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European Medicines Agency
Pre-authorisation Evaluation of Medicines for Human Use

London, June 2007
Doc. Ref. EMEA/197972/2007

UPDATED PRIORITY LIST - REVISED
FOR STUDIES INTO OFF-PATENT PAEDIATRIC MEDICINAL PRODUCTS

NOTE and DISCLAIMER
The list includes only products considered to be off-patent, i.e. not covered by a patent or a
supplementary protection certificate. Information on the off patent status is not guaranteed by EMEA.
It should be noted that information on the authorisation status as well as on available paediatric
formulations of medicinal products is very limited and not available for all European Member States.
Users of this list are therefore advised to check the patent and authorisation status of the medicinal
products of interest.

The methodology used to establish the list was based as much as possible on evidenced based
medicine. It is however acknowledged that identification of priorities for research into medicinal
products for paediatric use is partly based on subjective criteria and that identified priorities may
change over time.

OBJECTIVE OF THE LIST:

The aim of Regulation 1901/2006 of the European Parliament and the Council on Medicinal Products for
Paediatric Use (entry into force: 26 January 2007), as amended, is to increase availability of medicines
authorised for children as well as to increase the information available on the use of medicinal products in
the paediatric population. The Regulation includes provisions for funding of studies into off-patent
medicinal products. This funding, provided through the EU Framework programmes, should cover the
development of off patent medicinal products with a view to the submission of a Paediatric Use
Marketing  Authorisation  (Art. 40,  hitp://ec.europa.cu/enterprise/pharmaceuticals/eudralex/vol-
L/reg 2006 1901/reg 2006 1901 en.pdf). The objective of this priority list is to ensure that funds are
directed into research of medicinal products with the highest need in the paediatric population.

The following list of off-patent products has been set up by the EMEA and the Paediatric Working Party
(PEG) after consultation of paediatric learned societies in 2003. A limited revision process took place in
2006.

The priorities for medicinal products where studies in the paediatric population are needed concern
exclusively medicinal products which are not covered by a patent or supplementary protection certificate.
As such products may be devoid of commercial sponsors, studies consequently need to be funded
publicly through the EU Framework Programme.

METHODOLOGY

The list has been prepared from a public health perspective. The methodology used to set up the list
included two steps:

In a first step, priority points were assigned to conditions, based on the severity of the disease, the
paediatric age groups affected (with special priority for the neonatal population), the non-availability of
treatment alternatives and the high prevalence of the disease in the paediatric population.

In a second step, for each condition, published therapeutic reviews were analysed to identify off-label
products of therapeutic interest. Priority points were assigned to these products according to the level of
evidence available and known or suspected efficacy or safety issues. The final selection was based on the
sum of the priority points for the condition and the product.

7 Wastfarry Circus, Canary Wharf, London, E14 4HB, UK
Tel. {44-20) 74 18 84 00 Fax (44-20) 75 23 70 40
E-mail: mail@emea.europa.eu  hitp://www.emea.europa.eu )
©EMEA 2007 Reproduction and/or distribution of this document is authorised for non commercial purposes only provided the EMEA is acknowiedged
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In 2006, the PEG revised the list including in the off-patent priority list the list of paediatric needs (as
opposed to priorities), which had been identified by the PEG in different therapeutic areas
(http://www.emea.europa.cu/htms/human/peg/pegassessment.htm). The revision in 2006 did not include a
systematic search and review of newly available literature as compared to 2003, when the first list was
established. '

Following the revision and a public consultation, the following final list was adopted by the Paediatric
Working Party on 27" April 2007:

PRIORITY LIST FOR STUDIES INTO OFF-PATENT PAEDIATRIC MEDICINAL PRODUCTS

CONDITION PRODUCTS SPECIFIC AGE GROUP
NEEDS
Migraine Beta blockers Children and
(prevention of adolescents
recurrence) Topiramate Data on PK, efficacy and > 6 years
safety
Age appropriate
formulation
Seizures/Epilepsy Clobazam Data on PK, efficacy and < 3 years
(generalised and partial safety
seizures) Age appropriate
formulation
Malignant diseases Actinomycin D Data on PK, efficacy and
(please note that there safety
may be authorised Carboplatin Data on PK, efficacy and < 2 years
indications in children safety
(licensed) for these Cisplatin Data on PK, efficacy and > 6 months
products _safety
Cladribine Data on PK, efficacy and
safety
Cyclophosphamide Data on PK
Age appropriate < 3 years
formulation
Cytarabine Data on efficacy and < 3 years
safety
Daunorubicine Data on PK and long-
term safety
Doxorubicine Data on PK and long-
term safety
.| Etopophos Data on PX, efficacy and
: safety
Etoposide Data on PK
Age appropriate < 3 years
formulation
Fludarabine Data on PK, efficacy and
safety
Gemcitabine Data on PK, efficacy and
safety
Idarubicine Data on PK, long-term
safety
Ifosfamide Data on PK, efficacy and
safety (long-term safety)
| Lomustine Age appropriate
formulation
©EMEA 2007
25
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Mercaptopurine

Age appropriate

(use in Intensive Care
Units)

formulation
Methotrexate Age appropriate
formulation
Mitoxantrone Data on PK and long-
term safety
Retinoids Age appropriate
formulation
Temozolomide Data on PK, efficacy and < 3 years
safety
Age appropriate All age groups
formulation
Thioguanine Age appropriate
formulation
Thiotepa Data on PK, efficacy and < 12 years
safety
“Topotecan Data on PK, efficacy and
safety
Vinblastine Data on PK, efficacy and
safety
Vincristine Data on efficacy and
safety
Vindesine Data on PK, efficacy and
safety
Vinorelbine Data on PK, efficacy and
safety
Age appropriate
- formulation
Gastroesophageal Proton pump inhibitors Neonates and
reflux (GER) infants
H,-receptor antagon-
Oesophagitis ists
Peptic ulcers
Atopic dermatitis Topical steroids Data on long term safety
Bronchopulmonary Steroids
dysplasia (BPD) Beta, agonists
_Diuretics
Obstructive lung Inhaled steroids Data on efficacy and < 1year
disease safety (incl. long-term
safety)
Age appropriate
. : . formulation .
Asthma Steroids (inhaled, oral) | Data on long term safety All age groups
Beta, agonists '
Tubulopathies - Indomethacin Data on efficacy and
safety (including long-
| term safety)
Hydrochlorothiazide
Sedation Chloral hydrate
Clonidine
All age groups

©EMEA 2007
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Propofol
(for procedures)

Pain
{(acute and chronic)

Clonidine

Age appropriate
formulation

All age groups

Diclofenac

”

> 6 months

Fentanyl

All age groups

Ibuprofen

Data on efficacy and
safety

Age appropriate
formulation

< 6 months

‘Ketoprofene

" Age appropriate
formulation

All age groups

Morphine

e

Nalbuphine IV

I3

S-Ketamine (oral)

”

Tramadol

”

Hypertension
(chronic)

| ACE inhibitors

Beta blockers

Calcium channel
blockers

Dihydralazine

Furosemide

Hydrochlorothiazide

Prazosin

Spironolactone

All age groups

Hypertension
(acute)

Nicardipine

Nitroprusside

Nitroglycerin

All age groups

Heart failure
(acute and chronic)

"| ACE inhibitors

Carvedilol

Digoxin

| Dobutamine

)| Dopamine

Furosemide

Hydrochlorothiazide

Milrinone

Nitroprusside

Vasopressin
(cardiovascular shock)

All age groups

Epinephrine

Data on safety and
efficacy

younger age groups

Norepinephrine

Data on safety and

younger age groups

“Cardiac arrhythmia

Sotalol

Amiodarone

Adenosine

efficacy

All age groups

Hypercholesterolaemia

HMG-CoA-reductase-
inhibitors

Familia] and at-risk

_patients

< 8 years

. Infection

Ciprofloxacin

" Antibioresistance

Premature
newborns

Fungal infection

Itraconazole

{ Amphotericin B

©EMEA 2007
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Fluconazole
Meningitis Meropenem
Tuberculosis Existing products Data on PK, efficacy and
safety
Age appropriate
formulations
Herpes virus Foscarnet
(systemic infections,
encephalitis)
'HIV infection Antiretrovirals Age appropriate All age groups
paediatric formulations
Psychosis Risperidone Data on efficacy Children,
(without mental Adolescents
retardation)
_Glaucoma-IOP “Timolo! (eye drops)
GEMEA 2007
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