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EuPFi Objectives

Sharing experiences and expertise
through interactive discussions and
feedback between industry,
academia, clinical and regulatory

Raising awareness through
publications and regular
conferences/workshops.

Making the information
(publications, reflection papers etc.)
visible/available through website.

professionals.

To identify the issues and challenges associated with
devel of paediatric formulation in order to raise
awareness and consider ways towards better medications

and clinically relevant dosage forms for children

Lobbying to generate funding to
support future academic or
industrial research worldwide.
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Five workstreams

D Table1.

http://www.propharmacia.pl

Excipient Administration Adverse reaction
Preterm and term neonates, infants < 6 months of age
Benzylakohol Oral, parenteral Neurotoxiity, metabolic acidos's

ethanos 0l parenteral Newotoxcity
Polyetnyine ghcol parentersl Metaboic acdosis
Soysoroate 20 and 80 sarenteral Uver and kidney fslure
Propyene gcol Oral, parentera Seizues, neurotoxiity, hypercsmolary
aionts with ecuced kidney function
Auminum st Ol parenteral Encephaiopathy, mcrocyic ansem,
‘osteodystrophy
Fohethyene gycol f— Metsborc scdoss
Sropyiene giycol rsl, parenters Newotosciy pyperosmaiary
Hypersensitive patients
Ao ayes oal Urticars, bronchoconstricion, angioedema
Senzakonium crioride oral, nasa, oculr sronchoconstction
Chiorocresol Parenteral ‘Anaphylactic reactions
Dextran Parenteral Anaphylactic reactions.
Macrogolglycerok-ricinoleate Parenteral Anaphylactic reactions
saavens Oral. parentenl, Aderges, contact dermatis
oculr, topcl
Sortic acd Topical Contac dermatis (rey)
Starches onal Gluteninduced el dsease
Sufies, bsulftes Oral parenteal Asthma attacks ashes, abdominalupset
Woolwax Topical Contactdermaits, urcaia
o 3
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Propylene Glycol: The Safe Diluent that Continues to
Cause Harm
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FDA Drug Safety Communication: Serious health problems
Drug Alerts and Statements seen in premature babies given Kaletra
\mporing Frescription Drugs. (lopinavir/ritonavir) oral solution
Medicaton Guides.
Safety Announcement
‘Additional Information for Patients
Additional ion for Healthcare
Data Summary

Safe Use Intliative

Drug Shortages
Postmarket Drug Safety
Information for Pateents and
Providers

Safety Announcement

[3-8-2011] The U.S. Food and Drug Administration (FDA) is notifying healthcare professionals of

serious health problems that have been reported in premature babies receiving Kaletra

Class ) oral solution. Kaletra oral solution contains the ingredients aicohol and
|, Premature babi bs at d risk for health problems b thy

Wedication Ertors

FDA Drug Safety Newsletter
Drug Safety Podcasts
Drug Recals

E i
A safe and effective dose for babies less than 14 days of age (whether bom premature or full
term) has not been established.

Because the consequences of using Kaletra oral solution in babies immediately after birth can be
severe or possibly fatal, the label is being revised to include a new waring. The use of Kaletra
oral solution should be avoided in premature babies unti 14 days after their due date, or in full-
term babies younger than 14 days of age unless 3 healthcare professional believes that the
benefit of using Kaletra oral solution to treat HIV infection immediately after birth outweighs the
potential risks. In such cases, FDA strongly recommends monitoring for increases in serum
osmolality, serum creatinine, and other signs of toxicity.

Kaletra oral solution is an antiviral medication used in combination with other antiretroviral drugs
for the treatment of HIV-1 infection in pediatric patients 14 days of age (whether premature or
full term) or older and in adults. Taking antiretroviral medications for HIV will not cure the
infection, but can help children and adults with HIV-1 infection stay healthier for 2 longer period
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oo g International Journal of Pharmaceutics

Joutnal homepage: www.isevier comlocateljpharm
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The STEP (Safety and Toxicity of Excipients for Paediatrics) database. Part 1-A
need assessment study

Smita Salunke2+, George Giacoia®?, Catherine Tuleus".!
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GENERAL INFORMATION: Propylene Glycol

CAS No. 57-55-6
12 i (l/gT P database

- Database of safety and taxicty of excplents
Pharmacopoeial status: Ph Eur., BP for paediatrics

Regulatory status: GRAS
Functional classification: solvent, co-solvent, diluent, binder, plasticizer, antimicrobial agent

HUMAN FIELDS

Demographic (age, gender etc)

Administration/Exposure (E.g., Route, dose, concentration, duration etc)
Safety/Tolerability/Adverse effects findings by organ/system (e.g. Gl, CVS, respiratory, etc.)
Pharmacokinetics/ADME

PK/PD relationship ( dose-

Acceptable daily intake

NON HUMAN FIELDS

Age. Juvenile/Adult) Species (e.g. rat, mouse, dog, non human primates.)
Administration/Exposure (e.g. Route, dose, concentration, duration etc)
Toxicity findings by org: y (eg. ici icity etc,)
Toxicokinetics

Dose information (Eg., MTD, LD, NOEL, NOAEL)

In Vitro Data

Five workstreams

Taste Masking

and Testing

‘Contents lsts avalsble at SclancaDirect

International Journal of Pharmaceutics

ELSEVIE fournal homepage: wwvw.slsevier.com/locatefijpharm

Commentary
Challenges of developing palatable oral paediatric formulations

Anne Cram?, Jorg Breitkreutz?, Sabine Desset-Bréthes®, Tony Nunn®*, Catherine Tuleu®,
On behalf of the European Paediatric Formulation Initiative (EuPFI)
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EuPFi

Five workstreams

Taste Masking
and Testing

Development of adult dosage form

Exploratory Formulation

First opportunity for
taste assessment in
paediatric population

Results &
PP Compilance

Development of paediatric dosage form

Fig. 1. Dosage form development in adults and in children.

http://www.propharmacia.pl
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Five workstreams

Taste Masking

and Testing

+ Development or optimisation of robust and reliable taste assess-
ment or prediction techniques suitable for early drug product
development, where limited toxicological information is avail-
able.

« Validation of adult taste panels, allowing transfer of results to the
paediatric population.

* Development of platform technologies withuniversal taste mask-
ing capabilities, e.g. encapsulation or complexation. A thorough

In preparation review of appropriate and available technologies would be ben-
eficial. Taste enhancement approaches used in the food industry
should not be overlooked when developing pharmaceutical prod-
ucts.

* Development of ‘flexible’ dosage forms that take into account
the taste preference of the paediatric patient, such as Children’s
Tylenol® with Flavour Creator or the Griinenthal SIP technology.

. EuPFi

e workstreams

—
Taste Masking | Ongoing project:
and Testing Etongue — User Group

Chair: Dr. M. Pein, Univ. Diisseldorf, Germany

Five workstreams

Administration

L))

Devices

Contens st avalabl o SisnceDirect

International Journal of Pharmaceutics

lournal homepaga: wivw aisaviar.comlocatailjpharm

Review.

Delivery devices for the administration of pacdiatric formulations: Overview of
current practice, challenges and recent developments

Jennifer Walsh*+, Deborah Bickmann®, Jocrg Breitkr
‘on behalf of the European Paediatric Formulation In

Maryvonne Chariot-Goulet!,
e (EuPF)
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S
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— Administration
Devices
Ongoing project:

International Questionnaire and Survey:
Handling and Appropriateness of Devices

Chair: Dr. Herbert Wachtel, Boehringer Ingelheim, Germany
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Dispensing
International Journal of Pharmaceutics
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Preparation of medicines for children - A hierarchy of classification
Terry B. Emest?*,Jo Craig?, Anhony Nunn®, Smita Salunke<, Catherine Tleu,
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Clinical phase appropriale
prociuct iobe potentially
> bricoed to future
comrierid presentaion

Manipulation = of point of administration
e.g 3plitling lablet or mixing with food
Compounding= making a new dosage fomin
advance ofneet

Fiz 2 Defi with clinical trials dosage forms.
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International Journal of Pharmaceutics

Revew
Preparation of medicines for children - A hierarchy of lassification

Terry B.Emest*,Jo Craig?, Anthony Nunn®, Smita Saunke®, atherine Toleu'
Joerg Breitkeutz!, Rainer Alex, John Hempenstall:

»  EuPFi

EuPFi Conferences
Formulating Better Medicines for Chil
* 5years old — 4*" conference

7 j,
Formulating better medicines for children
eetingheneds of e hiden

2110 22" Sgtember 2010
Berln, Germany

e of e
uopenPasditicmuinietve EuPF}

dren

1JP Volume 435,
Issue 2 pp.99-152
5 October 2012) =
Formulating Better =
Medicines for
Children —EuPFI 3rd

Annual Conference

145 Participants, 22 countries, 5 continents

Country % of Pai

United Kingdom =il Slide to be updated when we
Germany THNIIIT 22.9 ! N

France T 14.0 receive the details from APV

United states I 7.3

Switzerland T 5.6

Japan LI 3.9

Belgium 11} 3.9

Nomwa 28 Pharmaceutical Industry 311
Denmark [ 2.8

Poland 1.7 Chemical industry 13.0
Australia 1.7 Universiti 305
Bulgaria 1.1 i

Sweden X Hospitals 8.5
Netherlands 11 Regulatory agencies 119
Nigeria 11

Isreal 0.6 other 5
Rwanda 0.6

South Africa 0.6

Italy 0.6

Portugal 0.6

Ireland 0.6

New zealand 0.6

»  EuPFi

18th to 19th September 2013
e Barcelona
— Hotel Porta Fira

¢ Preconference workshops (half 15 day )
— Neonate/Peadiatric pharmacology (GRIP)
— How to write a PIP - quality section (EMA)

— Paediatric Biopharmaceutics

— Innovation show case

e Then every 2 years 2015, 2017 etc

5t EuPFI conference

¢ 1.5 day conference. NEW! based on your suggestions :

— Patient and Public Involvement (PPI) in Formulation Research

http://www.propharmacia.pl




