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ABSTRACT

The use of off label drugs increases the risk of adverse reactions in children. Pediatricians should pay more attention when they are recommented
drugs. One of the problems of pharmacovigilance is the lack of knowledge due to absence of instructions. The problem of the incorrect use of drugs
in pediatrics has become a public health concern.

In this context, the Family Pediatricians - Research Network on Medicines for Children (FP-MCRN) plays an important role in pediatric
pharmacovigilance both through improved training and through a proper research methodology. There is a need for a cultural approach,
implementing the culture of diseases related to adverse events. We must take into account the importance of post-authorization safety studies

(PASS) according to GCP, GVPand
ENCePP Code of Conduct.

PASS can provide on one hand training and information regarding the proper use of drugs in children and, the other to constitute a territorial survey
in the prescriptive appropriateness and safety of pediatric drugs aimed at assessing the risk ratio.
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Background

The use of off label drugs increases the risk of adverse reactions in
children. Pediatricians should pay more attention when they are
recommented drugs. (1-8).

Pharmacovigilance (PhV) knowledge has the outcome of being
inadequate in particular due to the absence of instruction (1-4). There
are differences such as the pharmacokinetics and pharmacodynamics
of drugs in adults and children, as well as among children of different
age groups; moreover, also the adverse events can be different in these
two age classes (1-4).

To try to solve the problem of off-label and unlicensed prescribing in
children, European regulations were realized with the purpose of
obliging pharmaceutical companies willing to register new
compounds, or indications and formulations for paediatric use, to
submit “paediatric investigation plans” (9).

In Italy the regulatory authorities have tried in every way to improve
the concept of the importance of ADR reporting by pediatricians to
give a valuable and significant contribution to the process of Pediatric
Pharmacovigilance (10-17).

In this context, the Family Pediatricians - Research Network on
Medicines for Children (FP-MCRN) plays an important role in
pediatric pharmacovigilance both through improved training and
through a proper research methodology. There is a need for a cultural
approach, implementing the culture of diseases related to adverse
events. We must take into account the importance of post-authorization
safety studies (PASS) according to GCP, GVP and ENCePP Code of
Conduct to develop new methodological to recognise as early as
possible issues of efficacy and safety reducing the health risks for such
fragile populations as children (1-6)

In 15/2/2016 the REDS (REspiratory Drugs Survey) STUDY: Active
surveillance of respiratory drugs, especially Inhaled Steroids (IS) in
children ( AIFA PhV CALL 2010-2011) conducted by Fp-MCRN had
awarded with the ENCePP Study Seal according to principles of
methodological standards,transparency and independence (18).

The REDS Study: Active surveillance of respiratory drugs, especially
Inhaled Steroids (IS) in children was conducted in the territory by
Family Paediatricians and had provide on one hand training and
information regarding the proper use of Inhaled Steroids in children
and, the other had constituted a territorial survey in the prescriptive
appropriateness and safety of these drugs aimed at assessing the risk-
benefit balance on usage.

Knowledge of Pharmacovigilance in pediatrics resulted to be poor,

mainly due to the absence of adequate training in academy; despite
this, the majority of Family Pediatricians affirmed to be interested to
Pharmacovigilange and aware of its positive impact on their clinical
practice (19). There will be a need for specific training courses to
bridge this cultural gap in the next future.

Another important problem to consider is the reporting activity of the
ADRs in children. In Italy, the activity of spontaneous reporting in
children is very low: in recent years paediatric data- reporting has
stood ataround 1.6 to 1 percent, compared with 8% of'total reporting.

Pediatricians case reports mainly involve vaccines followed by
frequency reports of drugs used by children: antibiotics, antipyretics,
inhaled corticosteroids, specific products for colds and drugs on the
gastrointestinal tract andmetabolism.

Most of the ADRs, observed in children, mainly effect the skin (rash,
urticaria) and the gastrointestinal system (diarrhea, nausea and
vomiting), but we can also observe systemic reactions and reactions
connected to the central nervous system (1-7).

The reasons for the low reports are maybe due to : 1) a poor
diffusion of a culture of the disease caused by the misuse of drugs 2) a
poor awareness of the benefits that the spontaneous reporting system
can create for the community in terms of reducing patient risks and
saving resources (1,2,19).

Often one of the main causes of ADR is determined by the families that
cause adverse effects reactions due to non-rational use of drugs. A high
percentage of emergency accesses for adverse reactions, after
ingestion of an overdose of drugs, was recorded.

The main causes of overdose are: accidental ingestion of the drug due
to lack of adult control, defective or inadequate packaging (eg lack of
security locking systems), error in the preparation / dilution of a more
concentrated drug (1-3).

When the drug is used in clinical practice in large unselected
populations, PAS Studies, according to GCP,GVP and ENCePP Code
of Conduct, are useful becouse they highlight all the events that
occur during monitoring, with estimates of incidence of ADRs that
cannot be obtained by spontaneous reports. In these studies a
significant role can be played by the FP- MCRN with the participation
to active pharmacovigilance projects (1-6).

Another study was conducted by FP-MCRN on the correct use of
antibiotics in children in the age group from 0 to 2 years of age (21-23)

In this study , after a comparison of prescriptive data of 2013 and the
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year 2015 and after the formation of Family Pediatricians and the
'information to families on the proper use of antibiotics and of any
adverse events related to their misuse, we have achieved:

1) asignificant decrease of 27%. of the prevalence of prescriptions
from 83% (2013) to 56% (2015)

2) areduction in the number of prescriptions (equal to 2938) and a
reduction of the number of pieces prescribed (equal to 2975),
maintaining almost unchanged the number of assisted of 0-2 years
in the two years under review,.

3) asavingexpenses of EUR 18,854.23

4) an improving prescriptive appropriateness according to
guidelines: the most prescribed was Amoxicillin (38%), followed
by Amoxicillin + clavulanic acid (29.3%), Macrolides (16.3%),
and the Cephalosporins (15.2%).

The importance of proper pediatric drug training becomes crucial for
the prescriptive appropriateness on drugs to be used in this vulnerable
group of people. It is also essential to give correct information to
families on the knowledge and experience of pediatric drugs and on the
importance of always consulting the pediatrician before administering
drugs to children.

A significant aspect is also the importance of the synergy of
pediatricians and pharmacologists for the organization of both clinical
research projects and training events aimed at the correct use of drugs
in children.

The organization of specific training courses and research projects

mastbe aimed at:

1) develope the culture of iatrogenic disease in pediatrics;

2) promote prescriptive appropriateness and proper use of pediatric
drugs;

3) encourage spontaneous reporting of ADRs in children;

4) involve Family Pediatricians in post-authorization safety studies
according to GCP,GVP and ENCEPP Code of Conduct.

Therefore it is necessary to build pediatric clinical studies according to
the methodological principles standard, transparency and
independence (to eventually acquire an ENCePP Study Seal).

The FP-MCRN has acquired the skills and the experience to build high
quality clinical studies, with methodology and scientific rigor.

The quality and ethics of research are becoming important key points
of pediatrics, opportunities and the challenges of family pediatricians
during their education and during health prevention in pediatric age
groups.

The main objective of Family Paediatricians should be to take
knowledge of pediatrics drugs through the training and construction
of clinical trials and publishing of paper work about primary care in
order to guarantee better decision-making (21-23).
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