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United States Food and Drug Administration. 2006. Guidance for Industry: Nonclinical
Safety Evaluation of Pediatric Drug Products.
European Medicines Agency. 2008. Guideline on the Need for Non-clinical Testing in

Juvenile Animals of Pharmaceuticals for Paediatric Indications.
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2) Zoetis T et al. 2003. Species Comparison of Anatomical and Functional Renal
Development. Birth Defects Research (part B) 68:111-120.

3) Lenoir M et al. 1983. Comparative ototoxicity of four aminoglycosidic antibiotics during
the critical period of cochlear development in the rat. A functional and structural study. Acta
Otolaryngol Suppl 405:1-16.

4) Takayama S et al. 1995. Toxicity of quinolone antimicrobial agents. J Toxicol Environ

Health 45:1-45.
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5) Tsuchida J et al. 2003. New Type of Puzzle-Task Finger Maze Learning in Macaca
fascicularis. Int J Primato 24:261-70.

6) Sameshima H et al. 1996. Ovarian response to exogenous gonadotropins in infant
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Questions and Answers Regarding Guideline on the
Non-clinical Safety Study in Juvenile Animals for Pediatric Drugs

(December 29, 2011)
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Q1: Are non-clinical safety study guidelines using juvenile animals publicly

available overseas?

Al: In 2006, the United States Food and Drug Administration (FDA) published a
guidance, and in 2008 the European Medicines Agency (EMEA now EMA) published
guidelines. Much useful information can be obtained from those sources.

United States Food and Drug Administration. 2006. Guidance for Industry: Nonclinical
Safety Evaluation of Pediatric Drug Products.

- European Medicines Agency. 2008. Guideline on the Need for Non-clinical Testing in
Juvenile Animals of Pharmaceuticals for Paediatric Indications.

Q2: What kind of development is included in pediatric drug development?

A2: We assume the following options for pediatric drug development.
o Development by expanding an indication to pediatric population after approval
in adults
e Simultaneous development in adults and pediatric population
e Development by expanding an indication to adults after approval in pediatric
population }
e Development in pediatric population only

Q3: What age ranges are included in the pediatric population?

A3: Please refer to the guidance regarding clinical studies of drug products for
pediatric populations (December 15, 2000, PMSB/ELD Notification No.1334).

e Preterm newborn ‘

e Term newborn infants (0 to 27 days)

e Infants and toddlers (28 days to 23 months)

e Pediatric population (2 to 11 years)

e Adolescents (12 to 16 or 18 years)
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Q4: In what cases studies using juvenile animals are recommended?

A4: The conduct of studies using juvenile animals should be considered in the

following cases.

The drug has a novel pharmacologic mechanism (first in class)

Drugs in the same pharmacological category have shown specific adverse
effects or toxicity in pediatric population or in juvenile animals

Clinical studies in pediatric population will start immediately after completion
of the standard toxicity study package, so data from clinical studies in adults
is not available (including development of pediatric-only indications )
Postmarketing data has not yet been obtained for adults, for example, where the
development is proceeding simultaneously for indications in pediatric
population and adults

Data from adults, from mature animals, and from pharmacokinetic data indicate
a risk of adverse effects(toxicity) affecting a major physiological system such
as the nerves, reproductive organs, bones, lungs, immune system, kidneys, or
heart. Please note that the conduct of studies in juvenile animals may not be
needed in some cases, depending on the applicable age group for the pediatric
indication. For example, even when the drug may affect lung development, if
the age to be applied is 6 years of age and older, no studies will be
recommended in juvenile animals. This is because the human lung is fully
developed by 2 years of agel) .

When pharmacokinetic discrepancies suggest that exposure may be
significantly increased in pediatric population or juvenile animals

1) Zoetis T et al. 2003. Species Comparison of Lung Development. Birth Defects

Research (part B) 68:121-124.

QS5: What kind of study designs are possible?

AS5: The following designs provide some general examples. However, not all of these

may be uniformly applicable for drugs that have different pharmacologic action or age

indications. Technical feasibility should also be considered in designing the study.

Example 1: general evaluation of drug effects
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