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HE RERUHBRAEDZEEG2.P56)
RMBFIOEE PERURBRSZORLE(3.2P44)

PDE(ng/day) PDE(pg/day)

Metal Oral_Parentoral i Metal Oral___ Parenteral Inhalation
As 15 15 15 Se 200 100 100
Pb 5 5 5 Mo 50 5 500
Au 10 10 5 Ni 2000 100 5
Tl 10 S 5 Ag 3000 500 50
Cd 5 S 5 w 40000 20000 5000
Hg 50 5 5 Cu 1000 100 15
Ir* 500 50 5 Sb 1000 500 25
Os* 500 50 5 Ba 10000 1000 500
Rh* 500 50 5 Sn 6000 500 50
Ru* 500 50 5 Li 1000 500 25
Co 100 10 5 Cr 10000 1000 10
Pd 100 10 5 B 2000 2000 1000
Pt 500 50 5 Al 50000 Different regional 5000
v 100 10 5 regulations

%% *losufficient data to establish an appropriate PDE; the PDE was established based on Pt PDE.
o
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Guideline on human cell-based medicinal products
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Potency testing of cell-based immunatherapy medicinal products
for the treatment of cancer
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Guidance for industry:

Guidance for Human Somatic Cell Therapy and Gene Therapy
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Paediatric clinical trials guidance for assessors
June 2011, World Health Organization

Report: SURVEY OF CURRENT GUIDANCE FOR
CHILD HEALTH CLINICAL TRIALS
The StaR Child Health Project: Standards for
Research with Children
F.N.J. Frakking, J.H. van der Lee, T.P. Klassen, M.
Offringa, for the StaR-Child Health Group
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— 18 Scientific Publications and 22 Internet
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* The major problems of the guidelines included
in this review are the following. First, the lack
of empirical evidence for the

recommendations. Second, the guidelines told
‘what one should aim to do’, but not ‘how to
do it’. And, third, the lack of transparency of
the development process.

* All the guidelines received_very low quality
scores on all the domains of our adapted
version of the AGREE instrument.

M}&%&?z E%s:;ﬁ%%%c EBLEFRTOV2IMISN
i, E888, 2R U T R LI RLAK. BRIV RER B
GRIP: Global Research in Paediatrics
EU Framework Programme 7 Funding: Praposal No. 261060, 2011-2016
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1. Modeling — simulation and extrapolation
— Chairs: Lutz Harnisch, MD; Martine Dehlinger-Kremer, PhD
2. Adaptive and sequential designs
— Chairs: Peter F Thall, PhD; Piergiorgio Galletti,
3. Observational approaches
— Chairs: Gerard Pons, MD, PhD ; Amparo Alemany Pozuelo

4. Acceptance of the patients

~— Chair: Agnes Saint Raymond, MD (EMA) and Deirdre Mcintosh, PhD,
EUCROF, UK
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Addressmg unmet needs:Neonates

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

Tabie z: Compaiison of proposals versus PUCO requirerments in respect of neonates.

Applications and PDCO opinions Number Praportion

= Applications propesing to study n2onates 53 15%

»  Apolcations propo: walve neonates, 50 13%
but PRCO opinian requiring to sRudy nechates

afl PDCO opinions requiring o study neanates 110 28%

Totat PLCO opinions agrasing 3 PP K 100%

Sourge: EMA applications and opinions. ** Exchuding allergen produdis as these are not retevant tor
neonates.

Dr. Paolo Tomassi, EMA

The type of trials requested by the PDCO are similar to those proposed by
applicants
Table 3: Number of biials with resnates required in PDCO opinions, by type of triaf and whether the

PIP application proposed a study or & walver for neonates {an spinlon can have mera than one study
with neonates),

Number of types of trials with Application | Proportion | Application | Proportion
neonates in PDCD opinions proposed proposed

to study to waive

neonates neonates®
+  PK{PD] and toleralulity tials 34 57% 24 48%
+  Non-contredled safety and activity trisls 15 2% 9 18%
+Cangolied safety end efficacy briais 32 53% 15 3P
Reference: Total number of sopfications 50 50
Source: EMA apphications and spisions. ¥ Additional studies other than clinics! trials nay have been

reqguired for the neonatal subset.

Dr. Paolo Tomassi, EMA
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