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Introduction
In order to raise a signal, there must be a certain causal relationship between the drug and ADR reported in the Individual Case Safety Reports (ICSR).
If relevant clinical information is present, it increases the possibility to do a good causality assessment. If relevant clinical information is lacking, causality is more
difficult or even impossible to assess which hampers signal detection.
The various reporter types in spontaneous reporting systems are quite diverse (ranging from members of the general public to medical specialists) and the modes
of reporting are increasing (from paper form, to web-based forms, to apps and Electronic Health Records). With an increasing number of reporter types and means
of reporting, it is important to monitor the quality of the reported information to make sure that the information received in the ICSR contains enough information in
order to be useful for signal detection. Therefore, it is desirable to express the quality of clinical information in a quantitative manner to see if there is any variation in
quality between the reporter types or reporting mediums.
The aim of this study is to develop and test a Clinical Documentation tool for case-by-case assessment of the clinical documentation of ICSRs in an international
pharmacovigilance setting.

Methods

Results

ClinDoc was developed in several phases (see Table 1). The tool was developed based on several discussion
rounds by the authors. In each round, ICSRs with different grades of clinical documentation were selected both
from the Lareb database as well as the EudraVigilance database to check the applicability of the tool in an
international setting. After each discussion round ClinDoc was adapted based on the assessors’ comments.

ClinDoc contains four domains with several subdomains which are considered to be relevant in order to assess
the documentation of clinical information of ICSRs: ADR, drug, patient characteristics and chronology,
See Table 2. ADRs can be very diverse, and the information required for a good clinical assessment varies
depending on the type of ADR. Therefore, the tool is not created as a static model, but as a flexible model which
takes this diversity into account. First, the assessor indicates which subdomains are relevant for assessing the
clinical documentationof the specific ICSR and then if the information is present or not. The score given to each
domain is the proportion of information present in relation to the information deemed relevant. To translate the
score to a clinical documentation measure, the following cut offs are being used: poor (≤ 45%), moderate
(from 46- 74%) and well (≥ 75%).

Face validity of the first version of the ClinDoc tool was performed by two pharmacovigilance assessors from
pharmacovigilance organizations of four different countries.
To test the performance, the tool was tested on 14 ICSRs (Table 1, stage 3) from the Lareb database whose clinical
documentation was rated based on expert judgement of the authors. The same assessors, who had performed
the face validity, assessed these ICSRs using ClinDoc without seeing the final clinical documentation outcome.
STAGE
DEVELOPMENT

STAGE

Formulation of (sub)domains
for clinical documentation

METHOD

Discussion rounds with 5
pharmacovigilance experts

CONCLUSION

ClinDoc was drafted

After the first round of validity and reliability testing there was a low agreement for validity as well as reliability.
After a second round of validity and reliability testing (after adaptation of the tool) we found an overall
‘substantial’ validity and ‘moderate’ agreement for reliability. The mean level of agreement across all pairs of
assessors was substantial.

1

ADVERSE DRUG REACTION (ADR)

Relevant?
yes, no

a
b

Proper description of the ADR
Speciﬁcation reaction 'localization' and 'characterization'

1*

c
d
e

To strengthen the diagnosis (subdomain c or d or e applicable):
Treatment; or
Visual material (photo, video); or
Lab values, test

2

CHRONOLOGY

Relevant?
yes, no

a
b

Latency
Description of the course of the ADR

1*

c
d

Action taken on drug
Outcome of the ADR

1*
1*

Discussion

3

SUSPECTED DRUG

Relevant?
yes, no

Present?
yes, no

The advantage of ClinDoc compared to existing tools that look at the completeness of ICSRs is that it takes the
content and the relevance of the information into account, not only the presence. Furthermore, it has been
developed and tested in an international setting.

a
b
c
d

Brand name in case of drug substitution?
Diﬀerent forms or route of administration for suspected drug?
Dose-relationship with ADR?
Batch number of relevance?

4

PATIENT CHARACTERISTICS

Relevant?
yes, no

Present?
yes, no

a
b
c
d

Risk factors/medical history/comorbidity/indication
Concomitant medication
Age/gender/length/weight
Patient’s life style or other risk factors

1

STAGE

Face validity testing

2

STAGE

Validity and reliability testing

3

Table 1
ClinDoc Development Phases

First check of ClinDoc and its user
instruction by two pharmacovigilance
assessors from pharmacovigilance
organizations of four different
countries
Testing 14 ICSRs with ClinDoc by two
pharmacovigilance assessors from
pharmacovigilance organizations of
four different countries

Adaption of ClinDoc according to
comments.
ClinDoc seems feasible

Cohen’s kappa was calculated between:
-Assessors of each agency individually
versus expert panel (validity)
-two assessors in one organization and
mean level of agreement across all
pairs of assessors (reliability)
Kappa’s were acceptable for implementation

A limitation is that a case-by-case assessment is necessary in order to use the clinical documentation tool, and that
it is dependent on the knowledge and experience of the assessor to deem a subdomain relevant or not.
For countries already working with case-by-case review adding the tool to their assessment is a small time
investment. For countries not working with case-by-case assessment, using the tool on a routine basis may be
time consuming. However, the tool can still be used to compare for example the clinical quality between different
reporting groups, or different means of reporting, by analysing a specific sample only.

Conclusion
ClinDoc is the first tool to give insight in the documentation of relevant clinical information during the
case-by-case analysis of ICSRs. The tool is not created as a static model, but as a flexible model which takes
the diversity of all types of ADRs and drugs into account. ClinDoc can internationally be used in order to measure
the clinical documentation of ICSRs and to compare it between reports coming from different reporting methods
and different types of reporters in pharmacovigilance.

Present?
yes, no

Present?
yes, no

1*

CALCULATION OF SCORE
Domain score: number of present subdomains / number of relevant subdomains * 100%
Final score: sum of domain score of all relevant domains / number of relevant domains * 100%
Cut oﬀ values: poor (≤45%), moderate (from 46- 74%) and well (≥75%)

Table 2
ClinDoc Subdomains
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