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Comments of the International Primary Care Respiratory Group (IPCRG) and European Federation of Allergy and Airway Diseases Patients’ Associations (EFA) on the European Medicines Agency (EMEA) draft “Guideline on conduct of pharmacovigilance for medicines used by the paediatric population”










19 January 2006 
For the attention of Dr. Panos Tsintis, Head of Sector Pharmacovigilance and Post-Authorisation Safety & Efficacy of Medicines 

We are writing on behalf of the International Primary Care Respiratory Group (IPCRG) 
 and European Federation of Allergy and Airway Diseases Patients’ Associations (EFA)
 in response to the call for consultation on the above document. The IPCRG is a charitable organisation committed to improving respiratory care in primary care on a European and worldwide scale. EFA is a non-profit network of allergy, asthma and chronic obstructive pulmonary disease (COPD) patient organisations committed to improve the health and quality of care of patients with these diseases in Europe. We would like to firstly fully support the thrust and importance of these proposals. We have a number of specific comments we would like to make about particular sections: 
Section 4. 
The role and responsibilities of different stakeholders
We fully support the stakeholders listed and think that a process should be required to ensure they are genuinely all included in the process of pharmacovigilance. We would like, however, to ensure that patient organisations are not forgotten, because of their expertise and experience in pharmacovigilance issues as the representatives of patients, which may bring added value to the process.
Section 5. 
Special Characterics of Paediatric Pharmacovigilance 
We fully agree with the statements on the special characteristics and need for extra vigilance in relation to paediatric pharmacovigilance. 
We are particularly concerned when considering pharmacokinetics and dose ranging studies that issues about absorption from the skin of corticosteroids and so-called new immunomodulating agents (for example calcineurin inhibitors, such as tacrolimuse and pimecrolimuse) and the lung and the nose (the airways) are not forgotten in inhaler/nasal formulations of both respiratory drugs and non respiratory drugs such as nebulised antibiotics or inhaled corticosteroids and insulin. One important example in asthma medications is that lung absorption for many inhaled steroids is the source of potentially active drug in the circulation. In some instances this has been associated with much higher side-effects than would be expected from adult studies.
 Appropriate pharmacovigilance might have picked these issues up sooner. What is also surprising in spite of this information is the small number of thorough dose-ranging studies in children with asthma of inhaled medicines – in fact our literature search revealed very few published dose-ranging studies.
,
,
 
Moreover, we support adding ‘airways and skin’ alongside with kidney, liver, blood-brain-barrier to the list of examples of organ systems where safety data on paediatric population cannot necessarily be extrapolated from that of adults.
Section 6. 
Clinical Safety and Pharmacovigilance before authorisatio of a paediatric indication
We welcome the suggestions for proposals for prospective monitoring. Whilst we realise it is difficult to be prescriptive here we think a number of principles ought to be outlined which are currently not made entirely clear. In particular we would suggest:

That all surveillance programmes should include a fully independent data monitoring committee and that all data should be made publicly available. 
It may also be appropriate for valid comparisons to be undertaken that appropriate control populations are identified to minimise reporting bias.
Plans should allow recording of data from “off-label” usage.

Plans should include methodology to ensure that data is representative of use and not just include reports from highly motivated clinicians or patients.

Section 7. 
Pharmacovigilance for products on the market (including ‘off-label’ use)
7.1 Data Collection

Spontaneous reports
We agree with the challenges outlined in encouraging spontaneous reports particularly when a drug has been used off-label or at an incorrect dose but such reports are most valuable. It maybe appropriate to encourage confidential data submission in such cases to maximise data collection. One good example is the frequent use of high dose inhaled steroids in clinical practice for managing asthma.
We agree that encouraging families and carers to report adverse events to health professionals is worthwhile. However, we have concerns that these may not always be passed on to regulatory bodies and it maybe helpful to have forms alongside patient information leaflets to encourage detailed recording to assist the physician in reporting.

We would agree that the other approaches outlined other than spontaneous reports maybe more appropriate in many instances.
Targeted Active Data Collection
We believe this could be an important method for future reporting. We believe a number of specific issues merit discussion here:

Primary care networks as well as paediatric networks should be mentioned in our view as in many countries throughout Europe much paediatric care is provided by primary care. 
Combined data recording with primary and secondary care data linkage is also important for conditions commonly managed by both primary and secondary care. 
Issues about consent and confidentiality merit consideration. Limiting data to consenting patients or parents may limit representativeness and should be unusual. Confidentiality should be explicit. 
Periodic Safety Update Reports (PSUR)
We agree that these are helpful but would value the use by the marketing authorisation holder of independent data monitoring committees as outlined in our comments on section 6.

Published literature
We agree with this – it may also be appropriate to provide a simple method for authors to supply pre-publication data to the EMEA and other appropriate agencies in such a way as to not prejudice publication.

Post authorisation safety studies
We agree with the importance of this. We would like to make a number of specific comments:

1. Paragraph 3 – we agree that paediatricians must be involved in study design and conduct. In general it should also be appropriate for a patient representative to participate and where primary care patients are involved a primary care physician should also be involved.
2. We agree that registries may be useful – to maximise the quality of such registries it maybe appropriate to standardise minimum data collection for both patients receiving the medication under study and appropriate controls as minimum clinical practice for the use of such medications.

3. As mentioned previously independent data monitoring maybe appropriate for such studies.
4. Databases used for such studies should record age of child accurate to one month and not one year.

7.2 Data Management

We wholeheartedly endorse this section.
7.3 Signal Detection

We wholeheartedly endorse this section.
7.4 Risk Evaluation and Benefit Risk Assessment

We wholeheartedly endorse this section.
7.5 Regulatory Action

We agree that the marketing authorisation holders (MAHs) should monitor “off-label” use and that usage should not just be monitored but also reported – the method of doing so should be agreed prospectively with regulatory bodies. It is striking in our area of expertise that there is limited awareness of prescribing of unlicensed and high doses of inhaled and nasal steroids in children. This may also be the case with new treatments, for example new immunomodulating agents for the treatment of atopic dermatitis in very young infants.
Recent evidence presented at the British Thoracic Society in December 2005 showed that almost one in ten children prescribed inhaled steroids are prescribed both high and unlicensed doses.
 Such mechanisms should ensure this does not happen in the future. 
7.6 Communications

We agree on the importance of communication with all relevant bodies and the approach suggested. It is important that all data from MAHs is presented in a timely and transparent manner, and in an appropriate language for the intended target group. 
7.7 Audit and Outcome Assessment

We agree entirely. 
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