient and HCP ADR reports submitted
to national reporting schemes were considered
for inclusion. No study design, language or pub-
lication status restrictions were imposed. Studies
were excluded if they presented ADR reports: made
to non-national spontancous reporting systems;
restricted to specific drugs or therapeutic classes;
or restricted to specific patient groups, e.g. pae-
diatric patients, cancer patients.

2.1 Data Sources and Search Strategy

Electronic search strategies were developed for
MEDLINE (Ovid) and EMBASE (Ovid) data-
bases (Appendix I; see Supplemental Digital Con-
tent [SDC], http://links.adisonline.com/DSZ/A74).
The terms encompassed patient, adverse reaction
reporting or monitoring, postmarketing, product
surveillance and pharmacoepidemiology. These in-
cluded Medical Subject Headings (MeSH) terms
and keywords for each database. The search
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period was January 1996 to May 2011, inclusive.
The searches were last performed on 5 May
2011. The databases were searched and the ab-
stracts were imported into RefWorks 2.0 (Ref-
Works, Cambridge, UK). Duplicate abstracts,
i.e. exact match and close match, were identified
and were manually deleted from the database. An
additional search was conducted by the Royal
Pharmaceutical Society librarian, on behalf of the
authors, of the PHARM-Line database using
specific keywords (Appendix II; see SDC). The
PHARM-Line results were manually checked by
one author (JI) and no additional abstracts of
relevance were found. Four supplementary ap-
proaches were employed in addition to search-
ing electronic databases. These included emailing
pharmacovigilance contacts across 50 countries,
searching reference lists of the included studies,
use of the authors’ personal reference lists and
Internet searches using similar search terms to
those used with the electronic database.

2.2 Study Selection

Duplicate independent screening was conducted
by two authors (JI and MW), who both selected
potentially relevant studies by screening titles and
abstracts. This was followed by retrieval of full
papers identified as being potentially relevant.
The search results were reviewed independently
by two authors (JI, MW) for relevant studies and
consensus was agreed on the final selection of
papers.

2.3 Data Extraction, Quality Assesssnent and
Data Synthesis

Data were independently extracted and study
quality independently assessed by two authors
(JI, MW). Disagreements were resolved by con-
sensus. A data extraction form was developed
and independently piloted with one study and
refinements were made before data extraction
was performed. Assessment of risk of bias was con-
ducted on the basis of selection bias, incomplete
outcome data and selective reporting. These were
assessed on a 4-point scale: low, medium, high
and unclear. Duplicate assessment of risk of bias
was performed (JI, MW) and consensus reached.

Adis © 2012 Springer International Publishing AG. All rights reserved.

Because of the heterogeneous nature of the data,
meta-analysis of the data was not undertaken.
The results are presented using a narrative ap-
proach and in the form recommended by the
PRISMA statement.[>

2.4 Ethical Approval

No ethical approval was required for this study.

3. Results

The combination of electronic searching of
databases and hand searching generated a total
of 949 hits (figure 1). Two publications were
conference abstracts that described early evalua-
tions of the UK Yellow Card Scheme,®7! which
have been superseded by the recent evaluations of
this scheme.™® As such, only the full evaluations
have been included in this review. Two publica-
tions presented comparative studies of data de-
rived from the Danish™ and Dutch!'%! schemes.
Additional publications were reports from the
Canadian['-121 and USI!3] schemes presented as
annual reports that did not include detailed meth-
odological information.

3.1 National Spontaneous Adverse Drug
Reaction (ADR) Schemes Represented in this
Systematic Review

The five national schemes for which data were
identified are presented in table I. Although the
comparative studies of patient and HCP ADRs
from three national schemes are the main focus of
this review,[*#19 the characteristics of the five
national schemes for which data were identified
are described below.

ADR reporting was introduced in Canada in
1965 and patient ADR reports were accepted
from this time.[' In 2010, a total of 32921 adverse
reaction reports were submitted, but these were
not limited solely to medicines.!''! Of these reports,
8733 (26.5%) were submitted by ‘consumers’ and
‘patients’, and 23611 (71.7%) were submitted
by HCPs. The number of domestic reports for
ADRs in Canada has approximately trebled be-
tween 2001 and 2010, and was 19.7% higher in
2010 compared with the previous year.[!!]

Drug Saf 2012; 35 (10)
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Total number of citations identified from
search strategy
[MEDLINE and EMBASE] (n = 901)

Total number of citations identified
from search strategy [Pharm-Line]
(n=48)

|

Total number of
publications (n = 949)

_| References excluded on the basis of
titles/abstracts (n = 912)

|

References retrieved for further evaluation
(n=237)

y

_| Excluded publications
e (n=26)

—» Reasons for exclusion:

A 4

¢ ADR reporting by HCPs only
* ADR reporting by patients

(n=11)

Full-text publications obtained

only
o Assessment of physicians’ and
pharmacists’ knowledge of

Additional

ADR reporting

publications
identified from
other sources

A4

Excluded publications

* Patients’ role in reporting
ADRs
e Comparison conducted in

(n=6)

(n=2)

A 4

hospital setting

Number of publications
(n=5)

e Comparison conducted of
specific drug or therapeutic

>

A4

group
* Not national spontaneous
reporting system

in the review (n=7)

Final number of publications included

» Conference abstracts of YCS
superseded by full report (n =2)

Fig. 1. PRISMA flowchart of literature searches and selection process. ADR(s) =adverse drug reaction(s); HCPs = healthcare professionals;

YCS=Yellow Card Scheme.

In 1993, the MedWatch programme was in-
troduced for patient and HCP reporting of ADRs
in the US.I'3 The proportion of total reports
submitted by patients has increased since this
time and of the 830810 reports received from
‘consumers’ and HCPs in 2010, 48.6% were sub-
mitted by the former. Furthermore, between 2009
and 2010, the number of consumer reports in-
creased by 47.9% compared with a 34.3% increase
in HCP reports. No further information was
presented to explain these considerable increases
nor any other characteristics of the ADR reports
submitted.

In Denmark, patient ADR reporting was in-
troduced in 2003. The Danish Medicines Agen-
cyllis responsible for collecting all spontaneous
reports, including all reports sent directly to
pharmaceutical companies. Patient reports have

Adis © 2012 Springer International Publishing AG. All rights reserved.

risen steadily from 7% of the total number in 2003
to0 30.6% (n=1493) in 2009.°!41 The Danish com-
parative study (table I) was based upon 544 patient
reports (8.6% of total ADR reports) concerning
1700 ADRs, and 5775 HCP reports concerning
13831 ADRs. The analyses of the data included
only ‘serious’ (no definition given by authors) ADR
reports, with 773 (9.6%) ADRs reported by patients
and 7307 (90.4%) from HCPs.

In the Netherlands, the national pharma-
covigilance scheme was founded in 1991 and is
co-ordinated by Lareb!!¢! (the Netherlands Phar-
macovigilance Centre). Patient reporting was in-
troduced in 2004. In 2005, 819 (13%) of the 6305
ADR reports were received from patients, repre-
senting an 87% increase from the previous year.'%
The Dutch comparative study is based upon data
received between 2004 and 2007, equating to 2522

Drug Saf 2012; 35 (10)
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System

EE
NA
NA
NA
NA
NA

Medical Dictionary for Regulatory Activities;

Canadal''-12]
NA
NA
NA
NA
NA

interquartile range; MedDRA®
not stated (refers to comparative studies where comparisons/data were not reported); SOC

Netherlands!'0!

61
Mean 48.0
Mean 49.0

NA
NA
NA

healthcare professional; IQR

not applicable (refers to reports where comparisons were not made); NS

Organ Class.

Denmark!®!

NS
A
NA
NA
NA
A

general practitioners; HCP

53.0 (33.0, 68.0)

UK4:8]

57.0

54.0 (37.0, 66.0)

28.4/16.8

36.4/22.2

104 (27, 463)/

28 (13, 75)
adverse drug reaction(s); GPs

Recovering [patient/HCP; %]

Time taken to report [days

(IQR)]
ADR(s)

Patient [median (IQR)]
NA

HCP [median (IQR)]
Not recovered/resolved
[patient/HCP; %]

HCP

Table I. Contd
Reporter age [years]
Outcome of ADR

Adis © 2012 Springer International Publishing AG. All rights reserved.

(19.2%) and 10635 (80.8%) ADR reports, and
5401 and 16 722 ADRs, from patients and HCPs,
respectively.

In the UK, patient ADR reporting to the Yellow
Card Scheme was introduced by the Medicines
and Healthcare products Regulatory Agency
(MHRA) in 2005.81 Patients were responsible for
19.8% of reports submitted between 2005 and
2007. Of the three studies included in this sys-
tematic review, this comparative study included
the largest number of reports from HCPs (n=20
949; 80.2%) and patients (n=15180; 19.8%).

Across the three studies, patients consistently
reported higher numbers of ADRs per report
than HCPs. This difference was reported as sig-
nificantly different for patients compared with
HCPs in the UK study® [median (interquartile
range) of 3 (2-5) vs 2 (1-3), respectively; p<0.001].
The UK study also identified that patient reports
were more likely to contain more than one sus-
pect drug than HCP reports (p<0.001).

3.2 General Findings

3.2.1 Reporter Characteristics

Females were the largest group of reporters
amongst HCPs and patients in the UK and Dutch
studies. The age range documented in two of these
studies (UK® and the Netherlands!!”) was similar
between patients and HCPs (table I), but tended
to be older in the Dutch study.

3.2.2 Drugs and ADRs Reported

Two studies® ! provided information on the
drugs included in the ADR reports. The UK
study listed the 20 most common drugs re-
ported by patients, whilst the Dutch study!!!
provided details of the five most common drugs
reported by patients and HCPs (table II). Simi-
larities were shown with the Dutch and UK
studies in terms of drugs reported. Both studies
featured statins and proton pump inhibitors in
the top five drugs.

The Danish evaluation™ grouped drugs involved
in ADRs by Anatomical Therapeutic Chemical
classification and then compared the classifica-
tion of patient reports with other sources (serious
only) [table III]. The Danish evaluation also re-
ported differences between patient and other types

Drug Saf 2012; 35 (10)
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of reporter regarding the types of medicines for
which ADR reports were submitted.””] Patients
were more likely than HCPs to submit reports for
medicines affecting some systems, but less likely
to report others compared with HCPs. In addi-
tion, patients reported nine ADRs that had not
been reported by other reporters, including dys-
graphia, parosmia (a distortion of the sense of
smell), and thromboembolic stroke, all of which
are regarded as serious.

The UK evaluation!® reported age and sex
adjusted odds ratios between patient and HCP
reports by System Organ Class, most of which
were statistically significant except for vascu-
lar disorders, infections and infestations, and in-
jury, poisoning and procedural complications
(table III). When making comparisons between
the Danish®’ and UKB! evaluations in terms of
system order class between patients and other
sources, both evaluations found that patients
were significantly more likely to report psychia-
tric disorders, nervous system disorders and in-
fections and infestations (table III). However,
this comparison should be treated with caution as

the UK study included all ADR reports, whilst
the Danish evaluation! reported only ‘serious’
reactions.

3.2.3 ADR Symptoms

The symptoms associated with ADRs were
reported in the Dutch!® and UKP! evaluations
(table II). Both listed the top 20 symptoms pre-
sented by patients and HCPs. Four symptoms
(nausea, headache, rash and dizziness) were
reported in both studies by patients and HCPs.
A further six symptoms (dyspnoea, palpitations,
myalgia, depression, itching and fatigue) were
documented to varying degrees by HCPs and
patients across both studies.

3.2.4 Seriousness of ADRs

In terms of seriousness of ADRs (table I'V), the
Danish evaluation revealed highly significant
differences between reporter type (patient, phy-
sician, pharmacists, lawyers, other HCPs) and the
total number of serious ADRs that were reported
(p<0.0001).T However, no difference was shown
between patient and HCP reports in terms of over-

Table Ill. Odds ratios for adverse drug reaction by System Organ Class for patients compared with healthcare professionals

System Organ Class reaction

UK®! [OR (99% CI)J* Denmark®® [OR (95% CI)]°

Psychiatric disorders

Nervous system disorders

Eye disorders

Musculoskeletal and connective tissue disorders
General disorders and administration site conditions
Metabolism and nutrition disorders
Gastrointestinal disorders

Respiratory, thoracic and mediastinal disorders
Investigations

Renal and urinary disorders

Injury, poisoning and procedural complications
Skin and subcutaneous tissue disorders
Vascular disorders

Infections and infestations

Cardiac disorders

3.22 (2.89, 3.57)
2.72 (2.47, 2.99)
2.25 (1.89, 2.67)
2.22 (1.97, 2.50)
2.20 (2.00, 2.42)
2.05 (1.70, 2.47)
1.95 (1.76, 2.15)
1.58 (1.37, 1.81)
1.43 (1.24, 1.64)
1.41 (1.13,1.77)
1.29 (1.00, 1.68)
1.13 (1.02, 1.25)
1.00 (0.80, 1.23)
0.96 (0.75, 1.22)
0.76 (0.61, 0.95)

1.70 (1.31, 2.20)
1.27 (1.05, 1.53)
1.41 (0.90, 2.20)
0.89 (0.63, 1.27)
1.10 (0.88, 1.37)
0.68 (0.40, 1.16)
1.24 (0.99, 1.56)
0.81(0.58, 1.13)
0.71 (0.50, 0.99)
0.91 (0.50, 1.65)
1.19 (0.76, 1.88)
0.75 (0.56, 1.01)
0.64 (0.37, 1.10)
0.45 (0.23, 0.87)
1.17 (0.83, 1.67)

a Adjusted for reporter age and sex.
b Only ‘serious’ ADRs were analysed.
¢ Unadjusted OR. The OR reference category is HCP.

ADRs =adverse drug reactions; HCP =healthcare professional; OR = odds ratio.

Adis © 2012 Springer International Publishing AG. All rights reserved.
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Table IV. Level of seriousness of adverse drug reaction

Level of seriousness Patient (%) HCP (%)

UK®! Netherlands!'®! Denmarkl®! UK®! Netherlands!'®! Denmark!®!
Life-threatening 6.2 5.2 NA 111 2.7 NA
Death 0.7 0.6 NA 2.6 1.5 NA
Hospitalization 12.9 9.8 NA 18.8 12.0 NA
‘Serious’ reports as percentage of all reports 58.3% 19.5° 46° 58.8 21 52.8

a Serious defined as “dictionary serious” by the MHRA.

b Serious defined by CIOMS (deaths, life-threatening factors, hospitalization or prolongation of hospitalization, disability/birth defect) and
“other ADRs considered serious by the reporter”.

¢ Only ‘serious’ reports presented but ‘serious’ not defined. Significant difference between patients and HCPs (p <0.0001) [Denmark only].
ADRs =adverse drug reactions; HCP =healthcare professional; MHRA =Medicines and Healthcare products Regulatory Agency; NA =not

applicable/not reported.

all seriousness in the Dutch evaluation.l'" Dif-
ferences were reported between reporter type
and different categories of seriousness, i.e. pa-
tients reported significantly more disability than
HCPs (2.3% and 0.4%, respectively), and more
life-threatening reactions (5.2% and 2.7%, re-
spectively). These results were in contrast to those
of the UK evaluation,® which found that, com-
pared with patients, higher proportions of reports
from HCPs described ADRs that caused hospi-
talization, life-threatening symptoms and death.
Over half of the ADRs reported by HCPs in the
UK evaluation were classed as serious. The com-
parison of Danish and UK data regarding the
outcome of ADRs shows that whilst consider-
able differences occurred between HCP groups,
patients in the UK and Denmark were more
similar (table IV).

3.3 Quality Assessment
3.3.1 Risk of Bias

The three comparative studies had low risk of
selection bias and incomplete outcome data. In
terms of the risk of selective reporting, insufficient
data were available for the Danish study, whilst
the UK and Dutch evaluations were both as-
sessed as having a low risk of bias.

3.3.2 Duplicate Reporting

In the Dutch evaluation, duplicate checks be-
tween the patient and HCP submitting a report
for the same ADR was assessed by checking sex
and date of birth, then the reports combined. In

Adis © 2012 Springer International Publishing AG. All rights reserved.

the UK study, duplicate reports were merged
when identified. Additionally, the UK evaluation
explored the extent to which duplicate reporting
occurred between both types of reporter. Of the
5180 patient reports assessed, seven (0.1%) were
identified as being possible duplicates of HCP
reports. In addition, the MHRA systematically
checks reports for duplication from different re-
porters. Where duplicate reports are suspected,
the data are combined into one report for the
‘primary reporter’. Furthermore, regarding the
validity of patient reports that resulted in death,
it was assumed that these were submitted by the
patient’s relatives or friends.

4. Discussion

This is the first systematic review to present
comparative studies of patient and HCP ADR
reports to national pharmacovigilance schemes.
Despite the growing number of countries with
patient ADR reporting, the number of identifi-
able comparative studies was disappointing.
More detail could be provided with annual pub-
lications from national pharmacovigilance
schemes, such as those from the US and Canada,
to enable further comparisons to be made.

Considerable variation was observed across
the national schemes in terms of the proportion
of total ADR reports submitted by patients
(table I). Some of this variation may be explained
by the duration that the schemes have been in
operation. If patient reporting is to become a
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recognized component of national (and interna-
tional) pharmacovigilance, more detailed explora-
tion of patient engagement with existing schemes
should be undertaken to identify which factors
result in the higher reporting rates observed in the
UK and the US. In addition, future initiatives to
promote spontaneous reporting should address
the variations shown in this review, i.e. higher
reporting by female reporters (patients and
HCPs)*8° and lower reporting behaviour by
reporter type, e.g. pharmacists.[1]

4.1 Strengths and Limitations

Despite extensive searching and in the know-
ledge that at least 46 countries accept ADR re-
ports from patients as well as HCPs, only three
comparative studies were identified that fulfilled
the inclusion criteria for this review. It was not
possible to undertake like-for-like comparisons
across the three included studies because of var-
iations in the systems, reporting processes and
analyses presented. The Danish evaluation®! com-
bined reports from lawyers with HCPs and this
may have introduced bias as these reports could
have been submitted due to differences in moti-
vation. This analysis was also based upon data
derived from a database with no validation of
data extraction from actual ADR reports. The
analysis was also limited to ADRs classified as
‘serious’ only. The Danish schemel® handled pa-
tient reports in the same way as HCP reports;
‘patient status’ was retained even if they were
confirmed by a physician thereafter.

Although the authors of the Dutch evalua-
tion!'7 mentioned that patients reported specific
reactions, e.g. libido, no supporting data were
presented for this statement. No data were pro-
vided regarding the completeness of reporting
and the number of ADR reports from patients
who had contacted HCPs. HCP reports (un-
like patient reports) were marked in the ADR
system as medically confirmed, which could have
led to disparities in assessing levels of seriousness
and outcomes of ADR as patients may have
interpreted symptoms differently from HCPs.
The Dutch evaluation'” did not present com-
plete data in terms of numerators and the de-
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nominator varied (i.e. reports and ADRs), thus
making comparisons and percentage calculations
difficult.

When considering the UK scheme,®! different
versions of reporting forms were used by HCPs
and patients. Concomitant drugs were requested
with both forms but space was provided for one
drug on the patient form compared with five on
the HCP form. This could have introduced as-
certainment bias. Different methods were used to
categorize ‘serious’ for patients and HCPs. There
was considerable missing data for age in patient
reports compared with HCP reports (23.7% vs
6.5%, respectively) and missing data for reporting
method (22.7% in patient reports vs 29.3% in
HCP reports).

4.2 Reporting of Serious ADRs

The number of serious ADR reports as a per-
centage of total reports was similar for patients
compared with HCPs within each evaluation but
varied across evaluations. The comparison of na-
tional data from Denmark demonstrated that phy-
sicians and patients reported similar proportions
of serious ADRs,P! although almost all reports
submitted by pharmacists were categorized as
serious. As a result of the sole focus on serious
ADRs, the data did not reflect the full range of
ADRSs reported by patients (and HCPs). The in-
clusion of non-serious ADRs would have enabled
the extent of patient reporting for these types
of ADRSs to be assessed, as well as their impact on
overall reporting rates and signal generation. In
the Netherlands, whilst no difference was shown
between HCPs and patients in terms of overall
seriousness of reports, patients reported higher
proportions of ADRs for specific categories, e.g.
disability and life-threatening events.['"!

4.3 ADRs Affecting Specific Systems and
Therapeutic Categories

Clear differences were shown between patients
and HCPs in the body systems affected by ADRs
as well as the therapeutic categories reported in
both the UK and Danish studies®*! (table II).
There was considerable similarity when con-
sidering symptoms of ADRs reported. The Dutch
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study also showed similarities between patients
and physicians in terms of the types of drugs for
which ADRs were reported.[!°]

4.4 The Value of Spontaneous ADR Reports
from Patients

Spontaneous ADR reporting by HCPs is a
valuable pharmacovigilance tooll'”1 and has
contributed to the identification of major safety
issues.['8 There is general acknowledgement that pa-
tient ADR reporting is the right thing to do and that
it will enhance pharmacovigilance,®'%? yet there
remains a lack of clarity regarding the specific value
of ADR reports from patients. Comparisons of
patient and HCP reports have demonstrated im-
portant differences in terms of serious ADRs,
identification of new ADRs, and the medicines and
affected body systems included in reports. The
interpretation of these differences and their implica-
tions for signal generation require further explora-
tion and discussion. Only the UK study included
an evaluation of the effect of patient reporting on
signal generation, which demonstrated that when
combined with HCP ADR reports, patient re-
ports generated 47 new signals for serious reac-
tions." Future comparative studies should attempt
to quantify the impact of patient ADR reports in
signal generation. Further recommendations re-
garding reporting criteria of future comparative
studies are presented in Appendix III (see SDC).

4.5 Harmonization Across Reporting Schemes

There is considerable variation amongst the pro-
cesses used by national spontaneous reporting
schemes that include patient reports. Whilst the US
uses the same data collection form for patients and
HCPs, the UK has two different versions, one for
each type of reporter, with different categories of
‘seriousness’ in each. The importance of well-
designed report forms has been emphasized pre-
viously!®l. Some systems accept reports solely for
ADRs, whilst others include medicine- and pro-
duct-related problems, including errors, e.g. Health
Canada. To maximize the value derived from pa-
tient reports, national patient and HCP schemes
should at least be compatible with one another, and
ideally with other national schemes. It is timely for
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nations with existing patient reporting schemes to
engage in a harmonization process regarding data
collection, analysis and dissemination that would
inform the future of patient reporting. Whilst the
need for harmonization in Europe has at least
been recognized,?!! a wider international approach
should also be considered. There is also a need to
promote pharmacovigilance in poor or develop-
ing countries,?? preferably with patient reporting,
which will require appropriate funding, training and
public awareness for it to be successful.

5. Conclusions

Despite the large and increasing number of
national pharmacovigilance schemes that accept
ADR reports from patients, few comparative
studies have been undertaken of patient and HCP
ADR reports. The current evidence presented in
this systematic review has identified both differ-
ences and similarities between reporter types.
Comparison across schemes is challenging due to
differences in reporting processes, the inclusion
criteria of schemes and different reporter types.
The true value of patient ADR reports to phar-
macovigilance will remain unknown unless more
comparative evaluations are undertaken. As the
number of national pharmacovigilance schemes
that accept patient ADR reports increases, the
expectation is that more comparisons will be
undertaken, particularly of the effect of patient
reports on signal generation.
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