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Important Dates in the EUT -0

° 12 December 2006: paediatric regulation p

* 26 January 2007: entry into force

* 4 July 2007: first meeting of Paediatric Committee
(PDCO)

e 26July 2008:  Art. 7 enters into force (for Marketing
Authorisation aplications of new products)

* 26 January 2009: Art. 8 enters into force  (for new
indications, routes, forms, of existing, patented
products)

e June 2012: 50t meeting of the PDCO
° September 2012: EMA 5-year report published

EU Paediatric Regulation: o
a system of obligations versus incentive]

New# Paediatric 6 months Necessary for

Medicinal Investigation Plan or | extension of SPC | validation of

product Waiver - (patent) * application

On Patent Paediatric 6 months When new indication or

and Investigation Plan or | extension of SPC | new route or new

authorized Waiver (patent)* pharmaceutical form:

Medicine necessary for
validation

Orphan Paediatric 2 additional In addition to 10 years

Medicine Investigation Plan or | years of market

Waiver exclusivity*
Off patent None (voluntary PIP | 10 years of data | Research funds
Medicine possible for PUMA) protection Paed. Use MA (PUMA)

*if compliance with PIP, information, approval EU-wide
#, 4 .
according to GMA concept (Presented by: Paolo Tomasi, MD)



- PDCO (Paediatric Committee, EMA)
> EMA Committee; members are not EMA staff but
national experts nominated by EU Member states

> 3 working groups: Formulation Working Group, Non-
clinical working group, Extrapolation working group

- Paediatric Medicines Section, EMA

> EMA staff (11 assistants, 17 Scientific
Administrators):

» manages PDCO meetings, attendance, minutes,
press release, nominations...; regulatory and
legal aspects. :

> Acts as Scientific Secretariat: drafts Summary
Reports, requests for modification, Opinions,

Decisions... .
(Presented by: Paolo Tomasi, MD)

PDCO opinions on new
- applications

1. Positive opinions: 70%paediatric
plans, 30% “total” waivers

2. 75% of opinions are for new products,
25% for existing (authorised) products

3. Estimated failure rate: 16% (4%
negative opinions + 12% late
withdrawals)

(Presented by: Paolo Tomasi, MD)



PDCO is requiring studies in 70% of medicines, vs. 34% of
authorised paediatric indications in pre-regulation era

Centrally authorised medicines {December 2006, N=317)

23%

D 34% B Paediatric indication authorised
Potential paediatric use

No applicable paediatric use

(Presented by: Paolo Tomasi, MD)

Addressing unmet needs:
Neonates

The PDCO routinely requests applicants to inciude neonates in clinical
trials, almost doubling the number of plans that include neonates

Table 2: Comparison of proposals versus PDCO requirements in respect of neonates.

Applications and PDCO opinions Number Proportion

= Applications proposing to study neonates 60 15%

* Applications proposing to waive neonates, 50 13%
but PDCO opinion requiring to study neonates

All PDCO opinions requiring to study neonates 110 28%

Total PDCO oplnions agreeing a PIP 395+ 100%

Source: EMA applications and oplnions. ** Excluding allergen products as these are not relevant for
neonates.

(Presented by: Paolo Tomasi, MD)
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Appropriate Drug Use for Children: What a Medical Doctor Must Know When Using an
Unapproved or Off-label Drug
Masao Nakagawa
Department of Pediatrics, Kyoto Kizugawa Hospital, Kyoto, Japan

Information is provided that a medical doctor must know when using an unapproved or off-label drug.

News of the death of an infant sedated with propofol, a contraindicated drug for patients under mechanical ventilation in the
intensive care unit, has developed into a serious social problem. Although, as a general rule, unapproved or off-label and
contraindicated drugs should not be used, they are indispensably used at the discretion of medical doctors, especially when no
other treatment has been established. However, this discretion does not legally protect doctors from medical law suits if such
unapproved or off-label drugs have harmful effects, even if they obtained the approval of the ethical committee and informed
consent from the patients. This is because discretion is considered a legal concept that guides the decision to violate a medical
standard, and a serious harmful effect caused by an unapproved or off-label drug would suggest that the violation was a
deviation from the discretion of a medical doctor. The drug information sheet is the only official document provided by the
Pharmaceutical Affairs Law, and therefore, the standard of medical treatment depends on it. It goes without saying that we must
avoid using drugs in contraindicated ways, since previous evidence has demonstrated them unsafe and risky.

Medical doctors should read the drug information sheet before using medicines for the first time.
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