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Patient reporting in the EU

Banovac, Drug Saf. (2017)



Primary source description MedDRA

Acne Acne

Pain in muscles and joints, feels like I have the flu Influenza-like symptoms

Red, allergic patches on the skin, particularly on the
back. The GP suggested to place the patches on other
parts of the body.

Application site reaction



Drug ADR No reports No serious
reactions

Disproportio-
nality (ROR)

levothyroxine sweating 8 0 2.0 (1.0-3.7)

SSRI aggression 78 19 16 (4.23-7.66)

triamcinolon
injection

Unexpected
therapeutic
effect

1 0 0.42 (0.38-0.46)

levocetirizine Pruritus 9 0 22 (18.94-25.63)



SSRIs and aggression

• The Netherlands Pharmacovigilance Centre Lareb received 78 reports of aggression associated 

with the use of SSRIs (n=35 from consumers)

• In the literature controversy exists about whether the SSRIs have a beneficial or harmful effect 

on aggression

• Aggression was already mentioned in the SmPC of various SSRIs, except for fluoxetine, 

fluvoxamine and paroxetine



SSRIs and agression

• Patient reports very useful in describing severity of the reaction and circumstances under which

aggression occurred

• Reporters mention severely injuring others including (own) children, (attempted) murder (in 1 

case followed by suicide), children being removed from home and placed in the care of someone 

else, aggression leading to restraining orders, initiating fights and smashing a bar  



SSRI and aggression

Since stopping the drug [citalopram], due to an allergic reaction, the aggression and agitation 

disappeared almost instantly. I can enjoy life and I have not had any aggressive episodes again. 

When using citalopram I could shake my daughter back and forth, I did not have myself under 

control during the aggressive episodes. Often I contacted my general practitioner, crying, and telling 

him about this, but he did not recognize it as an adverse drug reaction and I felt he did not believe it



Definition of a signal

• “Reported information on a possible causal relationship between an adverse event and a drug, 
the relationship being previously unknown or incompletely documented” (WHO 2002)



Definition of a signal

• “Reported information on a possible causal relationship between an adverse event and a drug, 
the relationship being previously unknown or incompletely documented” (WHO 2002)

• “Information that arises from one or multiple sources (including observations and experiments), 
which suggests a new potentially causal association or a new aspect of a known association, 
between an intervention and an event or set of related events, either adverse or beneficial 
(CIOMS VIII, Signal detection, 2010) “



What defines the value of a signal?

• Science?
New signal? 

• Regulation?
Need for amendment SmPC/EPAR?
‘Dear Health Care Professional letter’?
Suspension/withdrawal from market?

• Physician
Can ADR be treated?
Prevention of ADRs? 

• Patients 
Quality of life?
Which risk will I accept?





Methods

A total of 150 signals were included, including 1691 ADR reports

Signals were included if individual reports were described in the signal. 

Overviews where individual cases were not described and only accumulated data were presented 
were excluded from the analysis.



Contribution of patient reports to signals
2010-2015
26.3% of ICSRs in Dutch safety signals are from patients 

30.5% of patient reports in the signals contained one or more terms listed as important medical 
event

Patients had an important contribution to signals for ADRs related to drug substitution and 
psychiatric ADRs



Reporter type included in signals

Cross-sectionally: The proportion of reports by reporter type which were included in the signals 
was:

2% for consumers
3.9% for healthcare professionals
0.2% for marketing authorization holders



Examples of Lareb signals based on patient
reports
• Photosensitivity with azathioprine (help finding signal through patient-organisation!)

• High dose vitamin B6 products and neuropathy (for NVWA)

• Alitretinoine and curling hair

• Long term dermal corticosteroid use and withdrawal symptoms

• Triamcinolone injections and subcutaneous atrophy



Signal shared with the Netherlands Food and
Consumer Product Safety authority

Led to proposal from MoH to introduce a 
maximum limit of vitamine B6 in products
on the Dutch market







Medicines patient reports signal detection Medicines ‘normal’ signal detection

Amitriptyline Ciprofloxacine

Desloratadine Ivermectine

Desogestrel Natalizumab

Noscapine (Des)loratadine

Pregabalin Ruxolitinib

SGLT-2 inhibitors Idelalisib

Systemic hormonal contraceptives Chromotrypsin



Medicines patient reports signal detection Medicines ‘normal’ signal detection

Dry eyes Acute kidney injury

Depression Serious neurological events

Panic attacks Central nervous system lymphoma

Distorted colour vision Weight increase in children

Genital pruritus Perioheral neuropathy

Loss of libido Leukoencephalopathy



Signals must be communicated

• Information can influence medicine choice at the prescribing stage

• Earlier recognition of the drug and the ADR 

• Can lead to the decision to stop/change/adjust treatment to see if the ADR will disappear

• Can lead to acceptance of the ADR





Take home messages

• Patient reports contribute to signal detection on both on a national and global level

• Data collection

• Free text and coding

• Signal detection methodology



The way forward

• What is your perception of the role of patients in pharmacovigilance?

• Increase the importance of the patient perspective in your work

• Build a network op patients (organisations) that can guide you in moving forward



Free to download at: 
https://cioms.ch/publications/product/patient-
involvement/



Perception is reality 
Contact

l.harmark@lareb.nl
www.linkedin.com/in/linda-harmark-7195572/

Follow us on LinkedIn!
Esscher, Circle of Limit


