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Key achievements 

• Scientific advisory body (PRAC), scientific advisory groups (SAG) etc. 
• High competence amongst members of PRAC 
• Evaluations of important safety signals  
• Dialogue with other regulatory agencies 
• Network of pharmacoepidemiology centres (EnCEPP) 
• Eudravigilance and signal generation 
• Procedure for public hearings (draft) 
• Directive on medication errors (draft) 
• Document on medicine shortages 
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Challenges in Pharmacovigilance 
• EU one entity? 

• country differences in healthcare systems, perceptions 
• who prescribes, where administered, OTC status, obsolete medicines, reimbursement 

• More transparency, but in practice major hurdles, cf. requests and ombudsman cases 
• EMA focus on CAPs, many with little or no benefit to patients, and prices that many MSs 

cannot afford 
• Focus on product and brand names, the current legal framework protecting products 

severely hampers harmonisation of active ingredients and of therapeutically equivalent 
substances, though “old”, off-patent products are still frequently used and rightly so 

• PSURs for all NAPs evaluated in PRAC - time consuming and frustrating when assessed 
based on old evaluations of effect 

• Lengthy processes often ending in only minor changes to safety profiles 
• Post-authorisation safety studies - independence and transparency 
• Company-owned registries per product not disease 

• same patients in different registries 
•  lack of transparency and access to registers 
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Challenges in communication between regulatory authorities 
and practising health care professionals 

• Electronic access in primary and secondary care still poor in many (most?) MSs 
• Regulation regarded by HCPs as a barrier to clinical practice 
• RAs often small with few qualified staff, product-oriented 
• Marketing practices by MAHs confuse messages on safety by focussing on effect 
• HCPs approached by MAHs insisting to talk about educational material “because it is 

required by EMA”. Multiple forms of material for same / similar substance 
• DHPC letters not read, particularly if envelopes have company logo.  
• EMA evaluations of safety signals perceived as too long and message not always clear 
• Confusion when advice differs btw EMA and FDA or is not issued simultaneously               

(e.g. metoclopramide*) 
• SmPCs (EPARs), if read at all, are too long, and how to communicate any changes? Doctors 

don’t read SmPCs/EPARs for every new patient (examples in background slides**) 

• Inconsistencies in SmPCs/EPARs between MAHs 
• Lack of transparency 
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ADR-reporting mandatory, but what is practice? 

• How are reports coded? (symptoms vs diagnosis etc.) 
• PRAC and signals – too much time spent on poor signals? 
• ADR-reporting by industry vs by HCPs and patients 

• No feedback to prescriber from industry, no independent causality assessment 
• Follow-up of reports of missing information: a hassle to HCPs, confidentiality issues 

• Prescribed by GP, but ADR report by hospital 
• limited info on medication history 

• Black triangle by product 
• if different products with same API, not all have black triangle(!) 

• Medication errors and off-label use as ADRs poorly understood/accepted 
• Under reporting of misuse, abuse 
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Communicating safety issues 

• How is the SmPC/EPAR perceived? 
• EPARs all presentations in one – must all text be repeated in full for each? 
• EPAR translated from US, different medicines used e.g. in preventing/treating ADRs 
• ADRs, Interactions, Cautions, Contraindications in SmPC and PIL (= EPAR) 
• Handling cytotoxics, MABs etc. 
• Pregnancy and breastfeeding  
• (see examples in background slides***) 

• As guiding documents for guidelines, actions needed by individual 
countries 

• SmPCs/EPARs legal documents? So perceived by HCPs 
• PILs so unreadable that HCP will have to explain + found at the end of EPAR 

(example in background slides****) 

Stakeholder Forum 15 September 2015 Kirsten Myhr 



Areas of improvement and priorities for future work 

• Priorities in PRAC work 
• Transparency 
• Communication – content and dissemination of messages to meet public 

demands 
• Improve communication between EMA, FDA, Canada etc. to (try to) 

harmonise safety messages 
• SmPCs (EPARs), PILs 
• Harmonisation of NAPs by APIs (active ingredients) 
• Access to medicines for vulnerable groups 
• Support to more public registries 
• Facilitating reporting by HCPs and patients directly 
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Medicines for vulnerable groups 

• Children 
• Lacking medicines / relevant studies of medicines for important paediatric disorders 
• Paediatric preparations delayed in EMA because NAPs needing to be harmonised are not given 

priority? (morphine mixture since 2009?) 
• Confusion in labelling, e.g. mg/ml vs mg/5 ml on mixtures 
• Drug shortage and safety 
 

• Pregnancy and breastfeeding 
• harmonisation of wording 

• Antihistamines, locally administered medicines for asthma and allergy (see example in background slide***) 
• Injectables, orals vs topical vs inhalation of same substance 

 
• The elderly 

• Few relevant clinical trials, extrapolation of data = b/r profile lacking 
• Polypharmacy – studies needed 
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Background slides 
 

Examples taken from questions and ADR-reports received at a 
regional medicines information and pharmacovigilance centre 

Stakeholder Forum 15 September 2015 Kirsten Myhr 



* Metoclopramide - restriction of use 

Metoclopramide is, amongst others, for nausea and vomiting, stimulating bowel 
movements acontractions. FDA issued a warning that the risk of dystonic reactions 
increases with increased duration of use. They recommended a maximum  duration 
of 30 days. The assessment of risk was on the European level done in CMDh as 
metoclopramide products all had nationally approved MAs. 
Ref. 20 December 2013 EMA 13239/2014 Corr.1 
This resulted in a conclusion of a maximum duration of use of 5 days in nausea and 
vomiting. Use in pregnancy for nausea and vomiting was not amongst the 
indications listed, may be because no product in any member state had that as 
approved indication. But metoclopramide is regarded as the safest antiemetic in 
pregnancy and the conclusion left us with less safe alternatives. Pregnant women 
may need longer treatment than 5 days. The different conclusions by FDA and EMA 
is difficult to understand by HCPs and patients. 
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** SmPC – can you find what you want? 

This example is the SmPC/EPAR of Herceptin (trastuzumab) and is chosen just 
because I recently was confronted by HPs intending to administer the 
subcutaneous injection but struggled to find information, especially on handling 
and administration. 
The full SmPC is 136 pages and consists of 3 different formulations, powder for 
infusion, vial for injection and solution for injection in administration system. On 
the slides, 1 for each formulation, more info is given. Obviously not easy to find 
important information for doctors and nurses who administer the medicine. 
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SmPC/EPAR for Herceptin (trastuzumab): 3 presentations, 136 pages, here summarised on 3 slides 

Pg 30: 6.6 on reconstitution 

Powder for infusion 
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Pg 31: Vial for injection 

Not obvious that it is for 
subcutaneous injection 

Pg 42: This para on not confusing 
different formulations is not added 
to the powder for infusion SmPC  

Page 56 
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Pg 59: solution for injection 
in administration system. Not 
obvious that it is for 
subcutaneous injection 

Page 60-61 

Page 85: 6.6 



** SmPCs (EPARs) and interactions 

The next slide shows 4.5 Interactions section in the EPAR for Betmiga (mirabegron) – a 
medicine which is only for symptomatic relief of urinary incontinence problems. Target 
group is obviously the elderly most of whom will be on other medicines as well.  
 
The information on interactions is so extensive that you wonder if the prescribing doctor 
will read it all. It means that a risk to the target group is there. The long section starts with 
whether mirabegron will be affected by other medicines. Then starts the information on 
how it might affect other medicines. Included in that latter group is an important medicine, 
metoprolol. And also digoxin. The rest of the other medicines so far listed as being affected 
includes e.g. an antipsychotic, thioridazine, that was banned for at least 20 years ago. That 
can lead one to suspect that most data were collected long time ago. 
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EPAR for Betmiga (mirabegron) (60 pages) 
–  4.5 Interactions 

Indication: 
Symptomatic 
treatment of 
incontinence 

metoprolol 

Thioridazine, withdrawn long ago 

Digoxin, dabigatran 



*** Medicines in pregnancy and breastfeeding 

Women are denied lifesaving medicines or medicines that could control their 
disease during pregnancy because of the MAHs wish to not recommend medicines 
use. And even if the disease itself, uncontrolled is a risk to the baby. Years ago a 
regulatory authority proposed a standard text for medicines to control allergies and 
asthma but the proposal was not accepted by the MAHs. The example of Aerius 
(desloratadine) in the next slide is now used for new medicines. It is an 
improvement, but the last sentence could still be regarded as a warning against 
use. Even use of locally administered medicines by inhalation and eyedrops, suffer 
from being regarded as carrying the same risk as oral or parenteral formulations.  
May be the grading system used by designated centres, by Australia, US and 
Canada is better, with explanation of what the codes mean. To leave this to the 
companies, however, is a problem as they regard the SmPc as a legal document and 
thus fear suits. 
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Antihistamines and pregnancy 

As a precautionary measure, it is preferable to avoid the use of Aerius during pregnancy 



**** Information on side effects in Package Insert Leaflet 

This example from a PIL happens to be Herceptin (trastuzumab) as well, as when I 
continued to scroll down the EPAR, I came across this not patient-friendly example. 
 
The PIL contains this very long list of side effects – not at all understandable for 
anyone. It seems to be a list of all reported ADRs during clinical trials regardless of 
terminology used. Meaning that e.g. pain has been recorded in many different 
forms and frequencies and that is also the case with e.g. lung and breathing 
problems and infections. At the very end is listed reports of foetal effects.  
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