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Carcinogenicity Assessment Document
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プレゼンター
プレゼンテーションのノート
2019年8月までに、予測と2年間試験結果が揃っている品目が37件ある。
現在、発がん性予測に基づくカテゴリー判断とがん原性試験の結果について内容を精査し、ラット2年間がん原性試験を省略できる要件を検討している。


° Participating Mar 2020 'Y
’ ICH S1(R1) DRA Amsterdam meeting (web)

e EC: Jan Willem van der Laan (EWG Regulatory Chair)
Markku Pasanen (Topic Leader)

e FDA: Todd Bourcier (Topic Leader)
Timothy J McGovern (Deputy Topic Leader)

e Health Canada Alisa Vespa (Topic Leader)
Geoffrey Ebere

e MHLW/PMDA: Kumiko Ogawa (Topic Leader)

Akiyoshi Nishikawa (Deputy Topic Leader)
Jihei Nishimura (Expert) i
e Swissmedic: Tania Cecilia Cavaliero (Topic Leader) B51104
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Discussion in DRASs

1. Criteria Analysis

Case Type A Category (Cat) 2 unanimous by Sponsor and DRA’s

Case Type B Cat 3 proposed by Sponsor, not unanimous in DRA’s

Case Type C Cat 3 unanimous among Sponsor and DRA’s, with consistent outcome
Case Type D Cat 3 unanimous among Sponsor and DRA’s, with inconsistent outcome
Case Type E Cat 3 proposed by Sponsor, DRA Cat 2 unanimous

Case Type F Involving Cat 1

Which criteria, if any, do you consider ‘Gatekeeper’ which alone, conclusively or primarily,
excluded Cat 3?

Which criteria, if any, do you consider ‘WoE’ that together excluded Cat 3?

Which criteria were most persuasive in supporting a Cat 3 designation?

Are any of the supportive attributes considered critical and must be present to support a Cat 3?

What criteria should be added to or interpreted differently in the WoE that would likely improve
accuracy of categorization?
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Discussion in DRASs

2. Key Factors

Factors & considerations supporting or not supporting submission of a WoE approach for

carcinogenicity assessment under ICH S1

Target Pharmacology

Compound Toxicology (& Pharmacokinetics)

Hormonal Perturbation

Genotoxicty
Metabolites

Immune Suppression

Transgenic mouse study

well characterized
primary pharmacologic mechanism
secondary pharmacology

no concern of histopathological data in chronic rat
toxicology studies

no pathological changes in hormone-sensitive
endocrine tissues in chronic rat toxicology studies

clearly non-genotoxic
sufficient evaluation of human metabolites
unresolved

unresolved
(in general, results from rasH2-Tg mice study did not
contribute to CAD. discussion of exposure margin)
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S1(R1) EWG Athens meeting (web)

Joseph Dybowski (Topic Leader)

John Vahle (Topic Leader)

Thomas Nolte (Deputy Topic Leader)

Jan Willem van der Laan (EWG Regulatory Chair)
Markku Pasanen (Topic Leader)

Todd Bourcier (Topic Leader)

Timothy J McGovern (Deputy Topic Leader)
Alisa Vespa (Topic Leader)

Geoffrey Ebere

Shigeru Hisada (Topic Leader)

Kenjiro Tsubota (Deputy Topic Leader)

Jin Hee Lee (Topic Leader) : occasionally
Kumiko Ogawa (Topic Leader)

Akiyoshi Nishikawa (Deputy Topic Leader)

Jihei Nishimura (Expert)

Tao Sun (Topic Leader)

Qingli Wang (Deputy Topic Leader)

Frank D Sistare (EWG Rapporteur, Topic Leader)
Michael Graziano (Deputy Topic Leader)

Tania Cecilia Cavaliero (Topic Leader)

11/15-18 =>
11/10,16, 17, 19,
12/1, 3, 15
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