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要約

シクロペンタノンの反復投与毒性・生殖発生毒性併合試験を化審法ガイドラインに従って実施した。被

験物質をトウモロコシ油に希釈して O(媒体のみ)、 30、100ならびに 300mg/kgの用量で、各群とも雌雄

各 12匹の Crl:CD(SD)ラットに強制経口投与した。雄は 42日間投与した後に剖検し、雌は交配前

14日間および交配期間、妊娠期間を通して哨育 4日までの 42""'-'46日間投与し、出生児は哨育 4日、

母動物は晴育 5日に剖検した。また、 0および 300mg/kgの用量に非交配雌(10匹/群)を設け、 42日

間投与した後に各 5匹を剖検し、残りの各 5匹と 0および 300mg/kg群の雄 5匹は、 42日間投与した

後に 14日間飼育して剖検した。

1.反復投与毒性および回復性

投与期間中は、 300mg/kg群の雄2例に被験物質の刺激性によると考えられる一過性の流誕が観察

された。また、同群においては、雄の体重増加が抑制され、非交配雌の摂餌量が低下した。詳細な症状

観察、機能検査、尿検査、器官重量および病理組織学的検査においては、被験物質投与の影響と考え

られる変化ならびに所見は認められなかった。

回復観察中は、体重増加抑制および、摂餌量の低下はみられなかった。

2.生殖発生毒性

性周期、交配成績、出産率、妊娠期間、分娩状態、晴育状態、黄体数、着床数および着床率に、被

験物質投与の影響は認、められなかった。また、出生児の生存率、体重および形態にも被験物質投与の

影響は認められなかった。

3.無毒性量

300 mg/kg群の雄で体重増加抑制、非交配雌で摂餌量の低下が認められたことから、雌雄動物の反

復投与毒性に関する無毒性量(NOAEL)は 100mg/kg/ dayと判断された。また、 300mg/kgまでの用量

は、親動物の生殖能力および、新生児の発育に影響を及ぼさなかったことから、生殖発生毒性に関する無

毒性量は 300mg/l沼/dayと判断された。
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試験目的

本試験は、ラットにシクロベンタノンを一定期間反復投与したときに現れる一般毒性および、生殖発生毒

性を明らかにすることを目的とした。

試験ガイドラインと GLP

本試験は、「新規化学物質等に係る試験の方法について:以下、化審法ガイドラインJ(平成 23年

3月 31日付け、薬食発 0331第 7号厚生労働省医薬食品局長、平成 23・03・29製局第 5号経済産業

省製造産業局長、環保企発第 110331009号環境省総合環境政策局長通知)に準拠し、「新規化学物

質等に係る試験を実施する試験施設に関する基準J(平成 23年 3月 31日付け、薬食発 0331第 8号

厚生労働省医薬食品局長、平成 23・03・29製局第 6号経済産業省製造産業局長、環保企発第

110331010号環境省総合環境政策局長通知)を遵守して実施した。

動物愛護

全ての実験操作は、「動物の愛護及び管理に関する法律J(昭和 48年 10月 1日、法律第 105号、

平成26年 5月 30日一部改正)、「実験動物の飼養及び保管並びに苦痛の軽減に関する基準J(平成

18年4月 28日、環境省告示第88号、平成25年8月 30日一部改正)および「厚生労働省の所管す

る実施機関における動物実験等の実施に関する基本指針J(平成 27年 2月 20日、科発 0220第 1号)

を遵守し、「一般財団法人食品薬品安全センター動物実験に関する指針(機関内規程)J (平成 2年

10月 1日、平成 27年 4月 20日改定)に基づ、いて実施した(動物実験承認番号:1150240A)。なお、承

認された動物実験計画からの変更はなカミった。

材料と方法

1.被験物質

1)名称

2)英名

3)別名

4)略称

5) CAS番号

6)分子式

7)分子量

8)物理化学的性質

シクロベンタノン

Cyclopentanone 

Adipic Ketone、Ketocyclopentane、Ketopentamethylene

CPN 

120-92-3 

C5H80 

84.12 

外観・性状:無色透明な液体、特異臭
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9)構造式

10)ロット番号

11)純度

12)不純物

13)安定性

14)保管条件

15)購入元

16)被験物質の保管

2.動物および飼育方法

融点:-510C

沸点:1300C 

引火点:340C 

蒸気圧:1.5kPa/250C 

比重(20/20):0.9503 

屈折率(n20/D):1.4371 

試験番号R-15-005

溶解度:水に難溶、エーテル、アルコール、アセトンに可溶

オクタノーノレ/水分配係数:0.24

P 
O 

W780E(Annex 1参照)

100.0%(GC) 

情報なし

当試験施設において、実験開始前(2015年 10月 26日)と終了後(2016年 1月

4日)に目視による性状の確認および、赤外吸収スペクトルを測定し、色調や状態、

スペクトルに変化がないことを確認した(Annex2)。測定法はAnnex3、f1.原

体の安定性試験」に従った。

冷蔵(実測値:3 "-'70C)、遮光、密閉

秦野研究所資料保存施設に 5gを保管した。

日本チヤールス・リバー厚木飼育センター生産の Sprague-Daw[ey(SD)系[Crl:CD(SD)、SPF)ラット、

雄 55匹、雌83匹を8週齢で購入し、飼育室(8号室)に収容した。入荷日(検疫 1日)を含む 15日間、

検疫と馴化を兼ねて飼育した。その間毎日、動物の一般状態を観察し、入荷日および検疫終了日に体

重を測定した。検疫・馴化期間中は、赤のフェルトペンで尾に馴化番号を標識し、飼育ケージに試験番

号、馴化番号を記入した動物カードを掛けて識別した。また、雌動物については、検疫 3日から毎日、

性周期を観察した。入荷動物の入荷日および検疫終了日の体重は下記の通りで、あった。

動物入荷日 :2015年 10月 26日

入荷時体重 :雄266.9"-'300.1g、雌 176.7"-'209.3g 

検疫終了日 :2015年 11月9日

検疫終了時体重 :雄369.0"-'442.6g、雌206.5"-'284.1g 

検疫、馴化期間中の一般状態に異常(赤色尿)を示した雌 l匹、体重増加に異常が認められた雌

1匹、検疫終了日に実施した詳細な症状観察の結果から、脱毛が認められた雄 2匹および雌 1匹は、
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群分けの対象から除外した。さらに、雌動物については、規則的な発情期の回帰が認められない 8匹を

除外し、投与開始前日に検疫、馴化期間終了時の体重に基づく体重別層化無作為抽出法により群分け

した。群分け後は、黒色のフェルトベンで、尾に動物番号を標識し、色彩の異なった動物カードに試験番

号、動物番号を記入して飼育ケージに掛けた。試験に使用しなかった動物(雄7匹、雌 15匹)は余剰動

物とし、他の試験(試験番号S-15-014)に移管した。

動物は許容温度 21.0'"'-'25.00C、許容湿度 40.0'"'-'75.0%、換気設定約 15回/時間、明暗サイクル

12時間(7時'"'-'19時)点灯、 12時間(19時'"'-'7時)消灯に設定された飼育室内で、金属製金網床ケージ

(220w X 270d X 190h mm、金属製休息板 130wX150d mm付)に 1匹ずつ(交配時は2匹/ケージとし、

金属製休息板を外した)収容し、固型飼料(CE-2、日本クレア)と水道水(秦野市水道局給水)を自由に

摂取させて飼育した(剖検前の絶食に関しては剖検の項を参照)。交配雌は、妊娠 18日から哨育 4日

まで、ラット用プラスチック製繁殖ケージ(350wX 400d X 180h mm)に1匹ずつ収容し、床敷として紙パルプ

製チップ(ベパークリーン、日本エスエルシー)を適宜供給した。飼育期間中の動物室の温度は 22.0'"'-'

25.00C、湿度は 45.5'"'-'69.0%で、あった。また、供給した飼料、飲料水および床敷の分析結果は、いずれも

標準操作手順書に記載の許容範囲内であることを確認した。

3.投与検体

1)調製

被験物質を秤量し、媒体(トウモロコシ油、製造元:ナカライテスク、ロット番号:V5M6475)を加え撹祥

混和させ、 75.0mg/mL溶液を調製した。さらに 75.0mg/mL溶液を媒体によって希釈し、 25.0ならびに

7.50 mg/mL溶液を段階的に調製した。調製した検体は、冷蔵(実測値:2'"'-'70C)、遮光、密閉で保管し、

安定性の保証期間内に使用した。

2)安定性試験

7.50および 75.0mg/mLの投与検体については、冷蔵(実測値:40C)、遮光条件下における 8日間

の安定性を確認した(Annex4)。測定法はAnnex3、i2.投与検体中の被験物質濃度測定法」に従った。

3)含量試験

初回に調製した投与検体(7.50、25.0および75.0mg/mL)について、被験物質含量を測定した。測定

法はAnnex3、i2.投与検体中の被験物質濃度測定法Jに従った。その結果、平均含量は調製濃度の

98.7'"'-'100.8%であり、各測定濃度のばらつきも平均値の 99.2'"'-'100.4%で、規定範囲内にあった(Annex5)。

4.投与量の設定および投与方法

本試験の投与量は、「シクロベンタノンのラットを用いる反復投与毒性・生殖発生毒性併合試験(予備

試験)J (試験番号 R-15-004)の結果をもとに設定した。なお、予備試験で使用した被験物質は本試験と

同じロットを用いた。

予備試験では、 O(媒体、トウモロコシ油)、 250、500および 1000mg/kgのシクロベンタノンを 10週齢

の雌雄各 3匹の SD系ラットに 14日間、反復強制経口投与した結果、 1000mg/kg群は雌雄とも全例が
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投与 5""'"'10日の聞に瀕死状態となり、 500mg/kg群の雄 1例も投与 13日以降に強直性痘肇など重篤

な症状を呈した。しかし、 250mg/kg群では雌の体重に増加抑制傾向がみられたのみで、あったことから、

本試験の最高用量には300mg/kgを設定し、以下、公比約3で中用量には 100mg/kgを、低用量には

30 mg/kgを設定した。

本試験では、雄動物は交配前 14日間、交配期間(最長 14日間)を通して剖検前日まで(総投与回

数 42回)、雌動物は交配前 14日間、交配期間(最長 14日間)、妊娠期間を通して分娩後の晴育 4日

まで(総投与回数42""'"'46回)、交尾が確認、されなかった雌は剖検前日まで(総投与回数52回)、分娩し

なかった雌は剖検前日(妊娠 25日相当日)まで、非交配(サテライト)群の雌は投与 42日まで、 1日

1回、 l週 7回、毎日 9時""'"'12時の間(9時01分""'"'11時50分)に投与した。投与容量は4mL/kgとし、

雌雄とも最新の測定日の体重を基に投与液量を算出した。なお、対照群には媒体であるトウモロコシ油

を同様に投与した。投与経路は化審法ガイドラインに拠り、ラット用胃管による強制経口投与とした。

本試験の群構成および動物番号を以下に示した。

群

対照群

低用量群

中用量群

高用量群

投与物質

トウモロコシ油

(媒体)

CPN 
CPN 
CPN 

対照群
トウモロコシ油

[非交配
(媒体)

(サテライト)群]

高用量群

[非交配 CPN 
(サテライト)群]

投与量

(mg/kg) 

。
30 

100 

300 

。

300 

濃度

(mg/mL) 

。
7.5 

25 

75 

。

75 

投与容量 動物番号

(mL/kg) 雄 雌

4 M01001 ""'"'M01012* F01001 ""'"'F01012 

4 M02013""'"'M02024 F02013""'"'F02024 

4 M03025""'"' M03036 F03025""'"' F03036 

4 M04037""'"'M04048* F0403 7 ""'"' F04048 

4 F05049""'"' F05058* 

4 F06056""'"' F06065* 

*雄の対照群および高用量群、雌の非交配(サテライト)群の動物番号の大きい各5例は回復観察に供した。

5.検査法

1)親動物(Fo)

①一般状態の観察

全例について、飼育期間中は毎日 l回、投与期間中は投与前後の毎日 2回以上観察した。症状が

発現した場合は、断続的に観察を継続した。

②回復および遅発毒性の観察

雄動物は対照群および高用量群のうち動物番号の大きい各 5例を、雌動物はサテライト群の動物番

号の大きい各5例を最終投与翌日(回復 1日)から 14日間、毎日 1回、一般状態を観察した。

③詳細な症状観察

全例について、検疫終了目、投与 8、15、24、30、36および 42日(分娩例は哨育 0日から 4日の間
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にl回)、回復期間中は回復7および 14日にスコアリング法による詳細な症状観察を行った。観察は、

いずれも 13時""'16時の間(13時 10分""'15時55分)に行った。

まず、ケージ越しでの観察を行い、ケージから取り出す際に外表を観察し、作業台上で、の観察を行っ

た。作業台上では、体位、姿勢、探索行動、立毛、眼裂、振戦、痘筆、呼吸数、歩行、常同行動、奇妙

な行動、挙尾反応、身づくろい、発声、排尿、排便、接触に対する反応、撤去反射、耳介反射を観察

した。

④機能検査

雄は、各群の動物番号の若い 5例について、投与 39日に自発運動測定と握力測定を実施し、投与

42日に詳細な症状観察に引き続いて刺激に対する感覚運動反応を検査した。分娩例は、投与期間

が近接し、分娩から日数が経過した各群の 5例について、サテライト群の雌は、各群の動物番号の若

い5例について、投与最終週に自発運動測定、握力測定および刺激に対する感覚運動反応を検査し

た。なお、投与最終週に実施した握力測定でサテライト群の雌は群聞に有意差がみられたため、サテ

ライト群の回復観察例については、回復 14日にも握力測定を実施した。

(1)自発運動測定

自発運動量測定装置(SUPER-MEX、室町機械)を用いて、 20分間の自発運動量(区画移動数およ

び立ち上がり回数)を計測し、計測値は5分毎に集計した。試験対象動物は、検査直前に別室の装置

設置場所に運搬し、速やかに自発運動測定を開始した。

(2)握力測定

ラット・マウス用握力測定装置(ModelMK -380CM/R、室町機械)を用いて握力を測定した。各動物

の前肢および後肢の握力をそれぞれ5回測定し、 5回の握力値の平均値を求めた。

(3)刺激に対する感覚運動反応

プライエル反応、瞳孔反射、視覚定位、驚博反応、後肢引込み反射、眼験(瞬間反射、正向反射

の有無を検査した。

⑤体重測定

雄およびサテライト群の雌は、投与 1(投与開始日)、4、7、14、21、28、35、42日、回復 1、7、14日お

よび剖検日に測定した。交配雌は投与 1、4、7、14日、妊娠 O(交尾確認日)、 7、14、20日、晴育 O(分

娩日)、4日および剖検日に測定し、未交尾例は投与21、28、35、42、49日および剖検日に測定した。

⑥摂餌量測定

雄およびサテライト群の雌は、投与 1""'2、7""'8、14""'15、29""'30、35""'36、41""'42日、回復 6""'7、

12""' 13日に測定し、サテライト群の雌は投与 21""'22日にも測定した。交配雌は投与 1""'2、7""'8、14""'

15日および妊娠 0""'1、7""'8、14""'15、20""'21日ならびに噛育 3""'4日に測定し、未交尾例は投与

29""'30、35""'36、41""'42、48""'49日に測定した。なお、中用量群の雌 2例(動物番号 F03035、

F03036)については、投与 7""'8日の摂餌量が測定で、きなかったため、投与 8""'9日の摂餌量を測定し、

参考データとした。
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⑦尿検査

雄およびサテライト群の雌を検査対象とし、投与37日の検査では各群の動物番号が若い5例、また、

回復 13日における検査では回復例全例を検査した。

投与 37日の検査では当日の投与後に、回復 13日の検査では一般状態の観察終了後に動物を代

謝ケージに収容し、以下の項目について検査した。ただし、色調・濁度、試験紙による検査および尿沈

誼は、採尿開始後約 4時間の時点で採取した蓄尿で、その他の項目は約 24時間の蓄尿で行った。

項目 測定法 使用機器

色調・濁度 視診

pH.潜血・蛋白・糖・ケトン体 試験紙法

ウロピリノーゲン・ピリルピン 向上

沈誼 鏡検

尿量 計量

比重 屈折法

ナトリウムイオン濃度 イオン電極法

カリウムイオン濃度 同上

塩素イオン濃度 同上

⑧性周期観察

オーションイレブンAE-4020(アークレイ)

同上

光学顕微鏡

メスシリンダー等

デ、ジタル臨床屈折計SU-202(ヱルマ販売)

全自動分析装置jCA-BM6010(日本電子)

向上

向上

全例の雌について、検疫 3日から性周期を観察し、群分け後、投与開始以降も引き続きサテライト群

を除く全例の睦スメア標本を作製し、各動物の同居後、交尾が確認されるまで性周期を観察した。また、

平均発情回帰日数(個体ごとの発情期から発情期までの平均日数)および投与開始後に 4あるいは

5日間隔の性周期がそれ以外の性周期に変化した動物の頻度を群ごとに算出した。なお、規則的に

4'"'-'5日の間で性周期が回帰している動物は正常とみなした。

⑨交配

投与 15日の 16時 10分'"'-'16時 23分に同群内の雌雄を 1対 1で同居させた。なお、対照群の雌

1例(動物番号 F01006)は、交配相手雄(動物番号 M01006)に歩行異常が認められたため、交尾が確

認された雄(動物番号 M01007)と投与 17日の 15時 45分から再同居させた。翌朝より毎朝、睦栓を確

認し、同居中の雌の睦スメア標本を作製して鏡検した。睦内に睦栓あるいは臆スメア標本中に精子が確

認された動物を交尾成立動物とし、この日を妊娠 0日と起算して個別飼育に戻した。交配結果および妊

娠の成否により、同居開始日から交尾確認日までの日数およびその聞に回帰した発情期の回数、交尾

率((交尾動物数/交配に用いた動物数)X 100， %J、妊娠率((妊娠動物数/交尾した雌動物数)X100， %J 

を算出した。

⑩妊娠・分娩・晴育状態の観察

交尾が確認された全例を自然分娩させた。分娩の確認は、妊娠 21日相当日から分娩が確認されるま

で毎日、午前と午後に行い、 15時までに分娩が完了した例について、その日を晴育 0日(分娩日)とした。

分娩状態の直接観察は観察可能な動物について行い、直接観察で、きなかった動物についても、分娩後

の一般状態および産児の状態から異常の有無を判断した。分娩後は、晴育状態を晴育 1'"'-'4日の問、毎

日観察した。分娩例については、妊娠期間(妊娠 0日から分娩日までの日数)を求めた。また、剖検時に
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は、妊娠黄体数と着床数を数え、着床率((着床数/妊娠黄体数)x 100， %)を算出した。

⑪採血

雄の投与終了時剖検では各群の動物番号が若い 5例、回復 15日における剖検では回復観察に供

した全例について採血を行った。また、分娩雌の投与終了時剖検では、投与期間が近接した各群の

5例について採血を行った。サテライト群の雌の投与終了時剖検では各群の動物番号が若い 5例、回

復 15日における剖検で、は回復観察に供した全例について採血を行った。いずれも解剖前 18'"'-'24時間

絶食させた後、腹部後大静脈から以下の(1)、(2)、(3)の順に注射筒を換えて採血した。なお、 300mg/l唱

群の雌 1例(動物番号 F06056)では、採血時に呼吸が停止していたため、血液学的検査および血液生

化学的検査の測定値については、試験評価の対象から除外した。

(1)血液学的検査用:抗凝固剤 EDTA-2K

(2)血液学的検査用:抗凝固剤クエン酸ナトリウム

(3)血液生化学的検査用:抗凝固剤へノミリン

⑫血液学的検査

採血対象動物について以下の項目を検査した。抗凝固剤としてクエン酸ナトリウムを用いて採取した

血液から血柴を分離して、プロトロンピン時間および、活性化部分トロンボ、プラスチン時間を測定し、その

他の項目は抗凝固剤としてEDTA-2Kを用いて採取した血液で測定した。

項目

赤血球数(RBC)

白血球数(WBC)

白血球分類

網状赤血球比率(RET%)

血色素量(HGB)

平均赤血球容積(MCV)

血小板数(PLT)

へマトクリット値(HCT)

平均赤血球血色素量

(MCH) 

平均赤血球血色素濃度

(MCHC) 

活性化部分トロンホeプラスチン

時間(APTT)

フ。ロトロンピン時間(PT)

⑬血液生化学的検査

測定法

電気抵抗検出法

半導体レーザを用いたフローサイトメトリー法

向上

向上

SLSヘモグロビン法

計算(HCTx 1000/RBC) 
電気抵抗検出法

同上

計算(HGBx 1000/RBC) 

計算(HGBx 100/HCT) 

光散乱検出法

同上

使用機器

血液自動分析装置

XT-2000iV(シスメックス)

同上

向上

向上

向上

同上

向上

岡上

岡上

向上

全自動血液凝固測定装置

CA-650 (シスメックス)

向上

採血対象動物について以下の項目を検査した。抗凝固剤としてへノミリンを用いて採取した血液から血援を分

離して測定した与なお、得られた血疑の一部は甲状閥幾能に関するホルモン(T3、T4および TSH)測定用として

凍結保存(一70
0
C以下)したが、甲状腺の病理判犠査およびその他全ての検査項目の結果から、本被験物質は

甲状腺機能に影響を及ぼさないと判断されたため、甲状脚Vレモン測定は実施しなかった。
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項目

総蛋白濃度(TP)

アルブミン濃度(rALB)

クeルコース濃度(Glc)

総コレステロール濃度(TC)

トリグリセライト濃度(TG)

リン脂質濃度(pL)

尿素窒素濃度(BUN)

クレアチニン濃度(cre)

γーグルタミルトランスへ。フ。チタLぜ活性

(γ-GTP) 

アルカリフォスファターセ守活'性(ALP)

アスハ。ラキ守ン酸アミノトランスフエラーセe活'性

(AST) 

アラニンアミノトランスブエラーセ活1性(ALT)

乳酸脱水素酵素活性(LOH)

カルンウム濃度(Ca)

総ピリルピン濃度(tbil) 

無機リン濃度(Ip)

胆汁酸濃度(TBA)

A/G比

ナトリウムイオン濃度(Na)

カリウムイオン濃度(K)

塩素イオン濃度(cl)

⑭剖検および器官重量

以下の時期に、採血対象動物はベントパルピタールナトリウム麻酔下で採血した後、これ以外の動物

測定法

ピウレット1去

BCG~去
ヘキソキナーセ二 G-6-POH~去

コレステロールオキシタ守ーザ.HMMPS法

GPO.HMMPS法、グリセリン消去法

コリンオキシタ'ーセ'.OAOS法

ウレア-t'.GQOH法、アンモニア消去法

クレアチニナーセ手.HMMPS法

IFCC法

GSCC法

IFCC法

向上

jSCC標準化対応法

OCPC法

酵素法

モリプデン酸直接法

酵素サイクリング法

計算(rALB/(TP-rALB) ) 

イオン電極法

向上

向上

使用機器

自動分析装置

jCA-BM6010 (日本電子)

向上

向上

向上

向上

向上

向上

向上

向上

向上

向上

上

上

上

上

上

上

上

上

上

上

同

同

同

同

同

同

同

同

同

同

はベントパノレピタールナトリウム麻酔下で放血致死させ、引き続き剖検した。

対象動物 解剖時期 屠殺前の絶食

雄

途中剖検例(動物番号M01006)

投与終了時剖検例

回復観察例

雌

分娩例

未分娩例

交尾が確認されなかった例(未交尾例)

全日甫育児が死亡した例

非交配群(投与終了時剖検例)

非交配群(回復観察例)

投与 18日

投与42日の翌日

回復 15日

H甫育4日の翌日

妊娠26日相当日

投与52日の翌日

全日甫育児の死亡日

投与42日の翌日

回復15日

実施せず

絶食

絶食

絶食

実施せず

実施せず

実施せず

絶食

絶食

全例について、脳、甲状腺および上皮小体、胸腺、心臓、肝臓、腎臓、牌臓、副腎、精巣、精巣上体、

前立腺(腹側葉)および精嚢(凝固腺を含む)、卵巣、子宮の重量を測定し、併せて各器官の比体重値

(相対重量)も算出した。また、全例の脳、脊髄、下垂体、眼球(ハーダー腺)、顎下腺および舌下腺、気

管、甲状腺および上皮小体、胸腺、心臓、肺および気管支、肝臓、腎臓、牌臓、醇臓、副腎、胃、十二指
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腸、空腸、回腸、盲腸、結腸、直腸、下顎リンパ節、腸間膜リンパ節、精巣、精巣上体、前立腺(腹側葉)、

精嚢および凝固腺、卵巣、子宮、陸、勝脱、大腿骨および大腿骨骨髄、骨格筋、坐骨神経、および病変

部を採取し、保存した。肺/気管支は 15cm水柱以下の圧力で、気管内に 10%中性緩衝ホルマリン溶

液 5mL以下を注入し固定してから摘出して同固定液に保存した。精巣および精巣上体はブアン液に固

定(長期保存は 10%中性緩衝ホルマリン溶液)し、その他の器官・組織は 10%中'性緩衝ホノレマリン溶液に

固定した。

なお、途中剖検例、未分娩例、未交尾例および、全日甫育児が死亡した例の器官重量値は評価対象から

除外した。

⑬病理組織学的検査

剖検した動物のうち、雄およびサテライト群の雌の投与終了時剖検では対照群ならびに高用量群の動

物番号が若い各 5例、分娩雌の投与終了時剖検では晴育 5日に採血した対照群ならびに高用量群の

各 5例について、組織学的検査対象器官のへマトキシリン・エオジン(HE)標本を作製し、病理組織学的

検査を実施した。剖検時に肉眼的異常がみられた器官・組織に関しても病理組織学的検査を実施した。

なお、高用量群で、被験物質の影響と考えられる変化は認、められなかったが、回復終了時の器官重量測

定において、雄では甲状腺に、雌では卵巣と副腎に重量の増加が認められたため、病理組織学的検査

を実施した。

2)出生児(F1) 

①出生児の観察

噛育 0 日に生存児数および死亡児数を雌雄別に数えて、性別および外表奇形の有無を観察し、分

娩率[(産児数/着床痕数)x 100， %J、生児出産率[(出産生児数/着床痕数)x 100， %J、出産率[(生児

出産雌数/妊娠動物数)x 100， %Jおよび出生率[(出産生児数/産児数)X 100， %Jを算出した。また、晴

育 0"'4日まで、毎日、一般状態を観察し、生存児数と死亡児数を雌雄別に数え、新生児生存率[(晴育

4日の生児数/哨育 0日の生児数)X 100， %Jを算出した。生存児については、晴育 0および4日に個

別の体重を測定し、腹ごとに雌雄別の平均体重を算出するとともに、暗育 0日および 4日における性比

[(雄生児数/総生児数)X100， %Jを算出した。

②剖検

死亡児は外表奇形の有無を観察して剖検し、 10%中性緩衝ホルマリン溶液に固定して保存した。生存

児は晴育 4日に外表奇形の有無を観察してセボフルラン吸入麻酔下に放血致死させて剖検し、内部器

官の異常の有無を観察した。

6.データの解析法

交尾率、妊娠率(受胎率)については Fisherの直接確率検定を行った(有意水準:5%)。投与後に性

周期が変化した動物はいなかった。被験物質投与群の病理組織学的検査所見のうち、グレード分けした

データは Mann-WhitneyのU検定により、また陽性グレードの合計値は Fisherの直接確率の片側検定

により対照群との聞の有意差検定を行った(有意水準:5%)。
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その他のデータは、個体ごとに得られた値あるいは litterごとの平均値を 1標本とし、サテライト群内あ

るいはその他の群内で比較した。その際、解析の対象が 2群の場合には、まず F検定を行い、有意差

が認められなければ Student's-t検定を行った。 F検定において有意差が認められた場合は、 Aspin-

Welch検定を行った。解析の対象が 3群以上の場合は、先ず、 Bartlettの方法により各群の分散の一様

性について検定(有意水準:5%)を行った。分散が一様で、あった場合には、一元配置型の分散分析(有

意水準:5%)を行い、群聞に有意性が認められた場合は、 Dunnett法により多重比較を行った(有意水

準:5%)。一方、いずれかの群で分散が 0となった場合および分散が一様で、なかった場合には、 Kruskal-

Wallisの順位検定(有意水準:5%)を行い、群聞に有意性が認められた場合には、 Dunnett型の検定法

により多重比較を行った(有意水準:5%)。

予見することができなかった試験の信頼性に影響を及ぼす疑いのある事態及び試験計画書に従わな

かったこと

試験計画書では、高用量群[非交配(サテライト)群]の雌の動物番号を F06059'"'"'F06068としていたが、

試験システムの入力ミスにより同群の雌の動物番号は F06056'"'"'F06065となった。しかし、群番号および

各群の動物数に変更はないことから、試験への影響はないと判断し、試験計画書変更書を作成して、試

験システム上で付した動物番号を本試験のすべてに適用した。

2015年 11月 12日11:00'"'"'14:28に受変電設備の定期点検のために停電し、それに伴い動物飼育

室内の照明が消え、同日の 11:00'"'"'14:39に空調が停止した。しかし、いずれの動物の一般状態にも上

述事象に起因したと考えられる変化は認められず、飼育室の温湿度(23.0'"'"'24.5
0

C、52.0'"'"'67.0%)は許

容範囲内で、あったことから、試験への影響はないと判断した。

その他、「予見することができなかった試験の信頼性に影響を及ぼす疑いのある事態及び試験計画書

に従わなかったこと」はなかった。

試験成績

1.親動物

1)一般状態 (Table1-1 '"'"'Table 4， Appendix 1-1-1'"'"' Appendix 4-4) 

投与期間中の雄では、 300mg/kg群の2例に投与後の一過性の流誕が2回観察された。その他、歯

の欠損が 100mg/kg群の 1例に、頚部の痴皮形成が 100mg/kg群の 2例に観察されたが、いずれも

被験物質投与の影響とは考えなかった。なお、対照群の l例では、投与 15日の詳細な症状観察(後

述)で発見された歩行異常に加え、下腹部の汚れが投与 16日以降の一般状態観察でもみられたため、

投与 18日の投与後に安楽死させ、剖検した。回復期間中の雄に一般状態の異常は観察されなかった。

投与期間中の雌では、頚部の痴皮形成が対照群および 300mg/kg群の妊娠雌各 1例に観察された

が、被験物質投与の影響とは考えなかった。非交配雌を含むその他の雌動物には、一般状態の異常は
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認、められなかった。回復期間中の雌に一般状態の異常は観察されなかった。

2)詳細な症状観察 (Table5'"'-'Table 6-2， Appendix 5-1-1 '"'-'Appendix 6-2-2) 

雄では、投与 15日の観察で対照群の 1例に歩行異常と撤去反射の低下が、投与 30日の観察で対

照群の 1例に常同行動(立ち上がり)が観察された。しかし、雌雄とも、投与期間ならびに回復期間を通

して、詳細な症状観察で、被験物質投与の影響を示す変化は認められなかった。

3)体重 (Table7-1 '"'-'Table 10， Appendix 7-1-1 '"'-'Appendix 10-4) 

投与期間中の雄では、 300mg/kg群に体重増加抑制がみられ、投与 42日の体重が対照群と比較し

て有意に低下した。回復期間中の雄では対照群と300mg/kg群との間に有意差は認、められなかった。

非交配雌および交配雌ともに、投与期間ならびに回復期間を通して、被験物質投与の影響を示す体

重の変化は認められなかった。また、妊娠期および晴育期の体重推移にも被験物質投与の影響は認め

られなかった。

4)摂餌量 (Table11-1 '"'-'Table 14， Appendix 11-1-1'"'-' Appendix 14-4) 

雄では、投与期間および回復期間を通して被験物質投与の影響を示す摂餌量の変化は認められな

かった。

交配雌では、交配前、妊娠期および晴育期の摂餌量に被験物質投与の影響は認められなかった。非

交配雌では、 300mg/kg群の投与 7'"'-'8日および投与 35'"'-'36日の摂餌量が対照群と比較して有意に

低下したが、回復期間の摂餌量に被験物質投与の影響は認めらなかった。

5)機能検査

①刺激に対する感覚運動反応 (Table15'"'-'Table 16， Appendix 15-1 '"'-'Appendix 16-6) 

投与最終週に実施したプライエル反応、瞳孔反射、視覚定位、驚樗反応、後肢引込み反射、眼験反

射、正向反射の検査では、非交配雌を含む雌雄いずれの群の検査対象動物においても異常は認めら

れなかった。

②握力測定 (Table17'"'-'Table 19-2， Appendix 17-1 '"'-'Appendix 19-2-2) 

雄および分娩雌では、投与最終週に測定した前肢および後肢の握力に、被験物質投与の影響を示

す変化は認、められなかった。

非交配雌では、投与最終週に測定した300mg/kg群の前肢の握力(平均1.080kg)が対照群と比較

して有意に増加したが、背景データ 1)の範囲(平均土2SD:0.983::!:::0.512 kg)内で、あったことから、被験物

質の影響ではないと判断した。回復終了週に測定した前肢および後肢の握力に、被験物質投与の影響

は認められなかった。

③自発運動量測定 (Table20'"'-'Table 22， Appendix 20-1'"'-' Appendix 22-2) 

雄、分娩雌および非交配雌では、投与最終週に実施した自発運動量の測定結果に、被験物質投与

の影響を示す変化は認められなかった。

6)尿検査 (Table23-1 '"'-'Table 24-2， Appendix 23-1-1 '"'-'Appendix 24-2-2) 

雄について実施した投与最終週の尿検査では、 300mg/kg群の尿量が対照群より増加する傾向にあ

り、同群の尿比重とカリウムイオン濃度が対照群と比較して有意に低下した。回復 13日の尿検査では、
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300 mg/kg群のカリウムイオン排世量が対照群と比較して有意に増加した。

非交配雌の尿検査では、投与最終週および回復 13日の尿検査で被験物質投与の影響を示す変化

は認められなかった。

7)血液学的検査 (Table25-1 '"'-'Table 26-3， Appendix 25-1-1 '"'-'Appendix 26-3-2) 

①雄動物

投与終了時の雄では、 300mg/kg群の白血球数が対照群と比較して有意に低下した。その他、

100 mg/kg群の赤血球数および、ヘマトクリット値が、対照群と比較して有意に低下したが、用量に依存し

た変化で、はなかった。

回復終了時の雄では、いずれの検査項目についても被験物質投与の影響を示す変化は認められな

かった。

②雌動物

投与終了時の分娩雌では、300mg/kg群の単球比率が対照群と比較して有意に増加したが、その差

は僅かであり、被験物質投与の影響を示す変化ではないと判断した。

投与終了時の非交配雌では、いずれの検査項目についても被験物質投与の影響を示す変化は認め

られなかった。

回復終了時の非交配雌では、 300mg/kg群のへマトクリット値が対照群と比較して有意に低下した。

8)血液生化学的検査 (Table27-1 '"'-'Table 28-3， Appendix 27-1-1 '"'-'Appendix 28-3-2) 

①雄動物

投与終了時および回復終了時の雄では、いずれの検査項目についても被験物質投与の影響を示す

変化は認められなかった。

②雌動物

投与終了時の分娩雌では、いずれの検査項目についても被験物質投与の影響を示す変化は認めら

れなかった。

投与終了時の非交配雌では、 300mg/kg群の尿素窒素濃度が対照群と比較して有意に低下したが、

増加とは逆の変化で、あったことから、被験物質投与の影響とは考えなかった。

回復終了時の非交配雌では、 300mg/kg群の塩素イオン濃度が対照群と比較して有意に低下した。

9)器官重量 (Table29-1 '"'-'Table 30-3， Appendix 29-1-1 '"'-'Appendix 30-3-2) 

①雄動物

投与終了時の雄では、300mg/kg群において脳、腎臓、精巣、精嚢および副腎の相対重量が対照群

と比較して有意に増加したが、これらは解剖時体重の低下に伴う変化であり、被験物質投与が及ぼす器

官重量への変化とは考えなかった。

回復終了時の雄では、 300mg/kg群において甲状腺の絶対重量および相対重量が対照群と比較し

て有意に増加したが、その他の器官重量に対照群と 300mg/kg群との間で、有意差は認、められなかった。

②雌動物

投与終了時の分娩雌では、 300mg/kg群において卵巣の相対重量が対照群と比較して有意に増加
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した。その他、 100mg/kg群において脳の絶対重量が対照群と比較して有意に低下したが、用量に依存

した変化ではなかった。

投与終了時の非交配雌では、いずれの器官重量にも被験物質投与の影響は認められなかった。

回復終了時の非交配雌では、 300mg/kg群において卵巣の絶対重量および相対重量が対照群と比

較して有意に増加し、左副腎の絶対重量および相対重量と左右を合計した副腎の相対重量が対照群と

比較して有意に増加した。

10)剖検所見 (Table31-1""'-'Table 32-3， Appendix 31-1""'-'Appendix 32-3) 

投与終了時ならびに回復観察終了時の雄の剖検では、被験物質の投与によると考えられる肉眼的異

常は認められなかった。なお、歩行異常がみられ途中解剖した対照群の 1例では、牌臓の大型化、胸

腺の小型化、勝脱の膨満、下腹部の汚れ、右後肢の腫脹、腰部の脊柱管内に出血が観察された。

投与終了時の分娩雌および非交配雌、さらには回復観察終了時の非交配雌の剖検では、被験物質

の投与によると考えられる肉眼的異常は認められなかった。また、全日甫育児が死亡した例、不妊例およ

び未交尾例についても、被験物質の影響と考えられる肉眼的異常は認、められなかった。

11)病理組織学的検査所見 (Table33-1 ""'-'Table 34-3， Appendix 33-1 ""'-'Appendix 34-3) 

投与終了時の雄の病理組織学的検査では、いずれの所見も程度および発生頻度に対照群と

300 mg/kg群との聞に差は認められなかった。なお、途中解剖した対照群の 1例では、骨髄において白

血病細胞が顕著にみられた他、牌臓の赤牌髄、肝臓の類洞、および脊柱管内にも白血病細胞が認めら

れ、その転移性および細胞形態から骨髄性白血病と判断した。

回復観察例の雄では、器官重量測定において甲状腺の重量が増加したが、病理組織学的検査では、

被験物質の影響を示す変化は認、められなかった。

投与終了時の分娩雌および非交配雌の病理組織学的検査では、いずれの所見も程度および発生頻

度に対照群と 300mg/kg群との聞に差は認、められなかった。

回復観察例の非交配雌では、器官重量測定において副腎と卵巣の重量が増加したが、病理組織学

的検査では、被験物質の影響を示す変化は認められなかった。

2.生殖能力

1)性周期および交配成績 (Table35""'-'Table 36， Appendix 35-1""'-' Appendix 36-4) 

4あるいは 5日間隔の性周期が投与開始後にそれ以外の性周期に変化した動物は、いずれの投与

群にも認められず、平均発情回帰日数にも対照群と各被験物質投与群との聞に有意差はなかった。

交配の結果、 100mg/kg群で、は交尾が確認されなかった例が 1組みられ、 30mg/kg群では不妊が

1例みられたが、 300mg/kg群では全例で交尾が確認され、いずれも妊娠した。同居開始日から交尾確

認日までの日数およびその聞に回帰した発情期の回数に被験物質投与の影響は認めらなかった。

2)出産率および妊娠期間 (Table37， Appendix 37-1 ""'-'Appendix 37-4) 

分娩例の出産率および妊娠期間には、対照群と各被験物質投与との聞に有意差は認められなかった。
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3)分娩および晴育状態

300 mg/kg群の 1例(動物番号 F04037)では、分娩時間の延長が観察され、分娩が完了した日に全

児が死亡した。また、 100mg/kg群の 1例(動物番号 F03028)では分娩完了後に児を集めない状況が

観察され、晴育 1日に全児の死亡が確認された。その他の母動物に分娩状態の異常および噛育状態

の異常は観察されなかった。

4)黄体数、着床数および着床率 CTable37， Appendix 37-1'"'-'Appendix 37-4) 

黄体数、着床数および着床率に、被験物質投与の影響を示す変化は認、められなかった。

3.出生児

1)生存 CTable37， Appendix 37-1'"'-'Appendix 37-4) 

産児数、出産生児数、分娩率、生児出産率、出生率、哨育 0日および晴育 4日の性比、新生児生存

率に被験物質投与の影響は認、められなかった。また、晴育 0日に生存産児の外表奇形は観察されな

かった。

2)体重 CTable38， Appendix 38-1 '"'-'Appendix 38-4) 

日甫育 0日およびH甫育 4日に測定した出生児体重には、雌雄とも被験物質投与の影響を示す変化は

認められなかった。

3)出生児観察 CTable39'"'-'Table 40， Appendix 39-1 '"'-'Appendix 39-4) 

出生児の一般状態に被験物質投与の影響を示す変化はみられなかった。また、死亡児の剖検では、

100 mg/kg群の 1例に小顎、無眼、口蓋裂および小脳の複合奇形がみられたが、その他の死亡児に異

常は認、められなかったこと、生存産児に外表奇形は観察されていなし、ことから、自然発生奇形と判断した。

噛育4日の生存児の剖検では、異常は認められなかった。

考察

シクロベンタノンを 0、30、100ならびに 300mg/kgの用量で、雌雄ラットに強制経口投与し、雌雄ラット

に対する反復投与毒性および回復性、ならひ、に生殖発生毒性および新生児の発育に及ぼす影響につ

いて検討した。

1.反復投与毒性および回復性

投与期間中の一般状態観察では、300mg/kg群の雄 2例に投与後の流誕がみられたのみで、詳細

な症状観察や機能検査においても被験物質投与の影響は認められなかった。 14日間反復投与した予

備試験(試験番号R-15-004)では、 1000mg/kg群の雌雄全例と500mg/kg群の雄 1例が瀕死状態と

なり、これらの例では投与後の流誕が継続してみられた他、流涙、ふらつき歩行、自発運動の低下などの

神経症状が観察されている。したがって、シクロベンタノンの300mg/kgは、42日間反復投与しても神経

毒性を発症しない投与量と推定される。なお、構造式が類似のシクロベンタンやシクロヘキサンにも、麻
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酔作用があることが知られている 2)。その他、シクロベンタノンは弱い皮膚刺激性を有する(製品安全

データシートより)ことから、本試験で認められた投与後の一過性の流誕は刺激性によるものと推察される。

投与期間中は、 300mg/kg群の雄において投与 42日の体重が対照群と比較して有意に低下し、同

群の非交配雌において投与 7"-'8日および投与 35"-'36日の摂餌量が対照群と比較して有意に低下し

たことから、これらの変化はいずれも被験物質投与の影響と考えられる。なお、予備試験(試験番号 R-

15-004)においても、 500mg/kg群の雄に体重減少がみられ、 250mg/kg群の雌に体重の増加抑制傾

向が認められている。

投与最終週の尿検査では、 300mg/kg群の雄において尿比重とカリウムイオン濃度が低下した。これ

は同群の尿量が増加したことに伴う変化で、被験物質の刺激性に関連した飲水量の増加が疑われる。

投与終了時の血液学的検査では、 300mg/kg群において雄の白血球数(平均 75.0x 100/μL)が有

意に低下したが、背景データ1)の範囲(平均:::t2SD:91.8:::t21.8X100/μL)内であること、回復観察終了

時の対照群に比べると投与終了時の対照群の値は高値であることから、偶発的な変化と考えられる。そ

の他、投与終了時の器官重量の測定では、 300mg/kg群の分娩雌において卵巣の相対重量が有意に

増加したが、病理組織学的検査で卵巣に異常は認められていないことから、被験物質投与の影響を示

す変化ではないと判断した。

回復観察中は、雌雄の体重推移および摂餌量に被験物質投与の影響はみられなかった。回復 13日

の尿検査では、 300mg/kg群の雄においてカリウムイオン排世量が増加したが、投与最終週の尿検査で

同様の変化は認められていないことから、被験物質投与の影響ではないと考えられる。また、回復観察

終了時の血液学的検査では、 300mg/kg群において非交配雌のへマトクリット値が有意に低下したが、

その他の検査値や病理組織学的検査で貧血を示す変化が観察されていないことから、被験物質投与の

影響ではないと判断した。回復観察終了時の血液生化学的検査では、 300mg/kg群において非交配雌

の塩素イオン濃度(平均 109.7mEq/L)が有意に低下したが、背景データ1)の範囲(平均士2SD:108.4:::t 

2.0 mEq/L)内であることから、被験物質の影響ではないと判断した。

回復終了時の器官重量の測定では、 300mg/kg群の雄において甲状腺の重量(平均 23.3mg)が対

照群と比較して有意に増加したが、背景データ1)の範囲(平均:::t2SD:20.1:::t5.4mg)内であり、病理組

織学的検査でも異常は認められていないことから、被験物質の影響ではないと判断した。また、同群の

非交配雌において卵巣および副腎の絶対重量あるいは相対重量が有意に増加したが、病理組織学的

検査で異常は認められていないことから、対照群の値が偶発的に低下したことによるものと推察される。

2.生殖発生毒性

分娩状態の観察では、 300mg/kg群と 100mg/kg群の各 l例に異常がみられたが、その他の分娩例

に異常は認められなかったこと、妊娠期間に群間の差はなかったことから、被験物質投与の影響を示す

変化ではないと判断した。なお、 300mg/kg群では分娩日の死亡児数が対照群より増加したが、上記

l例の分娩異常に伴った変化で、あり、その他の分娩例で、死亡児数が増加する傾向はなかったことから、

被験物質投与の影響ではないと判断した。
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本物質をCOBS-CDラット(25匹/群)の妊娠6日から妊娠 15日まで強制経口投与した実験 3)では、

300 mg/kg群で母動物の体重増加抑制と胎児体重の低下が報告されているが、本試験では、妊娠中の

体重推移および、産児の体重に被験物質投与の影響は認められなかったo試験結果の相違については、

一群当たりのサンフ。ル数や投与期間の違いが原因と考えられる。また、被験物質投与群の交配成績、性

周期、出産率、黄体数、着床数および着床率に、被験物質投与の影響を示す変化は認められなかった

こと、さらに出生児の生存率、体重および形態にも被験物質投与の影響は認められなかったことから、シ

クロペンタノンの 300mg/kgまでの用量は、親動物の生殖能力および新生児の発育に影響を及ぼさな

いと考えられる。

3.無毒性量

300 mg/kg群の雄で体重増加抑制、非交配雌で摂餌量の低下が認められたことから、雌雄動物の反

復投与毒性に関する無毒性量(NOAEL)は100mg/kg/ dayと判断された。また、 300mg/kgまでの用量

は、親動物の生殖能力および新生児の発育に影響を及ぼさなかったことから、生殖発生毒性に関する

無毒性量は300mg/kg/ dayと判断された。
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Tlible 1-1. General conditions of male rats 
出血berof四国

""''''聞置1∞n晶 i岨S

N田由ecof四 1.. 

G曲留叫叩P飽rance，Noab国田副y
N民民C阻 tfonnation 
M岨h，Lossoft回 h
A血児ctalregion. Soiled per百峨d問~oo
Behavior， Abno叫酬
Mouth，Sallvation 
Numberofa温1.. 
G田町芭lsppeara且ce，Noab田nmility
N~丸 Cn固めm副km

Mouth， Loss ofl回 h
A即時ctalre，若手。凪Soil剖p町並鑓1"';四
民国vior，Ab回佃01，同

旦旦且主主旦主旦
NumberofmaIes 
G田""'""P磁出泊崎Noabnonn刷y
N叙主，Cn届tfonnation 
Mouth，l.J:lssoft健治
A即即talregion.SoiIedp由a"噌on
Behavior，Ab回目01解訟
Mo凶h，Salivation
N凶曲erofma1箇
G田"'"即P""国民N"加。，nnality
N~丸 Crust f(切malÎon

Mo凶h，Lossoft岡血
Ano臨 talregion，SoiIedp血飽"噌岨
B曲avior，Ab曲目'"伊h
Mouth， Salivation 

Pre: Before administmtioo. Post: after叫皿inistration

Control駒山icle:∞四oil}

CPNIOOm酔8

CPN 300 mWkg 

CPN 30 mgIkg 

Gro"" 

Table 1-1 (continued). General conditions of male ra飽
Number of males 

皿 dgeneral∞nditions 
Days of岨rnin回目tion

26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 

P問 PostP問 PostP田 PostP田 PostP問 PostP問 PostP問 PostP問 Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post P田 PostP問 PostP田 Post

11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 6 

11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 6 
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00000000000000000000000000000000000  

00000000000000000000000000000000000  
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10 10 10 10 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 12 12 12 

22221111111111111111111111111111000  

00000000000000000000000000000000000  

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 
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Group 

Numb町 ofmal田

General叩P個祖国，No abnonnality 

Neck， Crust品四国tioo

Mo旧tb，細川atlon

Numberofma1es 

General app'"江田ce.No abnonnality 

N田k，Crust日ormation
Moutb，&註livation

Numb町 ofma1es

Generalapp田血nce，No abnoロnality

Neck， Crust fo田nation

Mouth， Sa1ivation 
Numb町 ofma1es

Generalapp回目nce，No abnonnality 

N鉱丸Crustfonnation 

Mouth， Salivation 

Pre: Before administ回tion，Post: after administration 

Control (vehicle:∞moi1) 

CPN 100mWkg 

CPN 300mWkg 

CPN 30mg匂



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 1・2.General conditions of male rats at the recoveηrperiod 

Group Numbぽ ofmales Days ofrα氾very

and general conditions 2 3 4 5 6 7 8 9 10 11 12 13 14 15 

Control (vehicle:∞m oil) N umber of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

General appearance， No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

CPN 300 mglkg N umber of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

General app伺rance，No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 2-1. General conditions of female rats 

Daysof副ministration

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 

P're Post Pre Post Pre Post pre P。叫 PrePost Pre Post Pre Post Pre Post Pre P回tpr喝 P田t~_~_~_~_~_~_~_~_~_~_~_~~~_~_~_

12 12 i2 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 10 10 9 9 6 6 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

12 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 i2 10 10 9 9 6 6 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

12 12 i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 II 11 8 8 4 4 1 1 0 0 0 0 0 0 0 0 0 0 0 0 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 II 11 8 8 4 4 1 1 0 0 0 0 0 0 0 0 0 0 0 0 

12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 12 11 11 6 6 5 5 1 1 1 1 1 1 1 1 1 1 1 1 1 1 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 i2 12 12 II II 6 6 5 5 1 1 1 1 1 1 1 1 1 1 1 1 1 1 

12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 i2 12 12 8 8 5 5 3 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 8 8 5 5 3 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

Nwn以:roffi町田les

血d伊岱，era]∞nditio田

叫

一

叫

一

叫

一

叫

荘一
L
同一…

呂
町
出
品
温
一

Control(vl出cle田moil)

CPN 100m!l1<g 

CPN 300 m!l1<g 

CPN30m酔g

Group 

Table2・1(continued). General conditions of female rats 

Daysof副ministratioll

U V D B m s D D M " • D ~ W ~ ~ G ~ M 相 46 47 48 49 到

pre Post Pre Post Pre Post pre Post Pre Post Pre Post P隠 PostPre Post Pre Post Pre Post pr芭 PostP問 P由滝 PrePost Pre Post Pre Post Pre Post Pre Post Pre Poは PrePost pr芭 Post Pre Post pre Post Pre Post pre P田tPre Post 

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 

Numberof色males

四dperal田n也tions

Numberoffemales 

G田町叫叩P曲rance，Noab凹ロ田lity
Pre:Befor喝administratioD，Post:after副血血出国10'

Group 

CPN 100 m~勾

D司ysof administration 

51 52 53 

Pr官 Post Pre Post Pre Post 

I I I I I 

I I I I I 

Table 2-1 (continued). General conditions offemale rats 

Numb町 offemal田

組 dgeneral conditions 

Group 

25 

N umber of females 

G.en釘'alapp間百nce，No abnormaIity 

Pre: Before administration， Post: after administrati∞. 

CPN 100 mglkg 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 2・2.General conditions of female rats， satellite group 
Group N岨Iberof前回叫~ 0町50f叫min凶ratlOn

試験番号R-15-005

冊d酔耐刷出tions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 

F昭 PostPre Post Pre Post pr官 PostPre P田北 PrePost Pre Post Pre Post P問~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~

Contro1(岨出回mo出 N旧 beroff回出 w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w 
G阻町1I1app回rance，Noabnorma1ity 10 W 10 W 10 10 10 叩 10 10 10 W 10 10 10 10 W 10 10 10 10 10 10 W 10 W W 10 10 W W 10 W 10 10 10 10 10 W 10 10 W W 10 W 10 10 10 10 10 

CPN300m向 Numberoffi四1~ 10 10 10 W 10 10 10 W 10 10 10 10 10 10 10 10 W 10 10 10 10 10 10 W 10 W 10 10 W W 10 10 10 10 10 10 10 10 W 10 10 W W 10 W 10 10 10 10 10 

G田町宮1app国rance，Noabnonna1ity 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 W 10 10 10 10 W 10 W 10 W W 10 W W W 10 10 10 10 10 10 10 W 10 10 W W 10 10 10 10 10 10 10 
p，官:Before administration， Post: after副皿inist国間四

Table 2-2 (continued). General conditions offemale rats， satellite group 
Group Numb町offemal田 Days ofa曲叫nist回tion

回 dgeneral∞n曲tio田 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 

Pre Post Pre Post pr百 PostPre Post P田 Postpre Post Pre Post Pre Post pre Post pre Post pre Post恥ePost Pre Post Pre Post pre Post pr壱 PostP田 PostPre Post 

Contro1 (vehicle: com oi1) Numb町of自国叫田 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 

G田町叫app曲目nce，No abnonnality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 

CPN 300m脚 Numberof畑出 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 

G四位叫旬明白血n同 Noabnonnality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 

F問:Before.申ninistration，Post: after adr凶mst回tion.

26 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 2・3.General conditions of female rats at the recovery period 

Group NumberoH即 mles Days ofrecovery 

and general conditions 2 3 4 5 6 7 8 9 10 11 12 13 14 15 

Control (vehicle: corn oil) Number ofti四mles 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

General appearance， No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

CPN 300 mglkg Numbぽ ofti四mles 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

Gαleral app伺ran∞，N 0 abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 3. General conditions in dams during pregnancy 

Group Number of dams 

阻 dgener叫conditions

Control (vehicle: corn oil) Number of dams 

CPN 30mg'kg 

CPN 100 mg'kg 

CPN 300 mg'kg 

G聞 eralapp国ran田，N 0 abnonnality 

N田:k，Crust fonnation 

Number of dams 

Gene悶Ilapp曲目nce，N 0 abnonnality 

N田k，Crust fonnation 

Number of dams 

G回 eralapp曲目n田，Noabnormality 

N eck， Crust fonnation 

Number of dams 

Generalapp田rance，N 0 abnormality 

Neck， Crust fonnation 

Pre: Before administration， Post: after administration. 

Days ofp回gnancy

o 1 2 3 4 5 6 7 8 9 10 II 12 13 

Pre Post Pre Post P田 PostP問 PostPre Post P田 PostP田 PostP問 PostP田 PostP問 PostPre Post P問 PostPre Post Pre PO叫

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

II II II II II II II II II II II II II II II II II II II II II II II II II II II II 

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 

II II II II II II II II II II II II II II II II II II II II II II II II II II II II 

II II II II II II II II II II II II II II II II II II II II II II II II II II II II 

0000000000000000000000000000  

II II II II II II II II II II II II II II II II II II II II II II II II II II II II 

II II II II II II II II II II II II II II II II II II II II II II II II II II II II 

0000000000000000000000000000  

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

0000000000000000000000000000  

Table 3 (continued). General conditions in dams during pregnancy 

Group Number of dams 

血 dgeneral叩 nditions

Control (vehicle:ωrn oil) Number of dams 

Generalapp曲目nce，N 0 abnonnality 

Neck， Crust fonnation 

CPN 30 mg'kg Number of dams 

G田町alapp曲周nce，N 0 abnonnality 

N田k，Crust forn副 ion

CPN 100 mg'kg Number of da間

CPN 300 mg'kg 

G曲目ヨlapp伺rance，No abno口nality

N田k，Crust fonnation 

Number of dams 

Gen町宮lapp田rance，No abno口nality

Neck， Crust fonnation 

Pre: Before administ悶tion，Post: after administration. 

Days ofpregnancy 

14 15 16 17 18 19 20 21 22 23 

Fre Post P田 F田 tPre Post Pre Post P問 PostPre Post P問 PostP問 PostPre Post Pre Post 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 0 0 

II II II II II II II II II II II II 12 12 12 12 6 6 0 0 

11111111111100000000  

II II II II II II II II II II II II II II II II 5 5 0 0 

II II II II II II II II II II II II II II II II 5 5 0 0 

00000000000000000000  

II II II II II II II II II II II II II II II II 5 5 0 0 

II II II II II II II II II II II II II II II II 5 5 0 0 

000000000000000o  0 o 0 0 
12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 1 1 

II II II II II II II II II II II II II II 12 12 8 1 1 

1 1 1 1 1 1 1 1 1 1 1 1 1 1 0 0 0 o 0 0 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 4. General conditions in dams during lactation 

Group Number of dams Days of1actation 

and伊 leralconditions 。 2 3 4 5 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 

Control (vehicle: com oil) Number of dams 5 5 12 12 12 12 12 12 12 12 12 

General appearance， No abnormality 5 5 12 12 12 12 12 12 12 12 12 

CPN 30mWkg Number of dams 8 8 11 11 11 11 11 11 11 11 11 

General appearanω， N 0 abnormality 8 8 11 11 11 11 11 11 11 11 11 

CPN 100mWkg Number of dams 8 8 11 10 10 10 10 10 10 10 10 

General appearan∞， N 0 abnormality 8 8 11 10 10 10 10 10 10 10 10 

CPN 300mWkg Number of dams 6 5 11 11 11 11 11 11 11 11 11 

General appearance， No abnorma1ity 6 5 11 11 11 11 11 11 11 11 11 

Pre: Before administration， Post: after administration. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis回 tionin rats 

Table 5. Detai1ed clinical observations ofmale rats 

Initialnun世ber

Findings Group of P田・adn歯listration Days ofadm血ist回tion

an耐¥a1s 15 24 30 36 

[匂en-fieldobservations] 白 ntrol(vehicle: corn 0並) 12 Ob 。 o (11) o (11) o (11) 
Gait (abnoffi¥al gait) CPN30時 /kg 12 。 。 。 。 。 。

CPN 100時 /kg 12 。 。 。 。 。 。
CPN300時/均 12 。 。 。 。 。 。

[句en-fieldobservations] 白 ntrol(vehicie: corn 0週) 12 Ob 。 。 o (11) 1 (11) o (11) 
Ste問otypy(田a出19) CPN30 mg/均 12 。 。 。 。 。 。

CPN 100時 /kg 12 。 。 。 。 。 。
CPN300時/kg 12 。 。 。 。 。 。

[句en・fieldobservations] 白 ntrol(vehicle: corn oil) 12 Ob 。 。(11) o (11) o (11) 
Withdrawal ref1ex (hyporef1exia) CPN30時 /kg 12 。 。 。 。 。 。

CPN 100n唱/kg 12 。 。 。 。 。 。
CPN 300 mg/kg 12 。 。 。 。 。 。

'the問coverytes t was perfonred in 5 anInla1s for each ofthe 0 and 300 n事/kggroups 

b Values田P田sentnu油 erofanInla1swith the findings. 

Figures血pa田ntheseindicate nun也erofanInla1s. 
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Days of田covery
a 

42 7 14 

。(11) 。 。。
。
。 。 。
。(11) 。 。。
。
。 。 。
o (11) 。 。。
。
。 。 。



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 5 (continued). Detailed clinical observations ofmale rats 

Initia1 number 

Findings Group of Pre-adm皿1St回tlon Days ofadm血istmtion

anima1s 8 15 24 30 36 

[Urination] Contro1 (vehic1e: corn oi1) 12 1 b 2 2 4 (11) 2 (11) 2 (11) 

(古志quency/30sec) CPN 30mg/kg 12 3 。 。
CPN 100 mg/kg 12 。 2 2 3 

CPN3∞mg/kg 12 。 。 。 2 

[Defヒcat【on] Contro1 (vehic1e: corn oi1) 12 Ob 。 (11) (11) 。(11) 
(官官quency/30sec) CPN30mg/kg 12 。 。 。 。 。 。

CPN1∞mg/kg 12 。 。 。 。 。 。
CPN3∞ロ事/同 12 。 。 。 。 。

athe問covetytest was performed皿 5anima1s for each ofthe 0 and 300 mg/kg groups 

b Va1ues問P陀senttota1 sco問 ofeach group. 

Figures in pa町ntheseindicate numberofanima1s. 
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Days ofrecovety 
a 

42 7 14 

2 (11) 。
。
。 。 2 

。(11) 。 。。
。
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 6-1. Detailed clinical observations of female rats 

Init回Inumber

Findings Group of Pre-administration 

an町..ls s 15 

[Urinat削 1] 白 ntrol(vehicle: com 0め 12 1 • 
。 。

(自'equency/30sec) CPN 30n恵/kg 12 2 。 。
CPNI∞時/kg 12 。 。
CPN3∞時/kg 12 。 。 。

[Defecation] 白 ntrol(vehicle: com 0町 12 0' 。 。
(自宅quency/30sec) CPN30mg/kg 12 。 。 。

CPN 1∞mg/kg 12 。 。 。
CPN3∞mg/kg 12 。 。 。

a Values田p田senttotal sco田 ofeachgroup. 

Figu陪sin pa問ntheseindicate nurr也erofan町..ls.

Days of administration 

24 30 36 42 49 
The Iactation period 

。
。
。 。 o (1) 0 (1) 

2 

1 (11) 

1 (11) 

3 (11) 

A
U
A
U
n
u
n
v
 

n
u
n
u
n
U
A
U
 

n
u
n
u
n
U
A
U
 

。(1) 0 (1) 
。(11)
o (11) 
o (11) 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 6・2.Detai1ed clinical observations of female rats， satellite group 

Init泊lnumber

Findings Group of 

anUllals 

[Urination] Control (vehicle: corn 0姐) IO 

(企equency/30sec) CPN3∞rng/kg IO 

[Defecation] Control (vehicle: corn oil) IO 

(企'equency/30sec) CPN3∞E司g/kg 10 

athe配covel)'test was performed in 5 anUlla1s for e明 hofthe 0 and 300 rr事/kggroups 

b Values rep田sentnumberofanUllals with the findings 

P問調ad官官1包tration Days ofadrninistration 

8 15 24 30 36 

b 。 。 。 。 。 。
。 。 。 。 。

b 。 。 。 。 。 。
。 。 。 。 。 。
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Days of指covel)'
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Table 7・1.Body weights of male rats 

試験番号 R-15-005

Group Control (vehicle:∞moil) CPN 30mg'kg CPN 100 mg'kg CPN 300 mg'kg 

Number ofmales 12 12 12 12 

Days of administration 

405.4土 16.4 404.0 土 14.8 402.0土 15.5 406.7 土 15.7 

4 416.4士 15.4 415.7 土 17.3 415.5 土 17.9 415.9 士 18.2 

7 430.0土 15.8 426.3 土 17.7 427.7土 19.6 421.7 土 22.2 

14 453.1 土 15.5 447.2 土 20.2 453.1 士 20.6 438.1 土 26.6 

21 472.8 土 19.5 (11 ) 467.4土 24.0 461.4 土 36.2 451.0土 25.3 

28 497.8 士 18.1 (11 ) 492.0土 27.7 485.0土 35.6 469.7 士 28.1 

35 516.3 土 18.8 (11) 510.8 士 34.9 505.6土 35.2 483.7 土 30.9 

42 530.5土 16.2 (11) 525.1 土 38.5 519.5土 38.9 493.3 土 30.5本

Each value shows mean (g)士S.D.

Significantly different from the control group (*: P<0.05， **: P<O.OI). 

Figures in parentheses indiωte number ofmales. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis回 tionin rats 

Table 7・2.Body weights of male rats at the recoveηrperiod 

Group 

Number of males 

Days ofreco、rery

7

同
一
弘q
d
 
土抗日日間ρuw m
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ρし
wu
 

d
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L
U
 

PLv 
au 
官
U

Control (vehicle: com oil) 

5 

CPN 300 mglkg 

5 

525.6:l:: 20.4 

535.8 土 20.4

541.2:l:: 21.7 

518.5 土 27.5

538.7 土 32.1

560.1 士 29.6

35 

試験番号R-15-005



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis回 tionin rats 

Table 8-1. Body weights of female rats 

試験番号 R-15-005

Group Control (vehicle: corn oil) CPN 30mglkg CPN 100 mglkg CPN 300 mglkg 

Numbぽ offc田lales 12 12 12 12 

Days of administration 

243.5土 13.1 241.4土 10.9 243.9 :J: 9.4 244.0土 9.7 

4 250.3土 14.6 246.8土 13.6 250.5土 10.4 249.2 :J: 12.3 

7 252.0土 13.7 250.4土 13.4 252.1士 11.9 253.1 :J: 12.3 

14 264.2土 18.9 261.2士 16.2 265.9 :J: 14.6 261.1土 12.6 

Each value shows mean (砂土 S.D.
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Combined tepeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 8-2. Body weights of female rats， satellite group 

Group Control (vehicle: com oil) CPN 300 mglkg 

Number offemales 10 10 

Days of administration 

l 241.2 土 14.5 241.4 土 10.5 

4 252.3 土 15.3 247.9 土 11.8 

7 252.3 土 17.2 249.3 土 13.5 

14 263.1 土 18.0 253.8 土 11.6 

21 271.0 土 23.5 265.2 土 14.2 

28 280.1 土 23.6 273.8 土 14.0 

35 286.8 土 23.2 277.8 土 12.6 

42 294.1 土 23.3 283.3士 17.0 

Each value shows mean (g)土S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Table 8-3. Body weights offemale rats at the recovery period 

Group Contro1 (vehic1e: com oi1) CPN 300mgkg 

Numbぽ offema1es 5 5 

Days ofrecovery 

296.4土 33.3 283.6 土 20.3 
7 300.9 土 33.2 288.5 土 18.3 
14 304.4土 32.4 294.0土 23.0 

Each va1ue shows mean (g)土S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 9. Body weights of dams during pregnancy 

Group Contro1 (vehic1e:∞m oi1) CPN 30 mglkg CPN 100 mglkg 

Number of dams 12 11 11 

Days ofpregnancy 。 275.6 土 21.4 269.5 土 16.2 274.1土 13.0

7 313.9士 23.6 306.3 :i: 19.1 310.1土 16.0

14 352.5 土 28.5 344.3 :i: 20.9 347.6土 19.1

20 436.7 土 35.6 429.5士 22.9 428.8 土 21.5

Each va1ue shows mean土S.D.(g). 
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CPN 300 mglkg 

12 

268.3 土 15.2

306.2 土 13.9

346.1 :i: 16.9 

429.1 土 21.0



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 10. Body weights of dams during lactation 

Group Control (vehicle: com oil) 

Numbぽ ofdams 12 

Days oflactation 。 339.3 :l:: 29.8 

4 350.0 :l:: 29.1 

Each va1ue shows mean土S.D.(g). 
Figures in parentheses indicate number of dams. 

CPN 30 mglkg 

11 

322.0土 28.4

337.0士 23.9

40 

CPN 100 mglkg 

11 

336.1土 35.8

351.7士 17.6 (10) 

試験番号R-15-005

CPN 300 mglkg 

12 

329.3土 27.3

339.9土 16.0 (11) 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 11-1. Food consumption of male rats 

Group Control (vehicie: com oil) CPN 30mglkg CPN 100 mglkg CPN 300 mglkg 

Number ofmales 12 12 12 12 

Days of administration 

25.6 :!: 3.2 27.0土 2.4 27.1 土 3.1 24.7土 2.3 

7 24.4土 1.9 23.5土 2.2 26.2士 3.0 24.1土 2.9 

14 22.4土 2.0 23.3 :!: 2.6 23.5 土 2.7 21.2土 2.3 

29 25.6土 2.2 (11 ) 26.8土 3.1 25.5 土 2.5 24.1 士 1.8 

35 24.8 土 2.7 (11) 25.7土 2.5 24.2土 1.8 22.5 土 3.3 

41 23.8土 3.4 (11) 24.8土 2.7 26.1土 3.2 22.7土 2.1 

Each value shows me岨(訪土S.D.

Figures in parentheses indicate number of males. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 11-2. Food consumption of male rats at the recovery period 

Grωp 

Numbぽ ofmales

Days ofrecovぽy

6 

12 

Each value shows mean (g)士S.D.

Control (vehicle: corn oil) 

5 

29.8 土 2.6

29.6 土 2.6

CPN 300mglkg 

5 

30.6土1.5

32.3土1.5
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 12・1.Food consumption of female rats 

Group 

Number of females 

Days of administration 

Control (vehicle:∞moil) 
12 

山
一
口

N
 

CPN 100 mglkg 

12 

一一
口

7 

14 

17.8 土 3.0

18.7:l: 2.9 

16.3土 3.0

17.8 土 3.6

18.5 土 2.9

16.4土 2.6

18.6 土 2.2

18.3 土 2.7

16.2:l: 3.1 

(10) 

17.7 土 3.2

17.5土 2.5

15.8 :l: 3.7 

Each value shows mean (g)土S.D.
Figures in parentheses indicate number offemales. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 12-2. Food consumption of female rats， satellite group 

Group Control (vehic1e: corn oi1) CPN 300 mglkg 

Number ofti田 lales 10 10 

Days of administration 

17.9 士 3.0 16.0 :i: 2.4 

7 19.4土 2.2 16.9 土 1.8 * 

14 17.5 土 2.2 16.8 土 1.3 

21 17.1 士 2.2 16.1 :i: 2.9 

29 17.2 土 1.9 16.5 士 1.8 

35 18.3 士 2.4 16.0 :i: 2.4 * 

41 18.2 土 2.1 16.5 土 2.9 

Each value shows me血 (g):i:S.D. 

Significant1y diftiぽentfrom the control group (*: P<0.05， **: P<O.OI). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 12-3. Food consumption offemale rats at the recovery period 

Group 

Number of fema1es 

Days ofrecovery 

6 

12 

Each va1ue shows mean (砂土S.D.

Contro1 (vehic1e: com oi1) 

5 

20.6土 3.4

20.3 土 2.4

CPN 300mg'kg 

5 

21.5 土 2.4

20.0土 2.5
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Combined repeat dose佃 dreproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 13. Food consumption in dams during pregnancy 

Group Control (vehicle: corn oil) CPN 30mglkg CPN 100 mglkg 

Number of dams 12 11 11 

Days ofpregnancy 。 19.6土 3.7 18.2土 2.0 18.1士 3.0 

7 25.6土 3.6 23.9 :!: 2.1 25.1土 3.6 

14 24.5土 2.8 24.3土 3.0 24.8土 2.6 

20 20.1土 3.4 20.1 土 3.7 23.4士 3.4 

Each value shows mean土S.D.(g). 
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CPN 300 mglkg 

12 

18.9土 1.4 

24.1士 1.7 

23.0土 1.8 

21.8土 3.9 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 14. Food consumption in dams during 1actation 

試験番号R-15-005

Group 

Numberofd唱ms

Days oflactation 

山
一
日

N
 
C
 

Control (vehic1e: corn oi1) 

12 

CPN 30mglkg 

11 

CPN 100 mglkg 

10 

3 

Each value shows mean土S.D.(g). 

40.9土 7.1 41.5士 7.5 39.9土 7.8 38.3土 8.8
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 15. Functional findings of male rats at the last week of the administration period 

Group Control (vehicle: com oil) CPN30rr事/kg CPN 100rr港/kg

Male 

Number of animals 5 5 5 

Righting reflex 100 100 100 

VIsual placing 100 100 100 

PupillaI)' reflex 100 100 1∞ 
Startle reaction 100 100 100 

Preyer's reaction 100 100 100 

Withdmwal reflex 100 100 100 

Eyelid reflex 100 100 100 

Values represent % of animals showing nonnal responses. 
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CPN300rr事/kg

5 

100 

100 

100 

100 

100 

100 

100 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 16. Functional findings of female rats at the end of the adminis仕ationperiod 

試験番号R-15-005

Group Control (vehicle: com oil) CPN30mg/kg CPN 100rr宅/kg CPN 300 mg/kg 

Female-dam 

Number of animals 5 5 5 5 

Righting reflex 100 100 100 100 

VIsual placing 100 100 100 100 

Pup迎aryreflex 100 100 100 100 

Startle reaction 100 100 100 100 

Preyer's 陀action 100 100 100 100 

W ithdrawal reflex 100 100 100 100 

Eyelid reflex 100 100 100 100 

Female-satel1ite group 

Number of animals 5 5 

Righting reflex 100 100 

V1Sual placing 100 100 

Pupillary reflex 100 100 

Startle 問action 100 100 

Preyer's reaction 100 100 

Withdrawal reflex 100 100 

Eyelid reflex 100 100 

Values represent % ofanimals show血gnorrnal responses. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 17. Assessment of grip s回 ngthof male rats at the last week of the administration period 

白'Oup Control (vehicle: com oil) CPN30n事/kg CPN100n事/kg

Number of males 5 5 5 

Adn歯1Istmtionperiod 

Forelir由 1.270土 0.161 1.309土 0.279 1.181土 0.239

Hindlimb 0.672土 0.068 0.689土 0.100 0.689土 0.2ω

Each value shows mean (kg) ::I:S.D. 
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CPN300宣車/kg

5 

1.429土 0.219

0.693土 0.126



Combined repeat dose and reproductive/deve1opmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 18. Assessment of grip 甜engthof female rats at the last week of the adminis回tionperiod 

白'Oup Control (vehic1e: com oi1) CPN30rr事/kg CPN 100rr港/kg

Number of females 5 5 5 

Adrr歯listrationperiod 

Forelir由 1.110土 0.077 1.117士0.159 1.176土 0.097

回ndlir由 0.546士0.056 0.516土 0.043 0.510土 0.087

Each value shows mean (kg)士S.D.
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CPN300rr事/kg

5 

1.086土 0.195

0.478士0.084



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 19・1.Assessment of grip 位 'engthof female rats at the last week of the administration period， satellite group 

白oup Control (vehicle: com oil) 

5 

αN300r車盗

5 Number of females 

-
d
 
.n 
n
r
 
n
 

M
帥

m

m

 

F
A
 

A
U
 
A
 0.931土 0.060 1.080土 0.057 ** 

Hindlir由 0.516土 0.039 0.507士 0.047

Each value shows mean (kg)土S.D.

Significantly di能 rent企omthe control group (*: P<0.05，料:P<O.OI). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis回 tionin rats 

Table 19-2 Assessment of grip s住engthof female rats at the last week of the administration period， recovery group 

Group 川
町o
 
m
 
o
 

凸し

v-戸、J
-
m
h

一
h
u
-e-v-m

 
n
 
ω
 

し
民
一

f
f
'
-o
一5

n
u
-
勾‘d
-N

一
空

Number of females 

Adrr歯listmtionperiod 

Forefu由 1.105土 0.098 1.061士 0.063

回ndfu由 0.538士 0.093 0.575土 0.080

Each value shows mean (kg)土S.D.
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試験番号 R-15-005

Combined repeat dose and reproductive/developmental toxicity scre四lingtest of Cyclopentanone by oral administration in rats 

Table 20. Motor activity of male rats at the last week of the adminis住ationperiod 

仕oup Control (vehicle: corn oil) 

5 

αN30r盟主皇

5 

αN1略旦〈単

5 Number of males 

Administration period 

Ambulation (counts) 

5rr歯1

1仇凶n

1224 土 204 1159 土 165 1209 土 208 1219 土 351 

1164 土 193 1069 土 152 1014 土 314 1107 土 335 

941 土 201 992 土 215 1025 土 149 1012 土 321 

904 土 194 831 土 216 829 土 197 939 土 308 

4233 士 743 4052 土 638 4077 士 824 4277 士 1249 

29 士 9 30 土 8 28 士 12 31 士 10 

23 士 5 22 土 6 15 士 7 22 士 8 

14 士 6 18 土 6 17 士 5 17 士 10 

9 土 6 13 土 6 10 土 6 14 土 9 

75 士 17 83 土 20 70 士 28 84 士 34 

15rr歯1

2仇凶n

Total 

n
 
u
 
o
 
'い時

-m

q
Q

戸、d

白し
WR
 

l伽凶n

15rr古1

2仇叫n

Total 

Each value shows mean士S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 21. Motor activity of female rats at the last week of the administration period 

Group Control (vehicle: com 0町 印N30時~ CPN 100rr唱~ αN300r噌~

Number offemales 5 5 5 5 

Administration period 

Ambulation (counts) 

5rr歯1 1193 士 103 1076 土 232 1304 士 305 1064 土 69 

1仇世n 977 土 125 925 土 280 1190 士 310 848 土 214 

15rr世1 770 土 144 704 土 248 860 土 215 694 土 147 

2白話n 679 土 373 559 士 314 959 土 542 475 士 304 

Total 3619 土 512 3265 士 949 4312 土 1180 3081 士 572 

Rea血g(counts) 

5min 30 土 10 30 士 7 32 土 16 24 士 10 

l伽叫n 19 士 10 22 土 12 22 士 8 14 土 9 

15江古1 6 士 5 10 土 9 6 士 4 7 土 7 

2伽凶n 8 土 12 7 土 7 18 士 16 7 土 9 

Total 63 士 26 70 土 26 78 士 37 53 土 28 

Each value shows mean土S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 22. Motor activity of female rats at the last week of the adminis仕ationperiod， satellite group 

Group 

Number of fernales 

Adr由listrationperiod 

Ambulation (counts) 

5min 

l伽泊n

15rr歯1

2仇凶n

Total 

Rearing (counts) 

5min 

1白百n

15紅白1

20m泊

Total 

Each value shows mean士S.D.

Control (vehicle: com oil) 

5 

1162 士 256 

1178 土 215 

1152 土 295 

1015 土 276 

4507 士 971 

35 土 9 

37 土 9 

33 土 13 

29 士 19 

133 土 43 

56 

白'N300r翠/kg

5 

1208 士 136 

1125 土 222 

1041 土 201 

999 土 210 

4373 土 708 

32 土 6 

35 土 11 

19 土 6 

22 士 13 

109 士 30 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by 

CPN 300 mg'kg 

5 

CPN 100 mg'kg 

5 

CPN 30 mg'kg 

5 

oral administration in rats 

Table 23-1. Urinalysis in male rats 
Control (vehicle: com oil) 
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Glucose 
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Ketone 

-(negative) 

:t(5孟叩dく 10mlifdL)

+ (10三五四dく 40mlifdL)

2+ (40豆田dく 80mlifdL)

Bilirubin 

ー(negative)

5 5 

Occult blood 

-(negative) 

Urobilinogen 

:t(no問団1)
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57 

Epithelial cells 

ー(notobserved) 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 23・1.Urinalysis in male rats 

Group 

N umber of males 

Control (vehicle: corn oil) 

5 

CPN 30 mglkg 

5 

CPN 100 mglkg 

5 

一一
5

U泊levolume (mU24hr) 14.5 土 3A 1~1 土 12.2 16.3土 3.4 24.3 土 6.2

Specific gr百vity 1.064 土 0.012 1.054:!: 0.020 1.055 土 0.007 1.037 土 0.006* 
Electrolyte， density 

Na(mEqlL) 112.7 :!: 25.0 103.7 士 46.0 105.3土 33.9 62.4 :!: 18.6 

K(mEqlL) 268.76 :!: 60.90 233.51 土 104.00 227.98 土 35.99 146.16 士 27.87 * 

Cl(mEqIL) 161.4 土 36.6 143.3 土 66.0 141.3土 38.1 83.0 土 19.7 

Electrolyte， gross volurne 

Na(m両124hr) 1.59 土 0.25 1.57 士 0.33 1.66 土 0.38 1.51 土 0.51 

K(mEq/24hr) 3.75 土 0.33 3.56 土 0.75 3.64 士 0.45 3.44 土 0.52 

Cl(mEq/24hr) 2.25 土 0.24 2.14 土 0.55 2.23 土 0.37 2.00 土 0.55 

Each value shows mean士S.D

Sigrlificantly di宜釘釦t企omthe∞ntrol group (*: P<0.05， **: P<O.OI). 
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Combined repeat dose and reproductive/deve1opmental toxicity screening test of Cyc1opentanone by 

oral administration in rats 

Table 23-2. Urinalysis in male rats of the recovery period 

Group Control (vehicle: corn oi1) 

Number ofma1es 5 

pH 

~ 0 

7.5 2 

8~ 3 一一
5

2 

2 

Protein 

+ (30孟 and< 100 mlddL) 3 

2+ (100豆 and< 300 mlddL) 2 

4 

Glucose 

ー(negative) 5 5 

Ketone 

ー(ne;伊tive) 0

3

2

 

0 

4 ::t(5重加d< 10 mlddL) 
+ (10 ~五 and< 40mダ'dL)

Bilirubin 

-(negative) 5 5 

Occult blood 

-(negative) 5 5 

Urobilinogen 

::t(normal) 
+ (2.0孟釦d< 4.0 mlddL) 

1 

4 

3 

2 

Color 

light yellow 

yellow 

4 5 

0 

Turbidity 

-(neg高tive) 5 5 

Red Blood cells 

-(not observed) 5 5 

White Blood cells 

-(not observed) 5 5 

Casts 

-(not observ吋) 5 5 

Cristals 

ー(notobserved) 

土(afew)

+ (abundant) 

0

5

0

 

0

5

0

 

Ep ithelia1 cells 

ー(notobserved) 

士(afew)

+ (abundant) 

5

0

0

 

5

0

0
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 23-2. Urinalysis in male rats ofthe recovery period 

Group 

Number ofmales 

Control (vehicle: com oil) 

5 

一一
5

Urine volume (mL/24hr) 16.5 土 4.6 21.1土 3.4

Specific gravity 1.065 土 0.014 1.055 土 0.010

Electrolyte， density 

Na(mEq危) 132.3 土 55.5 103.5 土 27.1 

K(mEqlL) 283.69 土 75.71 244.42 士 42.86 

Cl(mEqlL) 166.1 土 59.0 136.0 士 31.2 

Electrolyte， gross volume 

Na(mEq/24hr) 2.00 土 0.27 2.15 土 0.48 

K(mEq/24hr) 4.42 土 0.35 5.05 土 0.49 * 
Cl(mEq/24hr) 2.54 土 0.20 2.81 土 0.45 

Each value shows mean土S.D.

Significantly different from the control group (*: Pく0.05，**: Pく0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by 

oral administration in rats 

Table 24-1. Urinalysis in female rats， satellite group 

Group 

Number of females 

pH 

6.5 

7.0 

Control (vehicie: com oil) 

5 

CPN 300 mg'kg 

5 

5 

0 

3 

2 

Protein 

-(neg日tive) 。 。
:t(lO亘and< 30 mgldL) 
+ (30孟 and< 100 mgldL) 4 4 

Glucose 

-(n巴伊tive) 5 5 

Ketone 

ー(ne!1iltive)

3 

ハ
υ
n
u
a
aマ

:t(5 ~ and < 10 mgldL) 
+ (10 ~王制d< 40 mgldL) 
2+ (40 ~三 and< 80 mgldL) 。
Bilirubin 

-(ne!1iltive) 5 5 

Occult blood 

-(n巴伊tive) 5 5 

Urobilino伊 1

士(normal)

+ (2.0話and< 4.0 mgldL) 
2 

3 4 

Color 

light yellow 4 5 

0 yellow 

Turbidity 

ー(ne伊tive) 5 5 

Red Blood cells 

-(not observed) 5 5 

White Blood cells 

-(not observed) 5 5 

Casts 

-(not observed) 5 5 

Cristals 

ー(notobserved) 

士(afew) 

3 

2 4 

Epithelial cells 

ー(notobserved) 5 5 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 24・1.Urinalysis in female rats， satellite group 

Contro1 (vehicle: corn oil) 

5 

一一
5

Urine vo1ume (mU24hr) 9.2 土 3.5 10.1 士 4.1

Spωific gravity 1. 064 土 0.020 1.051 土 0.014

E1ectro1yte， density 

Na(mEq/L) 150.3 土 63.4 95.7 土 7.8 

K(mEq/L) 286.35 土 102.18 187.46 土 70.66 

C1(mEq/L) 185.5 土 80.7 117.9 土 35.6 

E1ectro1yte， gross vo1ume 

Na(mEq/24hr) 1.24 土 0.19 0.94 土 0.30 

K(mEq/24hr) 2.43 土 0.53 1.89 土 0.94 

Cl(mEq/24hr) 1.55 土 0.38 1.21 土 0.68 

Each va1ue shows mean土S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by 

oral administration in rats 

Table 24-2. Urinalysis in female rats ofthe recovery period 

Gro唄P

Number offemales 

pH 

6.5 

7.0 

7.5 

8.0 

8.5 

CPN 300 mglkg 

5 

ヲ
-
A
U
吋

L

A
り

'
I

Control (vehicle:∞moil) 
5 

'
i
'
I

弓
，
缶
百

I

A

U

今

，

&

胃

i

勾
，
&

今，

h
'
I
勾，
b

Protein 

-(n申:tive)

土(10孟組d< 30mwdL) 
+ (30 ~玉 and< 100 mwdL) 

Glucose 

-(neglltive) 5 

4 

5 

4 

Ketone 

-(n~罪tive)

士(5~玉 and< 10 mwdL) 

Bilirubin 

-(neglltive) 5 5 

Occult blood 

-(n申 tive) 5 

3 

2 

5 

3 

2 

Urobi泊10伊 1

土(normal)

+ (2.0 ~玉 and< 4.0 mwdL) 

Color 

light yellow 5 5 

Turbidity 

ー(n巴伊tive) 5 5 

Red Blood cells 

-(not obsぽved) 5 5 

White Blood cells 

-(not obsぽved) 5 5 

Casts 

-(not obsぽved) 5 

4 

5 

4 

Cristals 

-(not obs前日d)

士(afew)

5 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 24-2. Urinalysis in female rats ofthe recoveηr period 

Group 

Numberoffi四lales

Control (vehicle: corn oil) 

5 

一一
5

Urine volume (mU24hr) 15.8 土 7.1 13.2 土 6.0 

Specific gravity 1.047:!: 0.019 1.061 土 0.016

Electrolyte， density 

Na(mEqlL) 89.0 土 23.6 122.0 土 25.5 

K(mEqlL) 212.87 土 100.48 284.23 土 68.14 

CI(mEqIL) 120.4土 55.6 159.3 土 40.2 

Electrolyte， gross volume 

Na(mEq/24hr) 1.36 土 0.57 1.50 土 0.28 

K(mEq/24hr) 3.15 土 1.26 3.44 土 0.47 

CI(mEq/24hr) 1.80 土 0.75 1.94 土 0.36 

Each value shows mean土S.D.

64 

試験番号R-15-005



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 25-1. Hematological findings of male rats at the end of the administration period 

Group Contro1 (vehic1e:∞rn oi1) CPN 30 rnglkg CPN 100 mglkg CPN 300 mglkg 

Numberofma1es 5 5 5 5 

RBC 10000/1件 797 土 24 758 士 28 751 土 33 * 808 士 28

HGB gldL 14.5 :1: 0.6 14.2 :1: 0.3 13.5 土 0.4 14.2 土 0.9

Hematocrit % 42.9 士1.4 42.1士 0.9 39.8 土 0.6 * 41.7 土 2.8

MCV fL 53.8 土1.3 55.7 :1: 1.6 53.1 士 2.2 51.7 土 2.7

MCH pg 18.2 :1: 0.4 18.7 :1: 0.5 17.9 士 0.6 17.6 :1: 0.8 

MCHC gldL 33.7 :1: 0.5 33.6 土 0.3 33.8 土 0.7 34.0 :1: 0.4 

P1ate1et 10000/J.U.- 97.0 :1: 13.6 84.7 :1: 8.2 94.6 土 15.8 97.3 土 10.9

PT sec. 16.4土1.7 14.9 士1.3 14.3土1.3 17.3 :1: 5.5 

APTT sec. 19.7 :1: 2.9 19.7 :1: 2.1 18.7 土1.2 19.8 :1: 2.3 

WBC 100/J.U.- 101.0 士 6.7 78.4士 10.4 77.8 :1: 13.7 75.0 :1: 21.6 * 

Neutrophil % 18.7 士 11.2 19.5 士 9.1 17.8 土 4.1 22.0 土 11.7

Eosinophil % 1.5 土 0.6 1.7 土 0.9 1.8 :1: 0.2 1.1士 0.5

Basophi1 % 0.0 :1: 0.1 0.0 土 0.1 0.0 :1: 0.0 0.0 土 0.0

Monocyte % 4.5土 0.9 4.4 :1: 0.8 3.6 :1: 0.5 5.4士1.3

Lymphocyte % 75.3 土 11.9 74.4土 9.0 76.8 土4.1 71.4 土 11.4

Reticulocyte % 2.86 :1: 0.43 3.11 :1: 0.40 2.98 土 0.26 3.11 土 0.26

Each va1ue shows mean:l: S.O. 

Si伊ificant1ydifferent仕omthe control group (*: P<0.05， **: P<O.OI). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 25-2. Hematological findings of male rats at the end of the recovery period 

Group Control (vehicle:∞moil) CPN 300 mglkg 

N umber of males 5 5 

RBC 10000/ドL 821 :!: 33 802 :!: 28 

HGB gdL 14.3 土 0.7 14.4 :!: 0.3 

Hematocrit % 42.4 :!: 1.3 43.0 土 0.7

MCV tL 51.7 :!: 1.3 53.6 土 2.2

MCH pg 17.4土 0.5 17.9 土 0.7

MCHC ダdL 33.7 :!: 0.7 33.4土 0.5

Platelet 10000/ドL 100.3 土 10.2 104.3 土 10.6

PT sec. 15.8 土 1・5 15.3 土 2.1

APTT sec. 17.8 土1.4 19.1 士 2.5

WBC 100/J.IL 83.2 士 23.5 79.9 土 18.1

Neutrophil % 12.5土 3.8 14.9 土 5.8

Eosinophil % 1.4 土 0.4 1.5 士 0.5

Basophil % 0.0 士 0.1 0.0 土 0.1

Monocyte % 3.9 土 0.4 4.9 :!: 1.7 

Lymphocyte % 82.2 土 3.9 78.7 土 7.4

Reticulocyte % 3.23 土 0.28 3.43 土 0.30

Each value shows mean土S.D.
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Combined repeat dose and reproductive/deve1opmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Table 26-1. Hematological findings of female rats at the end of the adminis仕ationperiod 

Group Contro1 (vehic1e:∞moi1) CPN 30mg'kg CPN 100 mg'kg CPN 300 mg'kg 

N umber of fema1es 5 5 5 5 

RBC 10000/ドL 637 :!: 37 620 土 51 620 士 25 663 :!: 48 

HGB g'dL 12.4 :!: 0.8 12.3 土1.1 12.3 士 0.4 12.5 :!: 0.7 

Hematocrit % 37.8 土 3.0 37.7 士 2.6 37.5 土1.4 37.9 土1.8

MCV fL 59.3 土 3.4 60.9 士 2.0 60.5 土1.4 57.2 土 2.7

MCH pg 19.4士 0.9 19.8 土 0.5 19.8 土 0.5 18.9 土 0.7

MCHC g'dL 32.8 土 0.5 32.6 士 0.7 32.8 :!: 0.3 33.1 土 0.4

P1ate1et 10000/μL 113.2 士 17.0 107.0 土 11.5 120.4土 16.4 132.3 士 20.3

PT sec. 13.4土 0.4 12.9 士 0.5 12.9 :!: 0.4 13.0 土 0.4

APTT sec. 14.7 士1.9 15.3 :!: 0.8 14.4土1.2 15.5 土 0.6

WBC 100/J.IL 84.8 土 14.4 93.4士 34.5 85.2 土 12.5 66.8 土 20.8

Neutrophi1 % 30.6 士 3.0 32.0 士 8.2 33.8 土 8.5 22.1 土 5.9

Eosinophi1 % 0.9 土 0.1 0.8 土 0.3 0.7 土 0.4 0.6 :!: 0.3 

Basophi1 % 0.0 土 0.0 0.0 士 0.0 0.0 土 0.1 0.0 土 0.1

Monocyte % 3.6 :!: 1.7 3.0 土 0.9 4.0 士 0.9 5.8 土1.1 * 

Lymphocyte % 64.9 :!: 3.2 64.2 土 8.1 61.5 :!: 8.7 71.5 土 5.8

Reticu10cyte % 8.31 土1.43 8.08 土1.35 7.86 土1.05 8.56 士 2.47

Each va1ue shows mean士S.D.

Significant1y different仕'omthe contro1 group (*: P<0.05， **: P<O.OI). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 26-2. Hematological日ndingsof female rats at the end of the administration period， satellite group 

Group Control (vehicle: com oil) CPN 300 mglkg 

Number offernales 5 4 

RBC 10000/1件 676 土 29 726 土 65

HGB g'dL 12.9 土 0.5 13.5土 0.7

Hernatoσit % 38.3 :l: 1.8 39.4土1.6

MCV tL 56.7 土 2.2 54.5土 3.1

MCH pg 19.0 :l: 0.8 18.7 土1.0

MCHC g'dL 33.6 土 0.5 34.2 士 0.4

Platelet 10000午L 85.1 土 6.3 95.7 土 15.2

PT sec. 12.3 土 0.2 12.0 士 0.3

APTT sec. 13.8 土1.3 15.0 士1.1

WBC 100/1件 42.6 士 7.7 45.8 土 14.3

Neutrophil % 16.1 :l: 2.0 18.4士 11.1

Eosinophil % 2.0 土 0.7 1.4 士 0.3

Basophil % 0.0 士 0.0 0.0 土 0.0

Monocyte % 2.7 土 0.8 3.1 土 0.2

Lymphocyte % 79.1 土1.5 77.2 士 11.3

Reticulocyte % 3.44 士 0.53 3.16 土 0.58

Each value shows mean:l: S.D. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 26-3. Hematological findings offemale rats at the end ofthe recovery period 

Group Control (vehicle: com oil) CPN 300 mglkg 

Number offc田 lales 5 5 

RBC 10000/件 768 土 49 742 土 26

HGB g'dL 14.0 :l:: 0.6 13.4 :l:: 0.3 

Hematoαit % 41.8 土1.6 39.8 土 0.5 * 

MCV fL 54.5土1.8 53.7 土1.6

MCH pg 18.3 :l:: 0.6 18.1 :l:: 0.5 

MCHC g'dL 33.6 士 0.4 33.7 士 0.5

Platelet 10000/!lL 90.2 土 14.2 92.5 土 3.9

PT sec. 11.8 土 0.6 11.9 :l:: 0.5 

APTT sec. 14.4土 2.0 15.3 土1.7

WBC 100/!lL 47.6 土 17.3 46.6 :l:: 9.1 

Neutrophil % 17.3 :l:: 3.2 20.6 :l:: 7.9 

Eosinophil % 2.3 土1.0 1.4 土 0.6

Basophil % 0.0 :l:: 0.0 0.0 :l:: 0.1 

Monocyte % 3.4 :l:: 0.8 3.4 :l:: 0.3 

Lymphocyte % 77.0 土 3.6 74.5 土 7.8

Reticulocyte % 3.07 土 0.45 3.05 土 0.35

Each value shows m巴叩土S.D.

Significantly different合omthe control group (*: Pく0.05，**: P<O.Ol). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 27・1.Biochemical findings of male rats at the end of the adminis仕ationperiod 

Group Control (vehicle: corn oil) CPN 30 mglkg CPN 100 mglkg CPN 300 mglkg 

Number of males 5 5 5 5 

Total protein WdL 5.3 土 0.2 5.6 :!: 0.2 5.5 士 0.4 5.7 土 0.2

Albumin WdL 3.5 土 0.0 3.6 士 0.1 3.5 士 0.2 3.7 土 0.1

A/G 1.92 士 0.19 1.82 :!: 0.06 1.80 :!: 0.06 1.87 士 0.18

Glucose mwdL 131 土 15 133 土 14 132 土 9 133 :!: 6 

Total cholesterol mwdL 51 :!: 12 55 士 6 55 土 13 59 土 8

Triglyceride mwdL 50 土 24 37 土 9 41 土 20 25 土 11

Phospholipid mwdL 86 土 14 88 士 8 87 士 18 89 土 11

AST UIL 55 土 9 52 :!: 3 51 士 4 54 土 10

ALT UIL 27 :!: 3 26 士 3 25 土 2 28 土 5

y-GTP UIL O 土 O o :!: 0 O 士 O O 士 O

LDH UIL 114 土 73 97 土 60 92 土 41 93 士 59

Bi1eacid 同noνL 15.7 :!: 17.4 14.4士 7.4 11.7 :!: 4.3 18.2 土 10.8

BUN mwdL 12.1 土1.7 11.9 :!: 1.1 13.6 士1.0 13.2 土1.6

Creatinine mwdL 0.28 土 0.03 0.26 :!: 0.03 0.26 :!: 0.03 0.26 士 0.05

Total bi1irubin mwdL 0.06 :!: 0.01 0.07 士 0.00 0.05 土 0.01 0.06 土 0.01

ALP UIL 477 土 87 505 :!: 98 521 士 111 400 土 64

Inorganic p hosp horus mwdL 5.7 土 0.1 5.5 :!: 0.2 5.6 :!: 0.5 5.4 :!: 0.5 

Ca mwdL 9.3 土 0.2 9.3 :!: 0.3 9.2 士 0.6 9.3 士 0.4

Na mEq!L 144.5 士 0.4 144.3 土1.2 145.0 土1.0 144.4土1.0

K mEqlL 3.71 :!: 0.06 3.79 土 0.12 3.81 土 0.26 3.65 土 0.14

CI mEqlL llu.4土 0.9 11u.4 :!: 1.2 111.7 士1.1 110.0 土1.1

Each value shows mean士S.D
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis佐ationin rats 

Table 27-2. Biochemical findings ofmale rats at the end ofthe recoveη， period 

Group Control (vehicle: com oil) CPN 300 mglkg 

Number ofmales 5 5 

Total protein gldL 5.7 :!: 0.3 5.7 土 0.3

Albumin gldL 3.7 :!: 0.2 3.6 土 0.1

A/G 1.88 土 0.13 1.73 土 0.17

Glucゅse mgldL 146 土 11 141 土 11

Total cholesterol mgldL 70 土 11 71 士 23

Trigly ceride mgldL 45 土 13 48 土 14

Phospholipid mgldL 102 土 16 97 土 19

AST U/L 64 士 16 61 土 11

ALT U/L 28 土 8 32 土 5

y-GTP U/L O 士 O 。士 O

LDH U/L 111 土 78 137 土 144

Bile acid μmoνL 9.7 土1.9 12.8 土 4.4

BUN mgldL 14.4士 0.9 13.9 士1.8

Creatinine mgldL 0.31 土 0.04 0.29 土 0.04

T otal bilirubin mgldL 0.06 土 0.00 0.06 土 0.02

ALP U/L 385 土 78 409 土 77

Inor伊 licphosphorus mgldL 5.7 :!: 0.5 6.3 :!: 0.6 

Ca mgldL 9.6 土 0.4 9.6 土 0.3

Na mEq/L 144.2 土1.1 144.3 土 0.4

K mEq/L 3.85 :!: 0.17 3.96 土 0.22

Cl mEq/L 111.6 :!: 1.3 110.5 土1.3

Each value shows mean土S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Table 28・1.Biochemical findings of female rats at the end of the administration period 

Group Control (vehicle:∞moil) CPN 30mg'kg CPN 100 mg'kg CPN 300 mg'kg 

Number offemales 5 5 5 5 

Total protein g'dL 5.6 土 0.2 5.7 :!: 0.2 5.7 土 0.1 5.9 土 0.3

Albumin g'dL 3.8 :!: 0.1 3.9 :!: 0.2 3.9 土 0.1 3.8 士 0.2

A/G 2.22 土 0.19 2.09 土 0.20 2.15 土 0.18 1.90 土 0.09

Glucose mg'dL 113 :!: 9 110 士 9 122 :!: 2 114 :!: 3 

Total cholesterol mg'dL 49 土 7 53 :!: 14 55 :!: 9 59 士 9

Triglyceride mg'dL 23 土 7 29 士 11 28 士 13 16 土 4

Phosp holip id mg'dL 94 土 11 103 :!: 23 102 :!: 15 100 土 13

AST UIL 107 士 35 88 土 6 111 :!: 49 74 士 10

ALT UIL 42 土 7 40 :!: 5 45 :!: 14 39 土 4

トGTP UIL O 土 O o :!: 0 o :!: 0 O 士 O

LDH UIL 113 士 78 163 土 95 130 土 57 121 :!: 103 

Bileacid 開nol/L 21.4 土 23.6 13.4土 7.5 16.3 :!: 9.9 22.4土 14.5

BUN mg'dL 13.2 土 2.5 13.3 :!: 2.5 14.4 :!: 1.8 15.3士1.6

Creatinine mg'dL 0.30 土 0.05 0.33 土 0.04 0.36 土 0.08 0.34 :!: 0.05 

Total bilirubin mg'dL 0.07 土 0.01 0.06 :!: 0.01 0.06 土 0.01 0.06 土 0.01

ALP UIL 291 土 86 279 土 128 229 土 65 246 士 91

Inorganic phosphorus mg'dL 6.5 士1.3 6.7 土 0.7 6.2 土 0.6 6.0 :!: 0.7 

Ca mg'dL 9.6 土 0.3 9.7 :!: 0.3 9.8 :!: 0.3 9.6 士 0.3

Na rnEqlL 142.5 士1.3 143.1 士1.6 143.3 土1.4 144.5 :!: 0.6 

K rnEqlL 3.67 :!: 0.34 3.64 士 0.12 3.63 土 0.27 3.87 土 0.14

CI rnEqlL 110.5 土1.5 111.4 土1.4 110.5 土 2.2 111.4 士1.7

Each value shows me組土 S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 28-2. Biochemical findings offemale rats at the end ofthe administration period， satellite group 

Group Control (vehicle: com oil) CPN 300 mglkg 

Number offemales 5 4 

Total protein ダ'dL 5.7 土 0.5 5.9 士 0.2

Albumin ダ'dL 3.9 :!: 0.4 4.2 :!: 0.2 

A/G 2.19 土 0.15 2.51 :!: 0.25 

Glucゅse mgldL 104 :!: 13 118 士 18

T otal cholesterol mgldL 53 土 12 69 :!: 12 

Trigly∞ride mgldL 8 土 3 11 土 2

Phosp holip id mgldL 97 士 21 123 土 18

AST U/L 71 土 12 64 土 15

ALT U/L 24 土 4 24 士 4

y-GTP U/L O 土 O O 土 l

LDH U/L 64 土 32 69 土 26

Bile acid 開noνL 14.3 土 13.1 15.0 土 10.0

BUN mgldL 19.7 土 2.2 16.2 士 2.0 * 

Creatinine mgldL 0.42 土 0.04 0.40 土 0.04

T otal bilirubin mgldL 0.07 :!: 0.01 0.08 :!: 0.02 

ALP U/L 286 士 98 311 土 163

Inor伊lIcphosphorus mgldL 5.0 土 0.4 4.3 土 0.6

Ca mgldL 9.2 土 0.2 9.3 土 0.1

Na mEq/L 143.8 土 0.9 143.8 士 0.9

K mEq/L 3.60 土 0.28 3.52 土 0.14

CI mEq/L 112.6 土 0.9 111.6 :!: 1.4 

Each value shows mean土S.D.

Significantly different仕omthe control group (*: Pく0.05，**: Pく0.01).
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 28-3. Biochemical findings offemale rats at the end ofthe recovery period 

Group Control (vehicle: corn oil) CPN 300 mglkg 

Numbぽ offemales 5 5 

Total protein gdL 5.9 土 0.3 6.0 土 0.2

Albumin ダdL 3.9 土 0.3 4.0 :!: 0.2 

A/G 1.99 土 0.19 1.99 土 0.16

Glucose mgdL 142 士 28 147 土 11

T otal cholesterol mgdL 78 :!: 21 61 土 10

Trigly ceride mgdL 22 土 9 14 土 8

Phosp holip id mgdL 128 :!: 22 109 土 14

AST U/L 80 土 24 64 土 7

ALT U/L 32 士 13 25 士 7

y-GTP U/L O 土 O o :!: 0 
LDH U/L 90 土 45 85 :!: 51 

Bile acid 問noνL 14.0 土 7.1 15.3士 6.7

BUN mgdL 13.0 士 0.9 15.1土 2.8

Creatinine mgdL 0.36 土 0.04 0.38 土 0.06

T otal bilirubin mgdL 0.07 土 0.01 0.07 土 0.01

ALP U/L 205 土 48 231 土 103

Inor伊 licphosphorus mgdL 5.6 :!: 0.9 6.2 士 0.6

Ca mgdL 9.6 土 0.2 9.6 土 0.1

Na mEq/L 144.7 土 0.9 144.2 士 0.6

K mEq/L 3.82 土 0.17 3.77 土 0.23

Cl mEq/L 111.7 土 0.6 109.7 士1.5 * 

Each value shows mean:!: S.D. 

Signifiωntly different 合omthe control group (*: Pく0.05，**: Pく0.01).
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by 

oral administration in rats 

Table 29-1. Organ weights of male rats at the end of the adminis仕ationperiod 

Gro叩 Control (vehicl広田moil) CPN 30mgfkg CPN 100 mgfkg CPN 300ロザkg

Nun世berofmales 6 12 12 7 

Body weight (訪 508.5土 13.7 499.4 土 37.9 495.4土 35.3 448.8 '" 17.1 申申

8rain (rr噛 2028.8 土 79.7 2058.9 土 59.3 2015.1土 43.4 1992.6 土 118.7 

(m!ifg) 3.989 土 0.077 4.140 土 0.274 4.088 土 0.323 4.444 土 0.295 寧

Thym田 (mg) 328.6 土 65.9 304.7 土 77.1 303.7 土 83.0 237.5土 43.8 

(m!ifg) 0.647 土 0.136 0.612 土 0.163 0.612 土 0.156 0.529 土 0.089 

H曲目 (mg) 1447.6 土 155.7 1452.9 土 118.1 1440.1 土 83.8 1375.3 '" 128.7 

(m!ifg) 2.846 土 0.283 2.911 土 0.133 2.916 土 0.207 3.063 '" 0.232 

Liv町 (mg) 14011.0 土 782.8 13639.1 '" 1984.9 13988.4土 2063.0 12606.4土 694.2 

(m!ifg) 27.559 土 1.476 27.222 土 2.298 28.140 土 2.758 28.085 '" 1.035 

Kidney (R) (n場 1623.3土 91.0 1658.7 企 133.5 1695.0 土 151.5 1672.2 土 150.1 

(m!ifg) 3.191 土 0.131 3.322 土 0.111 3.429 土 0.287 3.721 土 0.227 牢申

Kidn可 (L) (町羽 1630.9 土 83.0 1640.6 土 126.8 1691.5 土 157.7 1660.6 土 119.5 

(mgg) 3.207 土 0.127 3.288 企 0.172 3.424 土 0.328 3.699 土 0.193 寧申

Kidn町 S (π羽 3254.2 土 169.3 3299.2 土 255.1 3386.5土 296.6 3332.8 土 264.6 

(m!ifg) 6.398 土 0.245 6.610 土 0.269 6.853 土 0.587 7.420 土 0.399 車率

Sp同 1 (町場 795.4 土 131.1 853.1 土 202.1 822.0 土 112.5 705.0 土 102.3 

(m!ifg) 1.563 '" 0.238 1.698 土 0.292 1.661 土 0.218 1.575 '" 0.251 

T田tis(R) (百羽 1723.5土 168.0 1753.5 土 151.2 1660.1土 85.9 1749.5土 169.8 

(mgg) 3.390 士 0.326 3.521 土 0.308 3.373 土 0.360 3.898 土 0.343 * 

Tes出 (L) 相場 1732.1 土 152.4 1759.4 土 150.4 1644.0 土 77.3 1780.2 土 177.9 

(m!ifg) 3.407 土 0.285 3.534 土 0.319 3.339 土 0.338 3.966 土 0.359 * 

Test田 (mg) 3455.7 土 315.6 3513.0 土 298.1 3304.1 土 152.8 3529.7 土 345.4 

(m!ifg) 6.797 土 0.601 7.055 土 0.621 6.712 土 0.688 7.864 土 0.697 * 

Epididymis (R) (mg) 657.6 土 44.6 638.7 土 40.0 643.2 土 41.5 650.2 土 67.7 

(mgg) 1.293 土 0.081 1.284 土 0.107 1.307 土 0.154 1.450 土 且159

Epididymis (L) (mg) 633.4土 48.6 630.8 土 33.5 626.9 土 34.2 631.4 土 79.3 

(m!ifg) 1.245 土 0.080 1.267 土 0.070 1.274 土 0.140 1.408 土 且181 

Epididymides (n域 1291.0 土 90.3 1269.5 土 67.1 1270.1 土 73.0 1281.5 土 144.2 

(m!ifg) 2.539 土 0.155 2.551 土 0.170 2.581 土 0.291 2.859 土 0.334 

Each value shows m拙，'"S.D 
Si伊i日田nt1ydi町宮町t由。mthe∞ntro1gJ"01中(*:P<0.05， **: P<O.OI) 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by 

oral administration in rats 

Table29・1(continued). Organ weights ofmale rats at the end ofthe administration period 

Group Control (vehic1e:∞moil) CPN 30m!l'kg CPN 100m!l'kg CPN 300m!l'kg 

Numb町ofmal田 6 12 12 7 

Body weight (副 508.5土 13.7 499.4土 37.9 495.4土 35.3 448.8 土 17.1 申牢

Prostate. ver武田1 (mg) 580.5土 167.2 552.9 '" 105.8 622.0 土 128.9 559.1 土 106.1 

(宵'l!ig) 1.137 土 0.307 1.114 ま 0.224 1.259 土 0.261 1.244 土 0.216 

ser岨nalv田ic1田 (mg) 1718.3 土 164.5 1581.9 土 297.8 1700.4土 180.9 1844.6 土 163.8 

(η'l!ig) 3.375 土 0.259 3.181 土 0.638 3.464 土 0.585 4.120 土 0.454 * 

Thyroidgl副d (mg) 23.6 土 3.1 23.3土 4.7 22.2 土 3.1 24.4土 2.6 

(宵'l!ig) 0.047 土 0.006 0.047 土 0.008 0.045 '" 0.007 0.054 土 0.007 

Ad.田algland(R) (m且 25.0 土 2.9 26.7 土 3.8 27.0 土 3.3 28.9 土 1.8 

(u'I!/g) 0.049 土 0.005 0.054 土 0.007 0.055 土 0.007 0.064 土 0.005 牢*

Adrmalgl田d(L) (m昌 26.6 土 3.0 29.9 土 4.5 28.5 土 3.8 30.9 土 2.3 

(u'I!/g) 0.052 土 0.006 0.060 土 0.008 0.058 土 0.008 0.069 土 0.005 寧事

Adr.田algl田由 (mg) 51.6 土 5.6 56.6 土 8.0 55.4 土 6.9 59.9 土 3.7 

(u'I!/g) 0.101 土 0.010 0.114 土 0.015 0.112 土 0.014 0.134 '" 0.009 車寧

Each value shows m国n土S.D

Signi日岨ntlydi宵町田tfrom the control group (*: P<O.05. **: P<O.OI) 
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試験番号 R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by 

oral administration in rats 

Table 29-2. Organ weights of male rats at the end of the recovery period 

Group Contro1 (vehic1e:∞m oi1) CPN 300 mglkg 

Number ofma1es 5 5 

Body weight (g) 514.5 土 21.3 526.4土 32.5 

Brain (mg) 2045.3 士 98.0 2013.4土 115.5 

(m!ifg) 3.985 土 0.316 3.827 士 0.124 

Thymus (mg) 295.7 土 90.1 262.1 土 101.0 

(m!ifg) 0.575 士 0.177 0.495 土 0.182 

Heart (mg) 1469.3 士 107.4 1480.8 土 91.0 

(m!ifg) 2.856 土 0.171 2.820 士 0.226 

Liver (mg) 13665.6 士 736.9 14627.9 土 1280.3 

(m!ifg) 26.568 士 1.202 27.762 土 1.044 

Kidney (R) (mg) 1682.6 士 72.6 1678.1 土 86.9 

(m!ifg) 3.271 士 0.083 3.194 土 0.191 

Kidney (L) (mg) 1641.6 土 46.0 1667.2 土 110.1 

(m!ifg) 3.193 土 0.083 3.173 土 0.229 

Kidneys (mg) 3324.3土 106.8 3345.2 土 195.3 

(m!ifg) 6.464 土 0.124 6.368 土 0.417 

Sp1een (mg) 758.5 土 83.7 805.2 土 106.8 

(m!ifg) 1.480 士 0.206 1.529 士 0.170 

Testis (R) (mg) 1748.3 士 204.8 1756.6 土 198.9 

(m!ifg) 3.406 土 0.453 3.334 土 0.264 

Testis (L) (mg) 1720.4土 229.8 1772.9 土 147.3 

(m!ifg) 3.352 土 0.502 3.367 土 0.182 

Testes (mg) 3468.7 士 431.2 3529.6 士 340.9 

(m!ifg) 6.758 士 0.950 6.701 土 0.430 

Epididymis (R) (mg) 666.9 土 67.7 659.9 士 50.2 

(m!ifg) 1.298 土 0.142 1.254 士 0.069 

Epididymis (L) (mg) 679.1 土 56.9 678.0 土 48.2 

(m!ifg) 1.323 土 0.139 1.288 土 0.041 

Epididymides (mg) 1346.0 土 120.9 1337.9 土 96.5 

(m!ifg) 2.621 士 0.274 2.542 土 0.108 

Each va1ue shows mean土S.D.
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試験番号 R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by 

oral administration in rats 

Table 29-2 (continued). Organ weights of male rats at the end of the recovery period 

Group Control (vehicle: com oil) CPN300m~g 

Number ofmales 5 5 

Body weight (g) 514.5土 21.3 526.4土 32.5 

Prostate， ventral (mg) 622.6 土 258.5 587.2 土 82.3 

(mglg) 1.209 土 0.494 1.126 士 0.221 

Seminal vesicles (mg) 1589.5 士 242.9 1929.6 土 242.6 

(mglg) 3.099 土 0.520 3.699 土 0.705 

Thyroid gland (mg) 18.5 土 1.2 23.3 士 3.7 * 

(mglg) 0.036 土 0.002 0.044 土 0.006 本

Adrenal gland (R) (mg) 21.7 土 1.8 23.6 士 3.6 

(mglg) 0.042 士 0.004 0.045 土 0.008 

Adrenal gland (L) (mg) 22.7 土 2.1 24.7 土 3.3 

(mglg) 0.044 土 0.005 0.047 土 0.007 

Adrenal glands (mg) 44.4土 3.8 48.3 土 6.7 

(mglg) 0.086 土 0.009 0.092 土 0.015 

Each value shows mean士S.D.

Signifiωntly different仕omthe control group (*: Pく0.05，料:P<O.OI). 
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試験番号R-15-005

Combined repeat dose and reproductive/deve1opmenta1 toxicity screening test of Cyc1opentanone by 

ora1 adminis佐ationin rats 

Tab1e 30-1. Organ weights of fema1e rats at the end of the administration period 

GrOl早

Nun世beroffemal田

Body weight 

B悶担

Thym国

H国民

Livd" 

Kidn町 (R)

Kidn可 (L)

Kidn可S

Sp同

Ovary (R) 

Ovary (L) 

Ov回国

Uterus 

Thyroidgl皿d

Adr回a1g1剖d(R) 

Adr田a1g1四d(L)

Adrenalgl皿ds

Each va1ue shows m個 1土 S.D

CO川trol(vehicle:∞m四1)

12 

ω31ω 土 22.8

(mg) 1931.0"  68.0 

(m!dg) 6.127 土 0.489

(n羽 214.2 土 56.6

(m!dg) 0.679 土 0.182

(mg) 1015.5 土 64.3

(m!dg) 3.215 土 0.206

(n域 9993.7 土 946.5

(m!dg) 31.535 土1.381

加国 1038.0 土 112.6 

(m!dg) 3.283 土 0.333

伊国 1003.4 土 94.4 

(m!dg) 3.174 土 0.275

和国 2041.4 土 205.0 

(m!dg) 6.458 土 0.601

伊国 732.8 土 114.6 

(m!dg) 2.307 土 0.257

(口湖 53.1 土 6.3 

(m!dg) 0.168 土 0.024

(口湖 54.1 土 6.0 

(m!dg) 0.171 土 0.019

相場 107.1 土 5.8 

(m!dg) 0.340 土 0.025

(n域 641.9 土 92.1

(m!dg) 2.033 土 0.292

和国 16.4 土 3.7 

(m!dg) 0.052 土 0.013

(n耳l) 36.0 土 4.4

(m!dg) 0.114 土 0.013

(n鴎 38.5" 4.2 

(m!dg) 0.122 土 0.012

(ロ羽 74.4 土 7.9 

(m!dg) 0.235 土 0.022

Signifi回ntlydiffeo田t仕'omthe∞ntrolgroup (*; P<0.05，帥 P<O.OI)

CPN 30mgkg 

11 

301.2土 20.2

1900.9 土 82.8

6.334 土 0.446

194.3土 61.2

0.643 土 0.185

1014.0 土 51.4

3.373 土 0.160

10050.0 土 843.3

33.383 土1.959

1011.9 土 82.8

3.370 土 0.323

997.9 土 90.5

3.322" 0.327 

2009.8 土 166.3

6.693 土 0.629

691.9 土 117.7

2.290 土 0.301

55.6 土 8.8

0.185 土 0.027

53.6 土 8.9

0.179 土 0.034

109.2 土 12.7

0.364 土 0.048

689.0 土 84.5

2.293 土 0.276

16.4土1.7

0.055" 0.006 

33.9 土 3.6

0.113 土 0.010

37.6 土 4.2

0.125 土 0.014

71.6 '" 7.7 

0.238 土 0.024
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CPN 100mg'l唱

10 

315.8" 18.0 

1832.1" 70.0 事

5.812" 0.266 

212.9 土 65.0

0.670 土 0.182

981.4 土 62.9

3.110 土 0.155

10202.9 土 795.8

32.328 土 2.127

974.5土 91.0

3.086 土 0.238

949.5土 92.2

3.010 土 0.292

1924.0 土 177.1

6.096" 0.513 

696.3 土 84.7

2.206 土 0.255

52.8 土 11.3

0.167 土 0.035

52.5土 6.6

0.166 土 0.018

105.3 土 15.4

0.333 土 O倒4

630.8 土 82.4

2.003 土 0.279

17.9 土 3.4

0.057 土 0.012

32.7 土 3.3

0.104 土 0.012

34.6 土 2.7

0.110 土 0.012

67.3土 5.8

0.214 士 0.023

CPN 300mgkg 

11 

301.7 土 14.2

1869.0 土 87.7

6.207 土 0.402

175.6 士 44.7

0.584 土 0.157

994.0 土 37.0

3.299 土 0.129

9943.1 土 718.0

32.983 土 2.233

1058.7 土 107.7

3.509 土 0.312

1033.8" 76.6 

3.429 土 0.234

2092.5土 178.6

6.938 土 0.522

708.4土 145.7

2.345 土 0.449

57.7 士 5.1

0.191 土 0.015

57.9 土 7.1

0.192 土 0.024

115.6 土 8.5

0.383 土 0.026* 

682.5土 74.9

2.264 土 0.242

18.9 企 3.6

0.063 土 0.011

32.9 土 5.0

0.109 土 0.016

35.9 士 7.6

0.119" 0.024 

68.8 土 12.5

0.228" 0.039 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening t回 tof Cyclopentanone by 

oral administration in rats 

Table 30-2. Organ weights of female rats at the end of the adminis仕ationperiod， satellite group 

Group Control (vehicle:∞moil) CPN300m~g 

N umber of females 5 5 

Body weight (g) 281.7 土 16.9 272.4士 12.6 

Brain (mg) 1889.8 土 90.9 1875.8 土 61.7 

(mglg) 6.723 土 0.407 6.901 土 0.452 

Thymus (mg) 291.0 土 66.4 285.0 土 23.2 

(mglg) 1.044 土 0.287 1.050 土 0.121 

Heart (mg) 909.1 土 55.1 873.8 土 80.4 

(mglg) 3.230 土 0.151 3.204 土 0.189 

Liver (mg) 7275.4土 631.8 7855.4土 741.3 

(mglg) 25.844 土 1.929 28.964 土 3.963 

Kidney (R) (mg) 894.8 士 78.0 939.6 士 69.6 

(mglg) 3.173 士 0.111 3.452 士 0.255 

Kidney (L) (mg) 888.8 土 87.2 924.5土 95.7 

(mglg) 3.151 土 0.175 3.393 :!: 0.292 

Kidneys (mg) 1783.6 土 163.9 1864.1 土 164.2 

(mglg) 6.325 土 0.282 6.845 土 0.536 

Spleen (mg) 603.0 土 78.4 519.8 土 102.8 

(mglg) 2.136 土 0.170 1.901 土 0.310 

Ovary (R) (mg) 41.4 土 10.2 47.5 土 10.3 

(m~蛤 0.146 士 0.029 0.174 土 0.033 

Ovary (L) (mg) 46.1 土 10.4 47.1 土 8.1 

(mglg) 0.163 士 0.030 0.173 土 0.025 

Ovaries (mg) 87.5士 20.3 94.7 士 18.2 

(mglg) 0.309 土 0.057 0.347 土 0.058 

Uterus (mg) 457.3 土 86.6 571.3土 271.3 

(mglg) 1.619 土 0.270 2.085 土 0.958 

Thyroid gland (mg) 18.4土 2.2 18.2 士 2.5 

(mglg) 0.066 土 0.007 0.067 士 0.010 

Adrenal gland (R) (mg) 32.2 土 5.3 33.5 土 3.4 

(mgl~主 0.114 土 0.013 0.123 土 0.011 

Adrenal gland (L) (mg) 34.1士 5.5 34.1 土 4.7 

(mglg) 0.121 土 0.013 0.125 土 0.016 

Adrenal glands (mg) 66.3土 10.7 67.6 土 7.9 

(mglg) 0.234 土 0.025 0.248 士 0.027 

Each va1ue shows mean土 S.D.
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試験番号R-15-005

Combined repeat dose and reproductive/deve1opmental toxicity screening test of Cyclopentanone by 

oral administration in rats 

Table 30-3. Organ weights offemale rats at the end ofthe recoveηrperiod 

Group Contro1 (vehic1e:∞rn oil) CPN 300 mg'kg 

Number of fema1es 5 5 

Body weight (。 285.2 土 29.9 275.4土 18.8 

Brain (mg) 1899.8 士 69.0 1916.1 土 85.2 

(mg{g) 6.714 士 0.693 6.983 土 0.554 

Thymus (mg) 313.4土 88.6 258.0 土 34.8 

(mg{g) 1.089 士 0.221 0.941 土 0.150 

Heart (mg) 958.0 土 209.0 913.0 土 34.1 

(mg{g) 3.343 土 0.465 3.324 土 0.187 

Liver (mg) 7071.2 土 1002.8 7271.0 土 360.5 

(mg{g) 24.723 士 1.002 26.501 士 2.230 

Kidney (R) (mg) 943.9 土 111.9 970.2 土 87.7 

(mg{g) 3.309 土 0.127 3.521 土 0.180 

Kidn句r(L) (mg) 927.8 土 121.3 944.0 土 79.5 

(mg{g) 3.249 土 0.171 3.429 土 0.211 

Kidneys (mg) 1871.7 土 232.4 1914.2 土 164.8 

(mg{g) 6.558 土 0.290 6.949 土 0.379 

Sp1een (mg) 495.2土 57.2 524.9 土 】54.7

(mg{g) 1.758 土 0.319 1.911 土 0.216 

Ovary (R) (mg) 36.2 土 4.8 50.8 土 10.5 * 

(mg{g) 0.127 土 0.017 0.185 土 0.038 * 

Ovary (L) (mg) 32.3土 6.2 48.2 土 11.0 本

(mg{g) 0.113 土 0.018 0.176 土 0.047 * 

Ovaries (mg) 68.5 土 7.6 99.0 土 20.6 * 

(m幽 0.240 土 0.018 0.361 土 0.082 * 

Uterus (mg) 746.3 土 401.6 719.9 土 295.7 

(mg{g) 2.605 土 1.374 2.612 土 1.002 

Thyroid gland (mg) 16.7 土 4.5 16.4土 2.2 

(mg{g) 0.059 土 0.019 0.060 土 0.008 

Adrenal gland (R) (mg) 31.8 土 7.2 35.6 土 3.6 

(mg{g) 0.110 士 0.013 0.130 土 0.014 

Adrena1 gland (L) (mg) 30.7 土 3.7 38.8 士 5.8 * 

(mg{g) 0.108 土 0.013 0.141 :!: 0.022 * 

Adrena1 glands (mg) 62.5 士 8.1 74.4士 9.4 

(mg{g) 0.219 土 0.008 0.271 土 0.036 * 

Each value shows mean士S.D

Significant1y different企omthe contro1 group (*: P<0.05， **: P<O.Ol). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 31・1.Macroscopic findings of male rats at the end of the administration period 

Findings 

Adipose tissue 

Nodule 

Kidney 

Recessed area 

Liver 

Group 

Dose(mg/kg) 

Grade 

Diaphragmatic nodule 

pale colored area 

C~ aN  C~ C~ 

030  100 300 

p -p  -p  -p  

5 1 12 0 12 0 7 0 

6 0 12 0 12 0 6 1 

5 1 工2 0 12 0 7 0 

5 1 工2 0 12 0 7 0 

Notes) ー:No abnormal changes P: Non-graded change 

Numerals represent the number of animals. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis回 tionin rats 

Table 31-2. Macroscopic fmdings of male rats at the end of the recovery period 
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Group 

Dose (mg/kg) 

Grade P - P 

CPN CPN 

。 300 

5 0 4 1 

Thymus 

Small 5 0 4 1 

Notes) ー:No abnormal changes P: Non-graded change 

Numerals represent the number of animals. 
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Combined repeat dose and r叩roductive/developmentaltoxicity screening test of Cyclopentanone by oral administration in rats 

Table 32・1.Macroscopic findings of female rats at the end of the adminis仕ationperiod 

m
 
u
 

可
よu
 
c
 

・1

s
-

ヒ

q
d
-
r
 

n

-

e

 

・1

一m
v

d
-
u
 

n
-
e
D
 

-工

-
1
4

F
-
工

Group 

Dose(mg!kg) 

Grade - P - P - P - P 

CPN CPN CPN CPN 
。 30 工00 300 

工2 0 10 0 11 0 10 1 

Stomach 

Dark colored spot!area 工1 1 11 0 10 0 11 0 

Thickening， mucosa 12 0 11 0 工o 0 10 1 

Thymus 

Small 12 0 11 0 10 0 10 1 

Notes) ー:No abnormal changes P: Non-graded change 

Numerals represen七 thenumber of animals. 

84 

試験番号R-15-005



Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral adminis仕ationin rats 

Table 32-2. Macroscopic findings offemale rats at the end ofthe administration period， satellite group 

CPN CPN 

。 300 

Findings 

Group 

Dose(mg/kg) 

Grade - P - P 

All organs and tissues 

5 5 

Notes) ー:No abnormal changes P: Non-graded change 

Numerals represent the number of animals. 
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Combined repeat dose and reproductive/developmental toxicity screening test ofCyclopentanone by oral administration in rats 

Table 32-3. Macroscopic findings offemale rats at the end ofthe reωveryperiod 

d

t

 

n

n

 

a

e

 

可ム

n

q
d
e
 

s
-
-
d
 

g
一l
r

n
-
a
a
 

---n
司

L

d

一e
n

n
-
r
E
 

-工

-
A
U

F
-
A
 

Malposition 

Reddish area 

Liver 

Abnormal lobulation 

Pos七eriorvena cava 

Malposition 

Spleen 

Cyst 

Group 

Dose (mg/J句)

Grade 

CPN CPN 
。 300 

- P - P 

4 1 5 0 

4 1 5 0 

4 1 5 0 

4 1 5 0 

4 1 5 0 

4 1 5 0 

Notes) ー:No abnormal changes P: Non-graded change 

Numerals represent the number of animals. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral adminis甘ationin rats 

Table 33・1.Histopathological findings of male rats at the end of the administration period [H.E. staining] 

Group CPN CPN 

Dose(mg/kg) 。 300 

Findings Grade 土 + 2+ 3+ P NE ± + 2+ 3+ P NE 

Brain 5 5 

Spinal cord 5 5 

pitui七arygland 

Cys七 4 l 5 。

Submandibular gland 

Atrophy， acinar cell 4 工 。。。 5 。。。。

Sublingual gland 5 5 

Ly百~h node， submandibular 5 5 

Thyroid gland 

Cellular infiltration， lymphocyte 5 。。。。 4 1 。。。

Ultimobranchial body 4 1 4 1 

Parathyroid gland 5 5 

Thymus 5 5 

Heart 

Degeneration/fibrosis， myocardial 2 3 。。。 3 2 。。。

Trachea 5 5 

Notes) ー: No abnormal changes 士: Very slight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Not significantly different from control. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 33・1(continued). Histopathological findings ofmale rats at the end ofthe adminis佐ationperiod [H.E. staining] 

Group CPN CPN 

Dose(mg/kg) 。 300 

Findings Grade + + 2+ 3+ P NE + + 2+ 3+ P NE 

Lung 

Accumulation， foam cell 4 1 。。。 2 2 1 。。

Hemorrhage 4 。1 。。 5 。。。。

Bronchus 5 5 

Liver 

Fatty change， hepatocyte 1 2 1 ヱ 。 1 2 1 1 。

Microgranuloma 4 l 。。。 5 。。。。

Nodule， hepatodiaphragmatic 4 工 5 。

Tension lipidosis 4 。1 。。 5 。。。。

Pancreas 

Atrophy， acinar cell 3 2 。。。 4 1 。。。

Stomach 

Erosion 5 。。。。 4 1 。。。

Duodenum 5 5 

Jejunum 5 5 

Notes) ー: No abnormal changes i: Very slight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Not significantly different from control. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 33・1(continued). Histopathological findings ofmale rats at the end ofthe administration period [H.E. staining] 

Group 

Dose{mg/kg) 

Findings Grade 

工leum

Edema 

Cecum 

Colon 

Rectum 

Lymph node， mesen七eric

Spleen 

Deposit， pigment， brown 

Hematopoiesis， extramedullary 

Kidney 

Basophilic tubule， cortex 

Eosinophilic body 

Fibrosis， focal 

Hyperplasia， transitional cell 

Urinary bladder 

Mineralization 

CPN 

。
ー士+ 2+ 3+ P NE 

5 0 000  

5 

5 

5 

5 

02300  

01400  

2 3 000  

5 000  0 

5 0 000  

5 000  0 

5 0 000  

CPN 

300 

-士+ 2+ 3+ P NE 

4 100  0 

5 

5 

5 

5 

01310  

01400  

1 3 100  

21200  

4 1 000  

4 100  0 

4 1 000  

Notes) ー: No abnormal changes 士: Very slight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the nu町1berof animals. 

Not significantly different from control. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 33・1(continued). Histopathological findings of male rats at the end of the administration period [H.E. stョining]

Findings 

Adrenal gland 

Testis 

Epididymis 

Prostate 

Group 

Dose(mg/kg) 

Grade 

Cellular infiltration， lymphocyte 

Seminal vesicle 

Coagulating gland 

Eyeball 

Dysplasia， retina 

Harderian gland 

Cellular infiltration， lymphocyte 

Sciatic nerve 

Skeletal muscle 

Femur 

Marrow， femur 

CPN 

。
ー士+ 2+ 3+ P NE 

5 

5 

5 

1 2 200  

5 

5 

5 。

4 100  0 

5 

5 

5 

5 

CPN 

300 

- :t + 2+ 3+ P NE 

E 

5 

5 

4 工 000

5 

5 

4 工

5 0 000  

5 

5 

5 

5 

Notes) ー:No abnormal changes :t: Very slight + : Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Not significantly different from control. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 33-1 (continued). Histopathological findings ofmale rats at the end ofthe administration period [H.E. staining] 

t
 

s

a

 

u
a
L
 

s
 
s

'

 

・1
s
↑u
・工

s

-

s

 

qd

一e
o

n
-
S
r
 

・-一
o

c

d

一P
-m
一u
m
N

F
-
A
 

Group 

Dose (rng/kg) 

Grade 

CPN 

300 

-士+ 2+ 3+ P NE 阻p
 

+
 

1
d
 

N

ト

p
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門
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，

a+
 

土

o 0 100  
Notes) ー:No abnorrnal changes 士:Very slight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not exarnined 

Nurnerals represent the nurnber of anirnals. 

Not significantly different frorn control. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 33-2. Histopathological findings of male rats at the end of the recovery period [H.E. staining] 
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Group 

Dose(mg/kg) 

Grade 

CPN 

300 

- :t + 2+ 3+ P NE E
 
N
 

P
 

+
 

司
d

N

ト

白

o-nat+
 

土

。 1 

Thyroid gland 

Cellular infiltration， lymphocy七e 4 1 0 0 0 5 0 0 0 0 

Ultimobranchial body 3 2 4 1 

Thymus 

Atrophy o 1 0 0 0 
Notes) ー:No abnormal changes 士: Very sligh七+: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Noヒexamined

Numerals represent the number of animals. 

Not significan七lydifferent from control. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis位ationin rats 

Table 34・1.Histopathological fmdings of female rats at the end of the administration period [H.E. staining] 

Findings 

Brain 

Spinal cord 

Pituitary gland 

Cyst 

Submandibular gland 

Sublingual gland 

Group 

Dose(mg/kg) 

Grade 

Lymph node， submandibular 

Thyroid gland 

Ectopic thymic tissue 

Ultimobranchial body 

Parathyroid gland 

Thymus 

Atrophy 

Hype工plasia，epithelial 

tubule/cord 

Heart 

CPN 

。
ー士+ 2+3+ P NE 

5 

5 

4 l 

5 

5 

5 

4 1 

4 l 

5 

5 0 000  

3 2 0 0 0 

5 

CPN 

30 

ー士+ 2+ 3+ P NE 

Notes) ー: No abnormal changes i: Very slight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Not significantly different from control. 
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300 

-土+ 2+ 3+ P NE 

5 

5 

5 。

5 

5 

5 

5 。

4 1 

5 

5 0 100  

4 2 000  
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 34・1(continued). Histopathological findings of female rats at the end of the administration period [H.E. staining] 

Group CPN CPN CP叩

300 

-土+ 2+ 3+ P NE 

5 

Dose(mg/kg) 。 30 

s
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n
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一h
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d
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n
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-
L
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F
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T
 

Grade ー士+ 2+ 3+ P NE 

5 

ー土+ 2+ 3+ P NE 

Lung 

Accumulation， foam cell 31100  41000  

Metaplasia， osseous 41000  5 0 000  

Microgranuloma 5 0 0 0 0 4 1 0 0 0 

Bronchus 5 5 

Liver 

Necrosis， focal 41000  5 0 0 0 0 

Pancreas 5 5 

Stomach 

Edema 5 0 0 0 0 4 0 1 0 0 

Hyperplasia， squamous cell 50000  41000  

Duodenum 5 5 

Jejunum 5 5 

工leum

Thinning， muscular layer 5 0 0 0 0 0 0 1 0 0 

Notes) ー:No abnormal changes i: Very slight +: Slight 2+: Moderate 3+: Marked 

P : Non司gradedchange NE: Not examined 

Numerals represent the number of animals. 

Not significantly different from control. 

50000  
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Table 34・1(continued). Histopathological findings of female rats at the end of the administration period [H.E. staining] 

Findings 

Cecum 

Colon 

Rectum 

Group 

Dose (mg/kg) 

Grade 

Lymph node， mesenteric 

Spleen 

Deposit， pigment， brown 

Hematopoiesis， extramedullary 

Kidney 

Urinary bladder 

Adrenal gland 

Ovary 

Uterus 

Vagina 

CPN 

O 

-:t + 2+ 3+ P NE 

5 

5 

5 

5 

01400  

o 014  0 

5 

5 

5 

5 

5 

5 

CPN 

30 

-士+ 2+ 3+ P NE 

Notes) ー:No abnormal changes :t: Very slight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Not significantly different from control. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 34-1 (continued). Histopathological findings of fi即 lalerats at the end of the administration period [H.E. staining] 

Findings 

Eyeball 

Dysplasia， retina 

Group 

Dose(mg/kg) 

Grade E
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4 工 5 。

Harderian gland 5 5 

Sciatic nerve 5 5 

Skeletal muscle 5 5 

Femur 5 5 

Marrow， femur 5 5 

Notes) ー:No abnormal changes 士: Very slight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Not significantly different from control. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Table 34-2. Histopathological findings offemale rats at the end ofthe administration period， satellite group [H.E. staining] 

Findings 

Brain 

Spinal cord 

Pituitary gland 

Cyst 

Submandibular gland 

Sublingual gland 

Group 

Dose(mg/kg) 

Grade 

Lymph node， submandibular 

吐lyroidgland 

Ultimobranchial body 

Parathyroid gland 

Thymus 

Hyperplasia， epithelial 

tubule/cord 

Heart 

Trachea 

CPN 

O 

-:t + 2+ 3+ P NE 

5 

5 

4 工

5 

5 

5 

3 2 

5 

41000  

5 

5 

CPN 

300 

-士+ 2+ 3+ P NE 

5 

5 

5 。

5 

5 

5 

3 2 

5 

5 0 0 0 0 

5 

5 

Notes) ー: No abnormal changes 土: Very slight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Not significantly differen七 fromcontrol. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 34-2 (continued). Histopathological findings offemale rats at the end ofthe administration period， satellite group [H.E. staining] 

Group CPN CPN 

Dose(mg/kg) 。 300 

Findings Grade 土 + 2+ 3+ P NE 土 + 2+ 3+ P NE 

Lung 

Accumulation， foam cell 3 2 。。。 3 2 。。。

Metaplasia， osseous 5 。。。。 4 1 。。。

Bronchus 5 5 

Liver 

Fatty change， hepatocyte 4 1 。。。 3 2 。。。

Pancreas 

Atrophy， acinar cell 4 1 。。。 4 1 。。。

Cellular infiltration， lymphocyte 5 。。。。 4 1 。。。

Stomach 

Heterotopic gastric gland 5 。 4 1 

Duodenum 5 5 

Jejunum 5 5 

工leum 5 5 

Cecum 5 5 

Colon 5 5 

Notes) ー:No abnormal changes 土: Very slight + : Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Not significantly different from control. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 34-2 (continued). Histopathological findings offemale rats at the end ofthe administration period， satellite group [H.E. staining] 

Findings 

Rectum 

Group 

Dose(mg/kg} 

Grade 

Lymph nod巴， mesenteric 

Spleen 

Deposit， pigment， brown 

Hematopoiesis， extramedullary 

Kidney 

Basophilic tubule， cortex 

Mineralization 

urinary bladder 

Adrenal gland 

Ovary 

Luteinized follicle， cystic 

Uterus 

Vagina 

Eyeball 

CPN 

。
ー土+ 2+ 3+ P NE 

5 

5 

。。2 3 。

。。5 。。

4 1 。。。

5 。。。。

5 

5 

5 。。。。

5 

5 

CPN 

300 

-士+ 2+ 3+ P NE 

E 

5 

。。。4 1 
。。5 。。

3 2 。。。

3 1 1 。。

5 

5 

3 1 1 。。

5 

5 

Dysplasia， retina 4 1 5 0 

Notes} ー:No abnormal changes 士: Very sl工ght +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Not significantly different from control. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 34・2(continued). Histopathological findings of female rats at the end of the administration period， satellite group [H.E. staining] 

Group 

Dose(mg/kg) 

Grade E
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士Findings 

Harderian gland 

Cellular infiltration， lymphocyte 4 1 000  5 0 0 0 0 

Sciatic nerve 5 5 

Skeletal muscle 5 5 

Femur 5 5 

Marrow， femur 5 5 

Notes) ー:No abnormal changes f: Very slight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Not significantly different from control. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 34-3. Histopathological findings of female rats at the end of the recovery period [H.E. staining] 

Group CPN 

O 

- :t + 2+ 3+ P NE 

CPN 

300 

- :t + 2+ 3+ P NE 

Dose(mg/kg) 

Findings Grade 

Liver 

Fat七ychange， hepatocyte 01000  

Necrosis， focal 01000  

Spleen 

Deposi七， pigment， brown 00001  

Dilatation， cystic 01000  

Hema七opoiesis，extramedullary o 0 0 1 0 
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40100  5 0 000  

Mineralization 41000  5 0 0 0 0 

Ovary 

Decreased number， corpus luteum 5 0 0 0 0 40100  

Luteinized follicle， cys七ic 41000  5 0 000  

Uterus 5 5 

Vagina 5 5 

Notes) ー:No abnormal changes 士: Very slight +: Slight 2+: Moderate 3+: Marked 

P : Non目 gradedchange NE: Not examined 

Numerals represen七七henumber of animals. 

Not significantly different from control. 
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Combined repeat dose and rl叩roductive/developmentaltoxicity screening test of Cyclopentanone by oral administration in rats 

Table 35. Results of observations about es仕ouscycle 

Group Contro1 (vehicle :∞moil) CPN 30mg'kg CPN 100 mg'kg CPN 300 mg'kg 

Numb町 ofanima1se国mined 12 12 12 12 

Pre-adrr由listrationperiod 

N田nb町 ofanima1s showing type of cyc1e 

4・daycycle 

4/5-day cycle 

5・daycycle 

7・
司

3

内
J
U

Z
O

内
4

4

4

T

7 ω

0

2

 
4 

Mean 1ength ofestrous cycle in days; Mean土S.O.(N) 4.3 土 0.4 (12) 4.4土 0.5 (12) 4.4土 0.5 (12) 4.2 土 0.4 (12) 

Administ削 lonp町iod

Number of anima1s showin哩typeof cycle 

4-day cycle 

4/5-day cycle 

5-day cycle 

8 弓

r

p

、dA
υ

9 

2 

3 3 

Mean 1ength ofestrous cycle in days; Mean土S.O.(N) 4.3 土 0.4 (12) 

Frequency of anima1s that show abnorma1田trouscycl田 afterthe administration o / 12 

4.3 '" 0.5 (12) 

o / 12 

4.2 土 0.3 (12) 4.2 土 0.3 (12) 

o / 12 o / 12 

M ean times of vaginal estrus during mating period; M ean土S.O.(N) 1.0 土 0.0 (12) 1.0 '" 0.0 (12) 1.0 土 0.0 (11) 1.0 土 0.0 (12) 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 36. Results of observations about reproductive performance 

Group Control (vehicle: com oi1) CPN30口事/kg CPN 100rr事/kg

Nu油 erofmated pairs [A] 12 12 12 

Number of copulated pairs [B] 12 12 11 

Copulation index [1但/A)X100，%] 100.。 100.。 91.7 

Number ofpregnant females [C] 12 11 11 

Fertility index [(C/B) X 100，%] 100.0 91.7 100.0 

Pairing days unti1 copulation 

; Mean:l::S.D.(N) 2.9 士1.2 (12) 3.0 土1.1 (12) 2.7 士1.1 (11) 
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CPN300rr事/kg

12 

12 

100.。
12 

100.0 

2.3 土1.2 (12) 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by 

oral administration in rats 

Table 37. Observation of 0首spring(FI) 

Group Control (vehicle: com oil) CPN 30m!Y'kg 

Numberofd町田 12 II 

G田t砥ionl町民h(days) 

Mean土S.D.per d館n 21.9土 0.3 22.2土 0.4

N町nberof∞叩oralutea 

Tot剖 192 181 

Mean土S.D.perdam 16.0土1.9 16.5土1.8

N山nb町 ofimpl田.tationscars 

Total 187 175 

Mean '" S.D. per dam 15.6土1.8 15.9土 1.4

Imp lantation ind田(%)叫 97.5土 3.1 96.9土 3.8

Delivery泊d田 (dams，%)b) 100.0 100.0 

N山由町ofoffspring at birth 

Total 175 167 

Mean土S.D.per d釘n 14.6土1.6 15.2土1.6

N田nberoflive offspring at birth 

Male 87 73 

F田nale 84 85 

Total 171 158 

Mean土S.D.perdam 14.3 '" 1.8 14.4'" 2.0 

S阻 Z剖ioC}

Mean '" S.D. per d鉱n 0.51土 0.09 0.46 '" 0.13 

Numberofd回doffspring 

Total 4 9 

Mean '" S.D. per dam 0.3土 0.9 0.8土1.5

Deliv町田d田 (offspring)d) 

M同n%土S.D.perdam 93.9土 6.9 95.4土 5.9

Birthind目的

Me叩%'" S.D. per dam 91.7'" 7.9 90.2土 8.6

Live birth indexη 

Me印%土 S.D.perdam 97.7土 6.3 94.8土 9.6

N山首lberof offspring on d町 4

Male 86 73 

Female 82 85 

Sexr副ioC】

Mean土S.D.per dam 0.51土 0.10 0.46土 0.13

Viability index ，) 

Me田%土S.D.perdam 98.2土 3.3 100.0土 0.0

N凹nberofe旭町田1abnormaliti目。 。
M回n%土S.D.perdam 0.0'" 0.0 0.0土 0.0

a): (Number ofimplantation s回目的umb町 ofco中oralutea)x 100 

b): (Number of dams with live offsprinwnumb町 ofpregnant d町 s)x100 

c):Numb町 ofmaleoffsp巾 w(numberofmale offspring + numb町 of畑出offsp出19).

d): (Number of offspring at birth/Number of implantation sc町s)xlOO

e): (Number oflive offspring at birthlnumber of implantation 町田)xIOO

1): (Number of live 0偽 pringat birthlnumber of offspringat birth)x 1 00 

g): (Number of live offspring4 d可safter birthlnumber of live offspring at birth)x 100 

i):Numb町 of剖 ernalabnormaliti目白liveoffspring at birth. 

Fi串rresin p町田thes田 indi回len山nberof dams. 
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CPN 100m政E CPN 300m!Y'kg 

II 12 

22.2土 0.4 22.3 '" 0.6 

181 200 

16.5土1.8 16.7'" 1.2 

171 193 

15.5土1.6 16.1土1.2

94.7土 5.0 96.6 '" 4.5 

100.0 91.7 

154 185 

14.0土1.9 15.4土1.4

75 75 

71 91 

146 166 

13.3土 2.8 13.8土 4.6

0.53土 0.14 0.45 '" 0.13 

19 

0.7土1.8 1.6土 4.0

90.1土 8.9 95.8土 4.7

85.4 '" 16.3 85.9 '" 27.7 

94.4土 13.8 89.1土 28.7

70 73 

69 91 

0.51土 0.13 (10) 0.45土 0.13

90.9土 30.2 98.7土 2.8。 。
0.0土 0.0 0.0土 0.0

(11) 

(11) 

(11) 

(11) 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Table 38. Body weights of offspring (F!) before weaning 

Group Control (vehicle: com oil) CPN 30mglkg CPN 100 mglkg 

N umber of dams 12 11 11 

Male 

Days aftぽ birth 。 6.8 土 0.3 6.7 土 0.4 6.7 士 0.5

4 10.9 土 0.5 10.8 士1.0 11.3土1.0 (10) 

Number of dams 12 11 11 

Female 

Days after birth 。 6.3 士 0.3 6.3 土 0.3 6.3 士 0.3

4 10.3 土 0.5 10.2 土 0.8 10.6 士 0.9 (10) 

Each value shows mean土S.D.per dam. (g). 

Figures in parentheses indicate number of dams. 
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CPN 300 mglkg 

11 

6.4土 0.4

10.3 土 0.8

11 

6.2 士 0.4

9.8 士 0.7



Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Table 39. General conditions in 0飽pring(F，) before weaning 

Group Numbぽ ofoffspring Days after birth 

and general conditions 。 2 3 4 

Control (vehicle: corn oi1) Number of offspring 171 171 170 168 168 

Gen釘alapp伺rance，No abnorma1ity 171 170 168 168 168 

Generalapp伺rance，Death 2 

CPN 30m!Vkg Number of offspring 158 158 158 158 158 

Genera1 app切rance，N 0 abnormality 158 158 158 158 158 

Genera1 app伺rance，Death 

CPN 100 m!Vkg Numbぽ ofoffspring 146 146 139 139 139 

G田町'a1app関rance，No abnormality 146 139 139 139 139 

General app伺rance，Death 7 

CPN 300 m!Vkg Number of offsp凶19 166 166 164 164 164 

General appぬrance，N 0 abnorma1ity 166 164 164 164 164 

Genera1 app伺rance，Death 2 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Table 40. Morphological observations of offspring (F，) 

試験番号R-15-005

α"Oup Control (vehic1e: com oi1) CPN 30rr事/kg CPN 1∞rng/kg CPN3∞E事/kg

Deadpups 

Number of dead pups a) 7 9 15 21 

Numberofn也singpups 2 。 。 5 

Number of dead pups exarr血ed 5 (1) 9 (4) 15 (7) 16 (11) 

Number of dead pups with extemal changes 。 。 。
Micrognathia 

Anophthalroia 

Cleft palate 

Number of dead pups with visceral changes 。 。 。
Micrencephaly 

livepups 

Number oflive pups exarnined (postnatal day 0) 171 158 146 166 

Number oflive pups with extemal changes 。 。 。 。

Nur巾eroflive pups exarnined (postnatal day 4) 168 158 139 164 

Number oflive pups with extemal changes 。 。 。 。
Number oflive pups with visceral changes 。 。 。 。

a) including missing pups 

Parenthesis indicates the number of offsp出19not exarnined bacause oftheir autolysis. 
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Annex 1 

側
鼠験成績書

総説!己鶴喜韻鵠製品期?‘輔のアルファベットと僻の組み合わせで刷孟5街です.
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99.0%以上
0.9490 -0.9520 
1.4350 -1.4380 

望盤隼

2015年09月01日
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Annex 2 
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Annex 3 

1. 原体の安定性試験
1)試薬等
赤外分光用臭化カリウム液体セル(以下、窓板) 島津製作所
2)機器
フーリエ変換赤外分光光度計(FTIR-8300) 島津製作所
3)試験方法
実験開始前および実験終了後に以下の項目について確認する。
①性状
目視により被験物質の色調および性状を観察し、比較する。
②確認試験(赤外吸収スベクトル)
被験物質 1""'-'3滴を 2枚の臭化カリウムの窓板の聞にはさみ、これを 4000""'-'400cm-1の
範囲で赤外吸収スペクトルを測定し(液膜法)、得られたスペクトルを比較する。
③安定性の判断基準
判定の目安は、実験開始前と実験終了後で被験物質の色調や性状に変化がなく、かつ、
赤外吸収スペクトルに変化がないこと。

2. 投与検体中の被験物質濃度測定法
2)試薬等
2プロパノーノレ(HPLC用、以下、 2-PrOH) 和光純薬工業
3)機器
電子天秤(R200DおよびMSA1203S100DE) ザルトリウス
ガスクロマトグラフ 島津製作所
構成:GC-17A(ガスクロマトグラフ)、 AOC-20i(オートインジェクタ)、 C-R7A(データ処理装

置)
4)投与検体中の被験物質濃度測定法
①標準溶液の調製被験物質約 50mgを精密に量り採り、 2-PrOHに溶かし正確に 10mLと
する。この液 1mLを正確に採り、 2-PrOHを加えて正確に 100mLとし、標準原被(約
50同/mL)とする。この液 l、l、3および5mLを正確に採り、それぞれ2-PrOHを加えて
正確に 50、20、20および 10mLとして標準溶液(約 l、2.5、7.5および 25問/mL、St
1 ""'-'4)とする。標準原液および標準溶液は測定日ごとに被験物質を秤量し、各 n=lで調
製する。
②試料溶液の調製
(1)約 7.5mg/mL溶液
投与検体 1mLを正確に採り、 2-PrOHを加えて正確に 50mLとする。さらに、この液
1 mLを正確に採り、 2-PrOHを加えて正確に 50mLとして試料溶液とする(約
3同/mL、希釈率2500)。試料溶液の調製は投与検体の採取から n=3とする。
(2)約 25mg/mL溶液
投与検体 1mLを正確に採り、 2-PrOHを加えて正確に 50mLとする。この液 1mLを
正確に採り、 2-PrOHを加えて正確に 50mLとして試料溶液とする(約 10μg/mL、希
釈率2500)。試料溶液の調製は投与検体の採取から n=3とする。
(3)約 75mg/mL溶液
投与検体 1mLを正確に採り、 2-PrOHを加えて正確に 100mLとする。この液 1mL 
を正確に採り、 2-PrOHを加えて正確に 100mLとして試料溶液とする(約 7.5μg/mL、
希釈率 10000)。試料溶液の調製は投与検体の採取から n=3とする。
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Annex 3 (continued) 

③被験物質の濃度測定
標準溶液(St1'"'-'4)および試料溶液をそれぞ、れ下記の試験条件で、ガスクロマトグラフィー
により試験を行う。標準溶液は各濃度 3回ずつ、試料溶液はそれぞれ l回ずつ測定し、
標準溶液から作成した検量線を用いて試料溶液中の被験物質濃度を求め、これに希釈
率を乗じて投与検体中の被験物質濃度を算出する。検量線の作成はデータ処理装置の
定量計算機能を用いる。また、安定性試験開始日と含量試験の測定の際、投与検体の
媒体(n=l、トウモロコシ油を 2-PrOHで 2500倍に希釈する)を 1回測定し、被験物質に
相当するピークがなし、ことを確認する。

蓋墜奉仕
検出器
カラム

水素炎イオン化検出器(FID)
InertCap 624 (内径0.32mm、長さ30m、膜厚1.80μm)、
ジーエルサイエンス

キャリアガス ヘリウム(He、70kPa) 
カラム温度 50

0
C (0.5min)、15

0
C/min、2000C(2400C) * 

*:媒体を含む試料溶液を測定する場合
注入口温度 220

0

C 
検出器温度 250

0

C 
注入量 lμL 
注入方式 スプリットレス(サンプリング時間1分)
オートインジェクタ洗浄溶媒2-PrOH

システム適合性

④数値の取り扱い

測定開始前に2-PrOHを1回測定し、クロマトグラム上の測定
対象物質の保持時間付近に妨害ピークがないことを確認す
る。また、測定開始前および測定終了後に標準溶液(St3) 
を1回ずつ測定し、測定開始前に対する測定終了後の保持
時間およびピーク面積の変動を確認する。変動の許容基準
は保持時間の差が::t0.5分以内、ピーク面積が::t5.0%以内
(測定開始前に対する測定終了後の偏差%)を目安とする。

(1)投与検体の調製濃度は、四捨五入して有効数字3桁で表示する。
(2)標準原液および標準溶液の濃度は、切り捨てて、有効数字4桁で表示する。
(3)試験結果における測定濃度(mg/mL)およびその平均は四捨五入して有効数字3桁で
表示する。
(4)含量(%)、平均含量(%)、残存率(%)、平均残存率(%)およびぱらつき(%)は四捨五入し
て、小数第 1位まで表示する。
(5)システム適合性における偏差%は四捨五入して、小数第1{立まで、表示する。
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Annex 4 

被験物質:シクロペンタノン

ロット番号:W780E

媒体:トウモロコシ油

調製濃度

試料

(mg/mL) 番号

7.50 l 

2 

3 

平均

75.0 4 

5 

6 

平均

測定濃度

(mg/mL) 

7.58 

7.50 

7.52 

7.53 

74.4 

73.8 

75.2 

74.5 

安定性試験結果

A 

含量.) ぱらつき b)

(略) (%) 

101.1 100.7 

100.0 99.6 

100.3 99.9 

100.5 ------99.2 99.9 

98.4 99.1 

100.3 100.9 

99.3 ----イ

試料

番号

7 

8 

9 

平均

10 

11 

12 

平均

試験番号R-15-005

試験番号:R -15 -005 

調製年月日: 2015年 10月 27日

測定年月日:A 2015年 10月 27日(調製直後)

B 2015年 11月 4日(保管後8日)

保管条件: 冷蔵、遮光

B 

測定濃度 含量a) ぱらつき b) 残存率 c)

(mg/mL) (%) (也) (%) 

7.74 103.2 101.4 102.8 

7.57 100.9 99.2 100.5 

7.59 101.2 99.5 100.8 

7.63 101.8 ------101.4 74.4 99.2 99.9 99.9 

74.8 99.7 100.4 100.4 

74.3 99.1 99.7 99.7 

74.5 99.3 ~ 100.。

、

a): 各測定時の測定濃度/調製濃度XI00、 b): 各渡~定時の測定濃度/各測定時の平均測定濃度XI00、 c):各測定時の測定濃度/調製直後の平均測定濃度XI00

安定性の判定基準{溶液)

各試料採取時点の平均含量(%)が調製濃度の90.0-110.側、また、各測定濃度(mg/mL)のばらつきがそれぞれ平均値の 90.0-110.0%以内

であり、かっ、調製直後の平均測定濃度に対する保管期間後の測定濃度の比(残存率)の平均値が 90.0%以上を示す期間とする
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Annex 5 

被験物質:シクロペンタノン

ロット番号:W780E 

媒 体:トウモロコシ油

調製濃度

試料番号| 仇)

(mg/mL) 

13 I 7.50 

25.0 

75.0 

21 

含量の判定基準(溶液)

含量試験結果

測定揖度 平均測定濃度 含量
(B) (C) B/AX100 

(mg/mL) (mg/mL) (%) 

7.56 7.56 100.8 

24.7 

75.1 

75.3 100.4 

試験番号R-15-005

試験番号: R -15 -005 

調製年月日:2015年11月9日

測定年月日:2015年11月9日

平均含量
ばらつき
B/CX100 

(%) (%) 

100.8 100.。

98.7 

100.1 

100.3 

平均含量{紛が調製濃度の90.0，.....110.0%、また、各制定濃度(mdmL)のばらつきがそれぞれ平均値の
90.0，.....110.0%以内とする
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Daysofadm血istration

[ 2 3 4 5 6 7 8 9 10 [[ [2 [3 [4 [5 [6 [7 [8 [9 20 2[ 22 23 24 25 

Pre Post Pre Post Pre PO錦町ePost Pre Post P田 Post Pre Post P田 PostPre Post Pre P田IP問 Post Pre Post P問 Post Pre Post P問 Post Pre Post Pre Post P田 PostP四 PostP田 Post P問 Post Pre Post Pre Post P田 Post Pre PO51 

MO山田 ーーーーーーーーーー-

MO[OO2 ー一一一一一ーーーーーーーーーー

MOIO田 ーーーーーーーーーーーーーーー一一ー一一一ー-
MO[OO4ーーーーーーーーー

MO[凹6 ーーーーー一一ーーーーーーー

MO[αJ6ーーーーーーーーーーーーーーーーーーーー一一一ーーーーー_ c，d c，d c，d c，d c，d c，d 
MO[叩7 ーーーーーーーー

MO[OO8 ーーーーーーーーーーーー一一

MO[OO9 

MOIO[O ーーーーーー

MOIO[[ ーーーーーーーーーーー-

M0[0[2 ーーーーーー

Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 II 11 11 11 11 II 11 11 11 11 11 11 
[2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [2 [[ [[ [[ [[ [[ [[ [[ [[ [[ [[ [[ [[ [[ [[ [[ [[ [[ [[ [[ [[ 

a 00000000000000000000000000000000000000000000000000  

b 000  0 0 0 0 000  0 0 0 0 0 0 0 0 0 0 0 000  0 0 0 0 000  0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

c OOOOOOOOOOOOOOOOOOOOOOOOOOOOOO[  [[  [[  [00000000000000  

d OOOOOOOOOOOOOOOOOOOOOOOOOOOOOO[  [[  [[  [00000000000000  

e 00000000000000000000000000000000000000000000000000  

Pre: Before岨ministration，Post: aftd' administratioD 
:G田eralapp回目nce，No abnonnality. 

a: Noc.k， Crust fonnation 

b: Moutb， Loss oft回 h
c:Au町田alr申00，Soi1ooper祖国[rε穆on

d:Bd>町ior，Abnoロnal(lril
e:Moutb，Sali似allOB.

Appendix 1・1-1(continued)_ General conditions of male rats 
Contro11 (ve:組c1e:∞moil)
Ma1eNo_ 

Appendix 1・1・1.General conditions of male rats 
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M01001 

M01002 

M01003 

MOI004 

M01005 

M01007 

M01008 

M01009 

M01010 

M01011 

M01012 

Nu皿berofma1国 11 11 11 11 11 11 

11 11 11 11 11 11 

a 0 00000  

bo  0 0 0 0 0 

P間口 Befo問 ad血血ist四tion.Post: a宜町.dm血1St四tlOD.
ーG冊目ヨ1appear祖国， N 0 abnormality 

a:N田k，Crust fo四nation.

b: Mouth. Salivation. 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test ofCyclopentanone by oral administration in rats 

Appendix 1・1・2.General conditions of male rats 
CPN30mWkg 
Ma1eNo 

D笥YSofadm血ist阻止lon
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M02013 

M02014 

M02泊15

M02016 

M02017 

M02018 

M02019 

M02020 

M02021 

勘102022

M02023 

M02024 

Numberofma1田 12 12 12 12 12 12 

ー 12 12 12 12 12 12 

a 0 00000  

b o 0 0 0o  0 

P問・Befo問 adm曲目白首由民Post:a宜erad皿血istr司io:岨.

-:0田町alapp曲目E田.No abnor哩a1ity.

a:Nα企.Crust fo口阻止ion

b: M outh. SalivatioD 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral adminis仕ationin rats 

Appendix 1・1-3.General conditions ofmale rats 
CPN lOOtng'1<g 

Ma1eNo 

Days ofad血血ist阻止ion

26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 

P問 Post P田 Post P問 Post P問 Post P問 Post P問 Post P問 Post Pre Post P田 Post P田 Post Pre Post P問 Post P開 Post P田 Post Pre Post Pre Post P開 P川05t P問 Post
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M03025 

M03026 

M03027 

M03028 

M03029 

M03030 

M03031 

M03032 

M03033 

M03034 ーーーー

M03035 a a a a 

M03036 

Numb町 of血01田 12 12 12 12 12 12 

ー 10 10 10 10 11 11 

a 2 22211  

bo  0 0 0o  0 

P問:Bcfo田 adn由副四tion，Post: a岳町adm血副悶tl0D.

:G回目叫appe町四回.No abno町田出y.

a: Neck， Crust for皿ation
b: Mouth， Salivation 
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試験番号R-15-005

Combined repeat dose and r叩roductive/developmentaltoxicity screening test ofCyclopentanone by oral adminis回 tionin rats 

Appendix 1・1-4.General conditions of male rats 
CPN 300 rnw1<g 
MaleNo 

7

7

0

0
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 1・2・1.General conditions of male rats at the recovery period 

Control (vehicle: com oil) 

MaleNo. Days ofrωovery 

2 3 4 5 6 7 8 9 10 11 12 13 14 15 

MOI008 

MOI009 

MOI01O 

MOI0ll 

MOI012 

Numbぽ ofmales 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

-: General appe訂ance，No abnormality. 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 1-2-2. General conditions of male rats at the recovery period 

CPN 300 mglkg 

MaleNo. Days ofr氏ovぽy

2 3 4 5 6 7 8 9 10 11 12 13 14 15 

M04044 

M04045 

M04046 

M04047 

M04048 

N umber of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

-: General appearan∞， No abnormality. 
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Combined repeat dose and reproductive/deve1opmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 2・1-1.General conditions of female rats 
Control(v申出回mo町

F .. 田leNo Days ofadministration 

試験番号R-15-005

I 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 

一 一一一一一一一一一一一一一一一一~-~-~-~-~-~-~-~-~pωt Pre P田1 pr芭 Pωt Pre Post Pre Post pre Post Pre Post Pre Post Pre Post 除草 Post Pre Post Pre Post Pre Post pre Post P問 Post P問 Post pre Post 

F01001 ・ー・ーーーーーーー一一一ーーーーーーーーーーーーーーー

F01002 ーーーーー

FOlO03 ーーーーーーーー ーーーーーーーーーーーーーーーー-

FOIO倒 ーー一一ーーーーーーーーーーーーーーー 守ーーーーー-

F01005 ーーーーーーーー

FOI006 ーーーーーーーーーーーーー

F01007 ーーー ーーーーーーーーー

F01008 ・ーーーーーーーーーーーーーーーーー ー ーーー-

FOlO09 ・ーーーーーー一一一ー一一ーー

F刊)1010 ーーーーーーーーーーー-

FOlOll ーー

FOIOl2 ・ーーーー一一

N皿同offi笹田~ u u u u u u u u u u u u u u u u u u u u u u u u u u u u U U 10 10 
12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 10 

Pre:8eforeεdministrntion， Post: after administrntIon 

ーG田eralappear圃ce.No abnonnality 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 2・1-2.General conditions offemale rats 
CPN 30"""，. 

F .. 田leNo Daysofadministation 

試験番号R-15-005

I 2 3 4 5 6 7 8 9 10 11 12 13 14 IS 16 17 18 19 20 21 22 23 24 25 

一一一一一一一一一一一一一一一一一一一一一一一一-pre Post pr琶 Post Pre Post Pre Post pre P田t Pre Post Pre Post Pre Post pr芭 Post pre P，叫t~_~_~_~_~_~_~_~_P問 Post P時 Post Pre Post Pre Post pre Post Pre Post 尉官 Post 

F02013 ・ーーーーーーーーーーーーーーーーーーー

F02014 一一ーーーーーーーーー

F02015 ーーーーーーーーーーーーーーーーーーーー・ーーー

F02016 ・ー・ーーーーーーーーーーーーーー・ーーーーーーー'ーーーーー-

F02017 ーーーーーー

町却18 ・ーーーーー・ーーーーー
町却19 ・ーーーーーーー・ーーーーー・ーー

FO却20 一ー一一一ーーーーーー一一一一一一一ー

凹却21 ーーーーーーー

同却22 ー ーーーーーー-

F01023 ・ー

F02024 

Numberoffi・emaIes 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 II 
12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 

Pre: Before administration， Post: after administration 

-:Ge盛田1appearance. No abnormality 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral adminis仕ationin rats 

Appendix 2・1・3.General conditions offemale rats 
CPNIOOmOg 

FemaleNo Daysofadm血istration

試験番号R-15-005

I 2 3 4 5 6 7 8 9 10 11 12 13 14 IS 16 17 18 19 20 21 22 23 24 25 
一 一一一一一一一一一一一一一一一fu_fu_fu_fu_fu_fu_fu_fu_fu_fu_fu_ft写 Post pre Post P向 Post pre Post P時 Post pre Post pre Post Pre Post pre Post pre Post pre Post pre Post P河 Post P符 Post

F03025 ーーーーーーー・ーーーーーーーーーーーーー・・ーーーー

F03026 ・ーーーーーーーーーーーーー・

F03027 ・ー・ーーーーーーーーーーー・ーーーーーーーー ーーー -

F03028 ・ーーーーーーー

F03029 ーーーーーーーーーーーーー

F03030 ーーーーーーーーーーーーーーーー

F03031 ・ーーーーーー

F03032 ー'ーーーーーー苧 ー ーーーーーーーーーーーーー-

F03033 一一一一一一一一一ーーーー一一ーーーーーーー

同3034 ーーーーーーーーーーーーーーーーーーーー ーー 守

F03035 ーーーーーーーーーーーーーー

F03036 ーーーーーーーーー ー ーーー守 ーー ーーーーーーーー-

N ... 泌"of自己田~ u u u u u u u u u u u 口 口 12 12 12 12 12 口 12 12 口 12 12 12 口 12 12 12 12 1I 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 

Pre: Before administration. Post: after administration 

-:G曲目1app国四民Noabnonnality

Appendix 2・1・3(continued). General conditions offemale rats 

CPN IOOmIlkg 
Fema1eNo Days ofadministration 

11 

11 

• v ~ ~ m s D D 34 ~ • n _ • ~ ~ a a << ~ • Q ~ .到
一一一一一一一一一一一一一一-fu p，田tfu_fu_fu_fu_fu_fu_fu_fu_fu_fu_fuP田t Pre Post pre Post pr琶 Post Pre Post Pre Post Pre Post Pre P田t Pre Post Pre Post pre Post Pre Post Pre Post P問 Post

F03034 ・ーーーーーーー・・・ー・・・・・ーーーーーーーーー ーー'ーーーー ーーーーーーーーーーー苧

Numberof長田ales 1 I I 1 1 1 1 I 1 1 1 I 1 1 1 1 1 1 I 1 1 1 t t 1 1 1 1 1 I 1 I I I 1 I 1 I I 1 1 I I 1 1 1 1 t I 1 

・ 1 I 1 I 1 I 1 1 I I 1 1 I 1 I I I 1 I I I I I I 1 I 1 I I I I 1 I I I I 1 1 1 I 1 I 1 1 I I I I I I 

Pre: Before adm泊istration，Post: after administratioll 
-:Generalapp飽raoce，No aboorm叫ity

Appendix 2-1・3(continued). General conditions offemale rats 

CPN 100 mg'kg 

FemaIeNo. 

F03034 

Number offemales 

Days ofadministr羽田n

51 52 53 

Pre Post Pre Post Pre Post 

1 1 1 1 1 

- 1  1 1 1 1 

P問・ Beforeadministration， Post: aft町 administration.

-: G田町alappearance， No abnormaIity. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 2-1・4.General conditions of female rats 
CPN3田m酔g

F田 aleN。 Days of administrntion 

試験番号R-15-005

I 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 

一 一一一一一一一一一一一一一一一一一Pre p.叫l~_~_~_~_~_~_~_~_~_~_~_~_~_~_~_P陀 Posl pr芭 Post Pre Post Pre Post pre Post Pre Post pre Post Pre Pωt Pre Post 

F倒037 ーーーーーーーーーーー ー ーーーーーー

岡崎38 ー ー ー ー

FO咽39 ーー・ーーーーーー・ーー・・ーーーーー・・ーーー ーー

F旧制o ーーーーーーーーーー一一一一一一ー一一一ーーーーーーー・ー

町咽41 ーーーーーーーーーーーーーーーーーーーー守ーーーーーー・ー

岡崎42 ーーーーーーーーー

F倒叫3 ーーーーー ーーーーーーー

F04044 ーーーーーーーー-

F04045 ーーーーー・

F刷046 ーーーーーー

F04047 ・ーーーーーーーーー-

F例制8 ー ー

Numberoffema1es 日 12 口 12 12 日 12 12 12 12 12 12 12 12 口 12 12 12 12 12 口 u u u u u u u u u 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Pre: Before administration， Post: after administration 

.，G田a叫app伺rance，No abnonnality 
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Combined repeat dose佃 dreproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 2-2-1. General conditions offemale rats， satellite group 
C四trol(vebicle:∞mn出
両国1eNo. Daysof副皿inistration

試験番号R-15-005

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 2S 

一一一一一一一一一一一一一一一一一一一一一一一一-~-~-~-~-~-~-~-~-~_p問 Post pre Post Pre Post pre Post Pre Post P四 Post Pre Post P四 P田 t Pre Post pre Post Pre Post Pre Post Pre Post P得 Post P隠 Post P問 Post
F05049 ーーーーーーーーーーーーーーーーーー

F050由 一ーーーーーー

FOS051 ーーーーーーーーーーーーー ーー-

F05052 ー ーーーーーーーーーーーーーーー

F05053 ーーーーーーーーーーーーーーーーーーーーーーー-

F05054 一 一一ーーーーーーーーーーー

F0505S ーーーーー

F05056 ー一一ーーーーーーーーーーーーー一一'ーーーーーーーーーーーーーー ーーーーーーー-

F05057 ーー ーー-

F05058 ・ーーーーー一一一 ーーーーーーーー ーーーーーーーーーー

Numberoffer:田1es 10 10 10 10 10 10 10 叩 10 10 10 10 10 10 10 10 叩 10 10 叩凹叩 m m m m m m m m m m 叩 10 10 10 10 10 10 叩 m m m m m m m m m 叩
m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m m 

Pre:Beforead皿inistration.Post: after adm血istr滋"n

ーG田町'""PP図rance，Noab問団理出y

Appendix 2・2-1(continued). General conditions of female rats， satellite group 
Control (vehicle:∞moil) 
F田laleNo Days ofad血inistration

26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 

P問 Post P問 Post Pre Post P問 Post Pre Post P問 Post P田 Post Pre Post P問 Post Pre Post Pre Post P田 Post P田 Post P問 Post P問 Post Pre Post Pre Post P問 Post

F05049 

F05050 

F05051 

F05052 

F05053 

F05054 

F05055 

F05056 

F05057 ー

F05058 ・ーーー-

Nu血lberoffemal田 10 10 10 IO IO 

ー 10 IO 10 10 IO 

P田:Befo田 administ阻2旧民Post:afta ad皿inist回IlOD

-:G田町al叩P国r田田，No曲normality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 2-2・2.General conditions of female rats， satellite group 
CPN 300mwkg 
F .. 田leNo Daysofad血inistratiOD

試験番号R-15-005

1 2 3 4 5 6 7 8 9 10 11 12 13 14 IS 16 17 18 19 20 21 22 23 24 2S 
一 一一一一一一一一一一一一一一一一一一一一一一一-
pre Post P認 Post pre Post pre Post Pre Post Pre Post P碍 -~-~-~-~-~-~-~-~_P問-~-~-~-~-~-~-~-~-~-

F060S6 宇ーーーーーーーーーーーーーー

F060S7 ーーーーーーー

F06058 ーーーーーーーーーー-

F06059 ーーーーーーーーーー

F06060 ーーーーーー ーーー-

F06061 ーー ーーーーーーーー

町田62 ー ー ー ー -

F06063 ーーーー'ーーーーー・ーーー-

F060嗣ーーーー ー

F06065 ・ーーーーー ーーーーーー

N岨 ibtyoffea凶，es 10 10 10 10 叩 10 10 10 10 10 10 10 叩 w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w 叩 w w 叩
・ w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w w 

R唱Beforeadministration， Post: afta叫皿inistra岡田
.，G国留叫app儲rance，No abnonnality 

Appendix 2-2・2(continued). General conditions offemale rats， satellite group 
CPN 300阻政g

FemaleNo. Days of剖皿血istr曲 00

26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 

F're Post P田 Post P田 Post P田 Post P問 Post P問 Post Pre Post P問 Post Pre Post Pre Post P田 Post Pre Post P問 Post P回 Post Pre Post Pre Post Pre Post Pre Post 

F06056 

F06057 

F06058 

F06059 

F06060 

F06061 

F06062 

F06063 

F06064 

F06065 ー

Nu血Iberoff回lal回 10 10 10 10 10 

- 10  10 10 10 10 

Pre: Befo田叫血inistration，Post: after administratioD 

ペG咽eralapp回r皿 ce，No aboormality 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 2-3-1. General conditions of female rats at the recovery period 

Control (vehic1e:∞rn oi1) 
FemaleNo. Days ofrecovぽy

2 3 4 5 6 7 8 9 10 11 12 13 14 15 

F05054 

F05055 

F05056 

F05057 

F05058 

Number offc回 la1es 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

-: General appearance， No abnormality. 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 2-3・2.General conditions of female rats at the recovery period 

CPN 300mgkg 

FernaleNo. Days ofrα::overy 

2 3 4 5 6 7 8 9 10 11 12 13 14 15 

F06061 

F06062 

F06063 

F06064 

F06065 

Number offemales 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

-: Genぽa1appωr加 ce，N 0 abnormality. 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 3・1.General conditions in dams during pregnancy 

白叫1'01何凶le:comoi1)

D田nNo.

F01001 

F01002 

F01003 
F01004 

F01005 
F01006 

F01007 

F01008 

F01009 
F01010 

FOI011 

F01012 
Nurr由町ofd副ns 12 12 

11 11 

a1  1 
>: Exc1uded世om阻叫y剖s(notp田 gn問。
P問 :Be命問administ四.tion，Post: after administ田tlon.

-:Gene岨1appearョnce，No ab唄。ロnality.

a: Neck， Crustお四国主ion.

Appendix 3-1 (continued). General conditions in dams during pregnancy 
c:ontrol (vehicl配 cornoil) 

DamNo. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 3-2. General conditions in dams during pregnancy 
CPN 30mO;g 

D面n~ D町 sofp田g国ncy

試験番号R-15-005

o 1 2 3 4 5 6 7 8 9 10 11 12 13 

Pre Po叫 F問 Post Pre Post P田 Post P田 Post P問 Post P田 Post P問 Post P問 Post P問 Post Pre Post Pre Post P問 Post Pre Post 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F02019 

F02020 

F02021 

F02022 
F02023 >ー〉ー〉ー〉ー〉ー〉・〉舗〉・〉・〉ー〉ー〉ー〉ー〉ー〉ー〉ー〉ー〉ー〉ー〉ー〉ー〉ー〉・〉ー〉・〉ー〉・> -

F02024 

Nun由町ofdams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 

11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 

a 0000000000000000000000000000  
>: Excluded from町田1ysis(not p時伊担。

Pre: Befo田 a申n担istration，Post: after administ問主i由主.

ー:Genera1.申P国四nce，N 0 abnonnality. 

a: Neck， Cn且tfo町田.tion

Appendix 3・2(continued). General conditions in dams during pregnancy 
CPN30 mO;g 

DamN。
14 15 16 17 18 19 

Day s of p regnancy 

20 21 22 23 24 25 26 

Pre Post Pre Post P問 Post P田 Post P田 Post Pre Post P問 Post P問 Post Pre Post Pre Post P問 Post Pre Post Pre Post 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F02019 

F02020 

F02021 

F02022 

F02023 〉ー>->->->ー> - > - >ー> - >ー> - >ー〉ー> - >ー> - >ー>->->->ー> - > - > - > -

F02024 

Number of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 5 5 。。。。。。。
11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 5 5 。。。。。。。

a 。。。。。。。。。。。。。。。。。。。。。。。。。
>: Excluded from analysis (not p田gnant)

Pre: Before administration， Post: after administ悶 tion.
ー:0自国間lappe町宙lce，N 0 abnormality. 
a: Neck， Crust fo口nation.
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

F03025 

F03026 

F03027 

F03028 

F03029 

F03030 

F03031 
F03032 

F03033 

F03035 

F03036 

N umber of dams 11 11 11 
11 11 11 
a o  0 0 

>: Excluded from町田1y目s(notp問伊却の

P問・Beforeadn首nist回.tion，Post: after administ目白O札
-:0田1町alapp田.rance.N 0 abnonnality 

a: Neck， Crust fonnation 

Appendix 3-3 (continued)_ General conditions in dams during pregnancy 
CPN 100 mglkg 

DamNo. 

Appendix 3・3.General conditions in dams during pregnancy 

Days ofp田gnancy

o 1 2 3 4 5 6 7 8 9 10 11 12 13 
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a o  0 

>: Exc1uded from ana1ysis (not p問伊皿t)

Pre: Befi町志administ悶tion，Post: after administration. 
ー:G叩 S悶lapp回目nce，No abn凹百四lity

a:N田:k，Crust fo師団tion.

21 n n ~ ~ ~ 

Pre Post P四 Post P問 Post P問 Post P田 Post P四 Post

n
u
n
U
A
U
 

ハU
A
U
A
U

n
u
n
U

ハU

A
U
A
U
A
U
 

A
U
A
U
A
υ
 

ハU
A
U
A
U

n
u
A
υ
A
υ
 

5

5

0

 

ε
J
q
d
n
U
 

-
一
日
目
。

ニ

日

目

。

Days ofp問gnancy

14 15 16 17 18 19 20 

Pre Post P田 Post P問 Post P問 Post Pre Post Pre Post P田 POst

-
一
日
目
。

-一H
H
O

-
一
日
日

0

-
一
日
日

0

-
一
日
日

0

-
一
日
日

0

-
一
日
目
。

-一
H
H
o

-
一
日
目
。

-
一
日
日

0

-
一
日
目
。

-
一
日
目
。

130 



試験番号R-15-005

F04037 

F04038 
F04039 
F04040 
F04041 
F04042 

F04043 
F04044 
F04045 
F04046 
F04047 ・

F04048 
Numb町 ofd副ns 12 12 12 

12 12 12 
a 000  

>: Exc1uded音。m皿 a砂副s(notp問伊国1t)
F田:Befo田 adn由討st由主ion.Post:紅白:eradrr由lIStrati凹 2
-:Gene回1appearance， No abnormality. 
a: N eck， Crust品目nation.

Appendix 3-4 (continued). General conditions in dams during pregnancy 
CPN 300 mglkg 

DamNo. 

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Days ofp問 g国ncy
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P問 Post P田 Post P田 Post P問 Post P問 Post P問 Post P問 Post Pre Post P田 Post P問 Post P田 Post P問 Post P問 Post Pre Post 

-一ロロ

0

-一ロロ

0

-一ロロ

0

-一ロロ

0

-一ロロ

0

-一ロロ

0

E-内
4

司，白、，

J
E
l
l
-

-一ロロ

o

-一ロロ

o

-一ロロ
0

-一ロロ

0

-一ロロ

o

-一ロロ

0

-一ロロ

0

-一ロロ

0

-一ロロ

o

-一ロロ

0

-一ロロ

0

ニ
ロ
ロ

0

Appendix 3-4. General conditions in dams during pregnancy 

CPN 300ml!lkg 
D剖nNo.

-句内，&司，
a

、，

J
I
l
t
 

-
-
2
2
}
 

同

1

1

4

E-内
4
弓，

a

、，

J
E
l
l
-

-一ロロ

o

-一ロロ

o

-一ロロ

o

Days ofp田gn直1Cy

20 

Pr，官 Post

23 24 25 26 

Pre Post P田 Post Pre Post Pre Post 

22 

Pre Post 

21 

Pre Post 

19 

Pre Post 

18 

Pre Post 

17 

Pre Post 

16 

Pre Post 

15 

Pre Post 

n
u
n
U
A
U
 

n
u
n
υ
n
υ
 

nυ

ハU
A
U

A
U
A
U
A
U
 

A
υ
A
υ
A
U
 

'
i
'
I
A
U
 

-
且

'
E
A
U

--。。。。
A
U

-
-
8
8
0
 

-
一
ロ
ロ

o

-
一
ロ
ロ

o

a 

-
一
口
口

l

131 
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F04040 

F04041 

F04042 

F04043 

F04044 

F04045 

F04046 

F04047 

F04048 

Numberofdams 12 12 

11 11 

a 1  1 

>: Excluded from analysis (not p同郡印t)

P問 Beforeadminist悶.tion，Post: ~出radministration目

ー:Gene悶Iappearance， No abnormality. 
a: N eck， Crust for沼田lion

14 

Pre Post 

a 

. 

-
一
円
以

H

1

a 

-
一
ロ
日

1

a 

-
一
ロ
日

1

a 

-
一
口
口

1

a 

-一ロ

H

1

a a 

-一ロ

H

1

a 

四一口

u

l

a 

一2
H

I

a 

-
一
口
口

l

a 

-
一
口
口

l

a a 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 4・1.General conditions in dams during lactation 

Control (vehicle: com oil) 

DarnNo. Days oflactation 

2 3 4 5 o 1 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 

FOI00l 

FOI002 

FOI003 

FOI004 

FOI005 

FOI006 

FOI007 

FOI008 

FOI009 

FOI0I0 

FOI0l1 

FOI012 

Number of darns 

# 

# 

# 

# 

# # 

# # 

# 

# 

# 

# 

#
-
5
5
 

# 

5 12 12 12 12 12 12 12 12 .12 

5 12 12 12 12 12 12 12 12 12 

#:Animal was administred dosing formulation befor delivery， and no abnormality was obsぽvedon day 0 of lactation. 

Pre: Before administration， Post: after administration. 

-: Genぽalappearan∞， N 0 abnormality. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 4-2. General conditions in dams during lactation 

CPN 30mglkg 

DamNo. Days oflactation 

2 3 4 5 o 1 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F02019 

F02020 

F02021 

F02022 

F02024 

Number of dams 

# # 

# # 

# # 

8 

8 
1

1
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#:Animal was administred dosing formulation befor deIivery， and no abnormaIity was obsぽvedon day 0 of lactation. 

Pre: Before administration， Post: after administration. 

ー:Genぽalapp伺rance，No abnormaIity. 
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Combined repeat dose and reproductive/deve1opmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix4・3.General conditions in dams during lactation 

CPN 100 mglkg 

Darn No. Days of lactation 。 2 3 4 5 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 

F03025 

F03026 

F03027 

F03028 T otallitter loss on day 1 of lactation 

F03029 

F03030 # # 

F03031 # # 

F03032 

F03033 

F03035 # # 

F03036 

Number of darns 8 8 11 10 10 10 10 10 10 10 10 

8 8 11 10 10 10 10 10 10 10 10 

#:Animal was administred dosing formulation befor delivery， and no abnormality was obsぽvedon day 0 of lactation. 

Pre: Before administration， Post: aftぽ administration.

-: General appearan∞， N 0 abnormality. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 4-4. General conditions in dams during lactation 

CPN 300 mglkg 

DamNo. Days oflactation 。 2 3 4 5 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 

F04037 Totallittぽ losson day 0 of lactation 

F04038 # # 

F04039 

F04040 

F04041 # # 

F04042 

F04043 # # 

F04044 # # 

F04045 # # 

F04046 

F04047 

F04048 # # 

Number of dams 6 5 11 11 11 11 11 11 11 11 11 

6 5 11 11 11 11 11 11 11 11 11 

#:Animal was administred dosing formulation befor delivery， and no abnormality was obsぽvedon day 0 of lactation. 

Pre: Before administration， Post: aftぽ administration.

-: Genぽalappearance， No abnormality. 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕組onin rats 

Appendix 5・1・1.Detailed clinical observations of male rats 

Ebntrol (vehicle: com oil) 

Open-field observations 

MaleNo. 
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2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2 2 2 2 3 2 2 

Withdrawal 児島x

Pre T8 Tl5 T24 T30 T36 T42 R7 R14 

2 222  222  

2 222  222  

2 222  222  

2 222  222  

2 222  2 2 2 

MOl∞6 2 2 1 Sacrificed on day 18 of adrr也lIstration 2 2 2 Sacrificed on day 18ofadministration 2 2 1 Sacrificed on day 18 ofadministration 

MOl∞7 2222222  2222222  2222222  
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Totalscore 1:0 1:0 1:1 1:0 1:0 1:0 1:0 1:0 1:0 3:0 3:0 3:0 3:0 3:1 3:0 3:0 3:0 3:0 1:0 1:0 1:1 1:0 1:0 1:0 1:0 1・o 1:0 
(N) (12) (12) (12) (11) (11) (11) (11) (5) (5) (12) (12) (12) (11) (11) (11) (11) (5) (5) (12) (12) (12) (11) (11) (11) (11) (5) (5) 

a pre-administration; b day 8 ofadministration; c day 7ofrecovery 

Gait [2， normal; 1， abnormal gait ] 
Stereotypy [2， not observed; 3， observed (rearing)] 

W ithdrawal retlex [ 2， nor百Jal;1， hyporetlexia ] 

Except the above findings， there were no changes加allanInJaIs; Cage-side observation (posture， locolIXJtor， vocalization， trelIXJr， convulsion)， Observations lIJade while handling (behavior 
while relIXJving fromcage， hand肱19behavior， heart beats， body temp悶 ture，fur， s凶 color/mucousmembranes， lac血mtion，exophthahnos， pupillary size， salivation)， and Open-field 
observations (posture， exploration， piloerection， palpebral opening， trelIXJr， convulsion， respiratory rate， bizarre behavior， straub taえgrooming，vocalization， touch response， pinna 凶叫.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 5・1-1(continued). Detailed clinical observations ofmale rats 

Control (vehicle: com oi1) 

句印刷fieldobservations 

MaleNo. U出lation Defecation 

Pre a T8 b Tl5 T24 T30 T36 T42 R7 c R14 Pre T8 Tl5 T24 T30 T36 T42 R7 Rl4 

MOIOOl 。。。2 2 。。。。。。。
MOI002 。1 。。。。。 。。。。。。。
M01003 。。。 。。 。。。。。。。
MOlO04 。。。。。 。 。。。。。。。
MOI005 。。 。。。 。。。。。。。
MOlO06 。。o Sacrificed on day 18 of adrr古山tration 。。o Sacrificed on day 18 ofadr泊nistration
M01007 。。。。。。。 。。。。。。。
M01008 。。。。。。。。。 。。。。。。。。。
MOI009 。。。。。。 。 。。。。。。。。。
M01010 。 。。。。。。 。。 。。。。
MOlO11 。。。。。。。。。 。。。。。。。。。
M01012 。。。。。。。。。 。。。。。。。。。
Totalscore 2 2 4 2 2 2 。 。。 。。。。
(N) (12) (12) (12) (11) (11) (11) (11) (5) (5) (12) (12) (12) (11) (11) (11) (11) (5) (5) 

pre-administration; b day 8 ofadministration; c day 7ofrecovery 

Urination [企巴quency/30sec1 

Defecation [frequency/30sec 1 

Except the above findings， there were no changes in all animals; Cage-side observation (postu陀，loco紅白tor，vocalization， tremor， convulsion)， 
Observations made while handling (behaviorwhile removing企umcage，handling behavior， heart beats， body ternperature， fur， s組ncolor/mucous 
membranes， lacrimation， exophthaIrnos， pupillary s四，salivation)， and Open-field observations (posture， exploration， piloerection， palpebral opening， 
tremo巳convulsion，respiratory rate， bizarre behavior， straub tail， grooming， vocalization， touch response， pinna reflex). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 5-1-2. Detai!ed clinical observations ofmale rats 

CPN30mg/kg 

MaleNo. Stereotypy 
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M02015 

M02016 

M02017 
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M但022
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M02024 
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Totalscore 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(N) (12) (12) (12) (12) (12) (12) (12) 

3:0 3:0 3:0 3:0 3:0 3:0 3:0 

(12) (12) (12) (12) (12) (12) (12) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

a pre-adm血istration;b day 8ofadministration 

Gait [ 2， nonnal; 1， abnormal gait ] 

Stereotypy [2， not observed; 3， observed (rearing)] 

Withdrawalreflex[ 2， normal; 1， hyporeflexia] 

Except the above findings， there were no changes in all animals; Cage-side observation (posture， locomotor， vocalization， tremor， convulsion)， Observations made while handling (behavior 
while removing企omcage，handling behavior， heart beats， body temperaωre， fur， skin color/mucous membranes， lac血mtion，exophthalmos， pupillary size， salivation)， and Open-field 
observations (posture， exploration， piloerection， palpebral opening， tremor， convulsion， respiratory rate， bizarre behavior， straub tail， grooming， vocalization， touch response， pinna reflex). 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 5・1-2(continued). Detailed clinical observations ofmale rats 

CPN30 mg/kg 

Open品 IdobselVations 

MaleNo. Urination Def己cation

Pre a T8 b Tl5 T24 T30 T36 T42 pre T8 TI5 T24 T30 T36 T42 

MO♀013 。。。。。。 。。。。。。。
MO♀014 。。。。。。。 。。。。。。。
MOヨ015 。。。。。。 。。。。。。。
MO♀016 。 。。。。。 。。。。。。。
MOヨ017 。。。。。。。 。。。。。。。
MOヨ018 。。。。。。。 。。。。。。。
M02019 。。。。。。。 。。。。。。。
M02020 。。。。。。。 。。。。。。。
M02021 。。。。。。。 。。。。。。。
M02022 。。。。。。。 。。。。。。。
M02023 。。。。。。 。。。。。。。
M02024 。 。。。 。。。。。。。
Total score 3 。。 。。。。。。。
(N) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) 

a pre・administration;b day 8ofadministration 

U出lation[frequency/30sec ] 

Def民ation[企'equency/30sec]

Except the above findings， there were no changes in all aninla1s; Cage-side obselVation (postu泥，locomotor， vocalization， t陀mo巳convu1sion)，
ObselVations made while handling (behaviorwhi1e removing fromcage， handling behavior， heart beats， body temperature， fur， s悩ncolor/mucous 
即日動ranes，lacrin1ation， exophtha1mos， pupillary size， salivation)， and Open-field obselVations (posture， exploration， pi1oerection， palpebral opening， 
tremo巳convu1sion，respiratory rate， bizarre behavior， straub tai1， grooming， vocalization， touch response， pinna reflex). 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕組onin rats 

Appendix 5ート3.Detailed clinical observations ofmale rats 

印'NI∞時Ikg

W ithdrawal ret1ex MaleNo. 
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句en・fieldobselVations 
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Stereotypy 

Pre T8 T15 T24 T30 T36 T42 

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2 222  2 2 2 

2 222  2 2 2 

2 222  2 2 2 

2 222  2 2 2 
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Totalscore 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

M (~(~(~(~(~(~(~ 

3:0 3:0 3:0 3:0 3:0 3:0 3:0 

(12) (12) (12) (12) (12) (12) (12) 

1:0 1:0 1:0 1:0 1:0 1・o1・0
(12) (12) (12) (12) (12) (12) (12) 

a pre4dn古listration;b day 8 of adrr由listration

Gait [ 2， nonnal; 1， abnonnal gait ] 

Stereotypy [2， not obselVed; 3， obselV巴:d(rearing)] 

Withdrawal ret1ex [2， nonnal; 1， hyporet1exia ] 

Except the above findings， there were no changes in all anima1s;白ge-sideobselVation (posture， locolOOtor， vocalization， trelOOれconvu1sion)，ObselVations made while handling (behavior 
while rellDving frorncage， handling behavior， heart beats， body te岬 erature，fur， s凶 color/IIUlcousrne曲 ranes，lacrimation， exophthaillDs， pup迎al)'s国，salivation)， and句en・field
obselVations (posture， exploration， piloerection， palpebral opening， trelOOr， convu1sion， respiratol)' rate， bizarre behavior， straub tail， groorning， vocalization， touch response， pinna ret1ex). 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 5・1・3(continued). Detailed clinical observations ofmale rats 

CPN 100 mg/kg 

Open-field observations 

MaleNo. U血lation Defecation 

Pre a T8 b T15 T24 T30 T36 T42 Pre T8 T15 T24 T30 T36 T42 

M030ヨ5 。。。。。。。 。。。。。。。
M03026 。 1 。 。。。。。。。
M03027 。。。。。。。 。。。。。。。
M03028 。。。。。。。 。。。。。。。
M03029 。。。。。 。 。。。。。。。
M03030 。 。。。。。 。。。。。。。
M03031 。。。。。。。 。。。。。。。
M03032 。。。。。。。 。。。。。。。
M03033 。。 。2 。 。。。。。。。
M03034 。。。。。。。 。。。。。。。
M03035 。。。。。。。 。。。。。。。
M03036 。。。。。。。 。。。。。。。
Totalscore 。2 2 3 3 。 。。。。。。。
(N) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) 

a pre-administration; b day 8ofadministration 

Urination [frequency/30sec ] 

Defecation [企equency/30sec]

Except the above findings， there were no changes in all anInlaIs; Cage-side observation (posture， locomotor， vocaIization， tremo巳convulsion)，
Observations made while handling (behaviorwhileぉmoving企omcage，handling behavior， heart beats， body temperature， fur， skin color/mucous 
membranes， lacrin1ation， exophthalmos， pupillaIY size， salivation)， and句en-fieldobservations (posture， exploration， piloerection， palpebral opening， 
tremor， convulsion， respiratoIY 耐久bizarrebehavior， straub tail， grooming， vocaIization， touch response， pinna reflex). 
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試験番号R-15-005

Combined repeat dose and r叩mductive/developmentaltoxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix 5・1・4.Detai1ed clinical observations of male rats 

CPN 300 rr事/kg

MaleNo. Withdrawal reflex 

M04037 

M04038 

M04039 

M04040 

M04041 
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M04048 

Open-field observations 
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Totalscore 1:01:01:01:01:01:01:01:0 1:0 3:03:03:03:03:03:03:03:03・o 1・o1:0 1・o1:0 1:0 1:0 1:0 1・o 1・0
(N) (12) (12) (12) (12) (12) (12) (12) (5) (5) (12) (12) (12) (12) (12) (12) (12) (5) (5) (12) (12) (12) (12) (12) (12) (12) (5) (5) 

pre-administration; b day 8 ofadministration; c day 70fre唱overy

臼it[ 2， nonnal; 1， abnonnal gait ] 
Stereotypy [2， not observed; 3， observed (rearing)] 

Withdrawal reflex[ 2， norrnal; 1， hyporeflexia] 

Except the above findings， there were no changes in allanimals;臼ge-sideobservation (posture， locoIOOtor， voca1ization， treIOOr， conv山 ion)，Observations rnade whi1e handling (behavior 

whi1e reIOOving企officage，handling behavior， heart beats， body temperature， fur， skin color/mucous membranes， lacrimation， exophtha!IOOs， pupillary size， salivation)， and句en-field

observations (posture， exploration， pi1oerection， palpebral opening， treIOOr， convulsion， respiratory rate， bizarre behavior， straub tai1， grooming， voca1ization， touch response， pinna re自ex).
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 5-1-4 (continued). Detai1ed clinical observations ofmale rats 

CPN300n事/kg

Open-field observations c) 

MaleNo. Urination Defecation 

Pre a T8 b T15 T24 T30 T36 T42 R7 c R14 Pre T8 T15 T24 T30 T36 T42 R7 R14 

M04037 。。。。。。。 。。。。。。。
M04038 。。。。。。。 。。。。。。。
M04039 。。。。。。。 。。。。。。。
M04040 。。 。 。。 。。。。 。。
M04041 。。。。。。。 。。。。。。。
M04042 。。。。。。。 。。。。。。。
M04043 。。。。。。。 。。。。。。。
M04ω4 。。。。。。。。。 。。。。。。。。。
M04045 。。。。。。。。 。。。。。。。。。
M04046 。。。。 。。 。。。。。。。。。
M04047 。。。。。。。。。 。。。。。。。。。
M04048 。。。。。。。。。 。。。。。。。。。
Totalscore 。。 。2 。。2 。。。。 。。。。
別) (12) (12) (12) (12) (12) (12) (12) (5) (5) (12) (12) (12) (12) (12) (12) (12) (5) (5) 

a pre-adn世lIstration;b day 8 ofadministration; c day 7ofrecovery 

Urination [frequency/30sec 1 
Defecation [frequency/30sec 1 

Except the above findings， there were no changes in all animals; Cage-side observation (抑制民locotrotor，vocalization， tretror， convulsion)， 
Observations made while handling (behavior while retroving企ufficage，handling behavior， heart beats， body temperature， fur， skin color/mucous 
membranes， lacrimation， exophthaltros， pupillary s田，salivation)， and句en・fieldobservations (posture， exploration， piloerection， palpebral opening， 
tretro巳convulsion，respir百toryrate， bizarre behavior， straub tail， grooming， vocalization， touch response， pinna reflex). 
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試験番号R-15-005

Combined repeat dose and reproductive/deve1opmental toxicity screening test ofCyclopentanone by oral administration in rats 

Appendix 6・1・1.Detai1ed clinical observations of female rats 

Control (vehicle: com oil) 

Open-field observations 

MaleNo. Urination Defecation 

Pre a T8 b Tl5 T24 T30 T36 T42 T49 L Pre a T8 b Tl5 T24 T30 T36 T42 T49 L 

FOlOOI 。。。。。。 l 。。。。。。 。
FOl∞2 。。。。。。 。 。。。。。。 。
FOlO03 。。。。。。 。。。。。。
FOlO04 。。。。。。 。 。。。。。。 。
FOlO05 。。。。 。 。 。。。。。。 。
FOlO06 。。。。。。 。 。。。。。。 。
F01007 。。。 。 。 。。。。。。 。
FOI008 。。。。。 。 。。。。。。 。
FOI009 。。。。。。 。 。。。。。。 。
FOlOI0 。。。。。。 。 。。。。。。 。
FOI0l1 。。。。。。 。 。。。。。。 。
FOI012 。。。。。。 。 。。。。。。 。
Total score 。。 2 。。。。。。
制) (12) (12) (12) (12) (12) (12) (0) (0) (12) (12) (12) (12) (12) (12) (12) (0) (0) (12) 

a pre-administration; b day 8 ofadministration; c lactation period 

Urination [frequency/30sec ] 

Defecation [frequency/30sec] 

Except the above findings， there were no changes in all animals; Cage-side observation (pos加re，locomotor， vocalization， tremor， convulsion)， 

Observations made while handling (behavior while removing from cage， handling behavior， heart beats， body temperature，ぬr，skin color/mucous 

me油 ranes，lacrimation， exophthalmos， pupillaty size， salivation)， and句en-fieldobservations (posture， exploration， piloerection， palpebral opening， 

tremor， convulsion， respiratoty rate， gait， stereotypy， bizarre behavior， straub tail， grooming， vocalization， touch response， withdrawal reflex， pinna reflex). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix ふ1・2.Detai1ed clinical observations offemale rats 

CPN 30 rr港/kg

Open-field observations 

MaleNo. Urination Defecation 

Pre a T8 b T15 T24 T30 T36 T42 T49 L Pre a T8 b T15 T24 T30 T36 T42 T49 L 

FO♀013 。。。。。。 。 。。。。。。 。
FO♀014 。。。。。。 。 。。。。。。 。
FO♀015 。。。 。。 。 。。。。。。 。
FOヨ016 。。。。。 。。。。。。 。
FO♀017 。。。。。。 。 。。。。。。 。
FO♀018 。。。。。。 。 。。。。。。 。
FOヨ019 。。。。。 。 。。。。。。 。
FOヨ0ヨ0 。。。 。 。 。。。。。。 。
FOヨ0♀l 。。。。。。 。 。。。。。。 。
FOヨ0ヨ2 。。。。。。 。 。。。。。。 。
FO♀ω3 。。。。。。 Not pregnant 。。。。。。 Not pregnant 

FOヨ024 。。。。。。 。 。。。。。。 。
Total score 2 。。 。。。。。。 。
制) (12) (12) (12) (12) (12) (12) (0) (0) (11) (12) (12) (12) (12) (12) (12) (0) (0) (11) 

a pre・administration;b day 8 of administration; c lactation period 

Urination [ frequency/30sec 1 
Defecation [企'equency/30sec1 

Except the above findings， there were no changes in all anirnals; Cage-side observation (posture， locomotor， vocalization， tremor， convulsion)， 
Observations made while handling (behaviorwhile removing企'omcage，handling behavior， heart beats， body temperature，ぬれskincolor/mucous 
間曲ranes，lac由mtion，exophthalmos， pupillary size， salivation)， and Open-field observations (posture， exploration， pilo悶 ction，palpebral opening， 
tremoζconvulsion， resp回toryrate， gait， stereotypy， bizarre behavior， straub tail， grooming， vocalization， touch response， withdrawal refle九pinnareflex). 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix 6・1・3.Detailed clinical observations offemale rats 

。N100mg/kg 
Open-field observations 

MaleNo. Urination Defecation 

Pre a T8 b T15 T24 T30 T36 T42 T49 L Pre a T8 b T15 T24 T30 T36 T42 T49 L 

F03025 。。。。。。 。 。。。。。。 。
F03026 。I 。。。。 。 。。。。。。 。
F03027 。。。。。。 。 。。。。。。 。
F03028 。。。。。。 。 。。。。。。 。
F03029 。。。。。。 。 。。。。。。 。
F03030 。。。。。。 。 。。。。。。 。
F03031 。。。。。。 。 。。。。。。 。
F03032 。。。。。。 。 。。。。。。 。
F03033 。。。。。。 。 。。。。。。 。
F03034 。。。。。。。o Not copulated 。。。。。。。o Not copulated 
F03035 。。。。。。 。 。。。。。。 。
F03036 。。。。。。 。。。。。。 。
Total scor官 。 。。。。。。 。。。。。。。。。
(N) (12) (12) (12) (12) (12) (12) (1) (1) (11) (12) (12) (12) (12) (12) (12) (1) (1) (11) 

a pre-administration; b day 8 ofadministration; c lactation period 

U出lation[frequency/30sec 1 
Defe唱ation[ frequency/30sec 1 

Except the above findings， there were no changes in all animals;白ge-sideobservation (posture， locomotor， vocaIization， tremor， convulsion)， 
Observations made while handling (behaviorwhile removing由。mcage，handling behavior， heart beats， body temperature， fur， skin color/mucous 
membranes， lacrimation， exophthalmos， pupillary size， salivation)， and Open-field observations (posture， exploration， piloerection， palpebral opening， 
tremor， convulsion， respiratory rate， gait， stereotypy， bizarre behavior， straub tail， grooming， vocalization， touch response， withdrawal reflex， pinna reflex). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix ふ1・4.Detai1ed clinical observations offemale rats 

CPN3∞時Ikg

句en品 Idobservations 

MaleNo. Urination Defecation 

Pre a T8 b Tl5 T24 T30 T36 T42 T49 L Pre a T8 b Tl5 T24 T30 T36 T42 T49 L 

F例037 。。。。。。 # 。。。。。。 # 

F似038 。。。。。。 。 。。。。。。 。
F例039 。。。。。。 。 。。。。。。 。
F04似O 。。。。。。 。 。。。。。。 。
F04041 。。。。。。 。 。。。。。。 。
F04042 。。。。。。 。。。。。。 。
F04043 。。。。。。 。。。。。。 。
F04例4 。。。。。。 。 。。。。。。 。
F04045 。。。。。。 。。。。。。 。
F04ω6 。。。。 。 。。。。。。 。
F04047 。。。。。。 。 。。。。。。 。
F04048 。。。。。。 。 。。。。。。 。
Totalscore 。。。。 3 。。。。。。 。
(N) (12) (12) (12) (12) (12) (12) (0) (0) (11) (12) (12) (12) (12) (12) (12) (0) (0) (11) 

a pre-administration; b day 8 of adn歯listration;C lactation period 

U出lation[frequency/30sec 1 
Defecation [frequency/30sec 1 
# Totallitter loss on day Ooflactation 

Except the above findings， there were no changes in all animals;白ge-sideobservation (posture， locomotor， vocaIization， tremor， convulsion)， 
Observations made while handling (behavior while removing合omcage，handling behavior， heart beats， body temperature， fur， skin color/mucous 
間 mbranes，lacrimation， exophthalmos， pupi11ary size， salivation)， and句en-fieldobservations (posωre， exploration， piloerection， palpebral opening， 
tremor， convulsion， respiratory rate， gait， st日間otypy，bizarre behavior， straub tail， grooming， vocaIization， touch response， withdrawal reflex， pinna児島x).
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 6・2・1.Detai1ed clinical observations offemale rats， satellite group 

Control (vehicle: com oil) 

Open-field observations 

FemaleNo. Urination Defecation 

Pre a T8 b Tl5 T24 T30 T36 T42 R7 c R14 Pre T8 Tl5 T24 T30 T36 T42 R7 c R14 

F05049 。。。。。。。 。。。。。。。
F05050 。。。。。。。 。。。。。。。
F05051 。。。。。。。 。。。。。。。
F05052 。。。。。。。 。。。。。。。
F05053 。。。。。。。 。。。。。。。
F05054 。。。。。。。。。 。。。。。。。。。
F05055 。。。。。。。。。 。。。。。。。。。
F05056 。。。。。。。 。 。。。。。。。。。
F05057 。。。。。。。。 。。。。。。。。。
F05058 。。。。。。。。。 。。。。。。。。。
Total score 。。。。。。。 。。。。。。。。。
。。 (10) (10) (10) (10) (10) (10) (10) (5) (5) (10) (10) (10) (10) (10) (10) (10) (5) (5) 

a pre-adn世lIstration;b day 8 ofadministration; c day 70frecovery 

Urination [企equency/30sec]

Defecation [企'equency/30sec]

Except the above findings， there were no changes in all animals; Cage-side observation (posture， locornotor， voca1ization， tremor， convulsion)， 
Observations made while handling (behavior while removing from cage， handling behavior， heart beats， body temperature， fur， skin color/mucous 
membranes， lacrimation， exophthalmos， pupillary size， salivation)， and Open-field observations (posture， exploration， piloerection， palpebral 
opening， trernor， convulsion， respiratory rate， bizarre behavior， straub tail， grooming， voca1ization， touch response， pinna reflex). 

148 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 6-2・2.Detai1ed c1inical observations of female rats， satellite group 

白N3∞時Ikg

Open-field 'Observati'Ons 

FemaleN'O. Urinati'On Defecati'On 

Pre a T8 b T15 T24 T30 T36 T42 R7 c R14 Pre T8 T15 T24 T30 T36 T42 R7 R14 

FOω56 。。。。。。。 。。。。。。。
F06057 。。。。。。。 。。。。。。。
F06058 。。。。。。。 。。。。。。。
F06059 。。。。。。。 。。。。。。。
F06060 。。。。。。。 。。。。。。。
F06061 。。。。。。。。。 。。。。。。。。。
F06062 。。。。。。。。。 。。。。。。。。。
F06063 。。。。。。 。 。。。。。。。。。
F06悩4 。。。。。。。。。 。。。。。。。。。
F06065 。。。。。。。。。 。。。。。。。。。
T'Otalsc'Ore 。。。。。。 。 。。。。。。。。。
別) (10) (10) (10) (10) (10) (10) (10) (5) (5) (10) (10) (10) (10) (10) (10) (10) (5) (5) 

pre-ad口百listrati'On;b day 8 'Ofadministrati'On; c day 7 'Ofrec'Overy 

Urinati'On [frequency/30sec 1 

Defecati'On [frequency/30sec 1 

Except the ab'Ove findings， there were n'O changes in all anirnals; Cage-side 'Observati'On (p'Osture， l'Oc'Om'Ot'Or， v'Oca1izati'On， treπlOr， c'Onvu1si'On)， 
Observati'Ons made while handling (behavior whi1e rem'Oving企omcage，handling behavi'Or， heart beats， b'Ody temperature， fur， skin c'Olor/rnuc'Ous 

membranes，lac由nati'On，exophthalmos， pupi11ary size， salivati'On)， and句en-field'Observati'Ons (p'Osture， expl'Orati'On， pi1'Oerecti'On， palpebral 

'Opening， tremor， c'Onvulsi'On， respirat'Ory rate， bizarre behavi'Or， straub tai1， gro'Oming， v'Ocal四 ti'On，t'Ouch resp'Onse， pinna ref1ex). 

149 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix 7・1・1.Body weights of male rats 

Control (vehicle:∞moil) 
MaleNo. Days ofadministration 

4 7 14 21 28 35 42 

MOI00l 399.3 409.9 427.0 447.5 468.6 509.0 537.1 539.1 

MOI002 423.1 431.4 445.7 468.4 491.1 519.9 544.5 552.5 

MOI003 403.0 406.7 425.7 446.8 472.3 490.0 502.3 521.9 

MOI004 409.1 426.3 449.3 470.5 493.0 511.9 530.1 540.8 

MOI005 393.4 408.5 423.5 452.2 473.7 493.7 515.0 518.7 

MOI006 413.7 417.1 433.1 458.4 Sacrifi∞d on day 18 of administration 
MOI007 412.4 424.7 425.5 443.2 465.4 487.0 514.2 526.6 

MOI008 368.7 385.4 397.2 427.2 433.1 472.0 485.6 501.9 

MOI009 410.0 418.5 427.5 443.1 459.3 485.7 503.5 527.8 

MOI010 422.9 427.9 441.2 460.4 475.9 493.9 514.1 540.1 

MOI011 422.9 441.2 452.2 482.1 506.3 531.9 536.9 553.0 

MOI012 386.8 399.3 411.5 437.7 462.4 481.1 496.4 513.4 

Number ofmales 12 12 12 12 11 11 11 11 

Mean 405.4 416.4 430.0 453.1 472.8 497.8 516.3 530.5 

S.D. 16.4 15.4 15.8 15.5 19.5 18.1 18.8 16.2 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 7-1-2. Body weights ofmale rats 

CPN 30mglkg 

MaleNo. Days of administration 

4 7 14 21 28 35 42 

M02013 394.8 408.8 421.2 427.1 456.7 477.8 492.0 500.1 

M02014 395.0 410.3 417.5 442.0 464.9 487.1 500.3 507.9 

M02015 399.8 404.8 414.5 433.4 444.5 475.1 493.4 502.5 

M02016 417.4 422.5 432.2 452.1 474.0 498.3 518.7 524.9 

M02017 411.4 427.6 435.5 455.5 476.1 490.7 511.6 520.9 

M02018 410.1 411.8 425.2 443.5 474.1 494.0 507.0 523.6 

M02019 394.4 408.5 416.3 449.2 453.3 482.4 506.5 530.1 

M02020 425.6 449.1 461.4 488.8 525.8 552.6 584.7 602.8 

M02021 378.9 382.6 391.2 410.0 426.4 436.2 438.5 449.8 

M02022 425.4 432.9 438.0 456.4 472.4 507.1 527.2 541.2 

M02023 387.3 401.9 418.5 438.8 460.6 484.3 500.3 519.7 

M02024 408.3 427.9 444.2 469.7 480.4 518.6 548.9 578.2 

Number of males 12 12 12 12 12 12 12 12 

Mean 404.0 415.7 426.3 447.2 467.4 492.0 510.8 525.1 

S.D. 14.8 17.3 17.7 20.2 24.0 27.7 34.9 38.5 

Signifiωnce NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN DU 

NS: Not significantly difDぽ叩tfrom the control group. 

AN: Analysis by variance (one-way layout). 

DU: Analysis by Dunnett's test. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 7・1・3.Body weights ofmale rats 

CPN 100 mgk:g 

Ma1eNo. Days of administration 

4 7 14 21 28 35 42 

M03025 427.4 435.9 445.6 469.6 492.3 515.4 533.5 545.3 

M03026 400.9 413.1 430.2 453.0 460.5 479.5 497.9 505.0 

M03027 374.8 385.2 391.8 416.9 378.3 410.5 434.6 442.0 

M03028 400.8 421.2 437.9 467.7 477.4 500.0 519.4 528.9 

M03029 417.2 441.7 458.0 486.5 508.7 534.4 549.3 566.1 

M03030 403.6 418.4 434.7 460.3 473.8 494.1 514.5 531.0 

M03031 418.7 431.7 439.4 466.8 489.2 519.4 541.8 557.0 

M03032 414.1 431.1 445.8 470.4 494.2 518.3 547.8 574.2 

M03033 392.7 403.4 416.6 444.7 455.3 475.8 492.4 508.2 

M03034 384.0 390.2 403.4 432.5 432.5 454.4 483.9 506.6 

M03035 389.0 404.4 411.2 432.2 436.3 457.3 468.0 474.0 

M03036 401.0 409.5 417.2 436.6 438.3 460.6 484.4 495.4 

Numbぽ ofmales 12 12 12 12 12 12 12 12 

M回n 402.0 415.5 427.7 453.1 461.4 485.0 505.6 519.5 

S.D. 15.5 17.9 19.6 20.6 36.2 35.6 35.2 38.9 

Signific佃 ce NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN DU 

NS: Not significantly difuぽ'ent仕omthe control group. 

AN: Analysis by variance (one-way layout). 

DU: Analysis by Dunnett's test. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 7-1・4.Body weights of male rats 

CPN 300 mglkg 

MaleNo. Days of administration 

4 7 14 21 28 35 42 

M04037 403.8 411.2 418.5 443.9 460.2 476.4 486.7 489.3 

M04038 400.7 409.5 413.7 425.0 436.1 460.5 472.8 484.5 

M04039 412.9 413.7 419.8 423.5 440.1 450.0 458.1 461.4 

M04040 406.7 421.0 426.4 440.5 456.4 475.1 490.1 493.1 

M04041 418.2 413.9 414.5 427.3 433.1 452.9 460.2 469.0 

M04042 410.4 416.8 427.4 436.1 450.3 469.9 484.3 493.0 

M04043 386.6 394.9 394.5 402.8 413.4 422.5 435.1 447.9 

M04044 419.8 435.4 445.8 469.4 465.1 487.8 513.6 527.5 

M04045 435.4 452.4 465.3 486.8 496.4 517.8 530.2 543.6 

M04046 396.6 416.9 422.7 445.6 461.8 477.5 498.3 507.8 

M04047 376.0 379.8 378.5 393.6 414.0 434.8 445.7 466.4 

M04048 413.6 424.7 433.5 462.7 484.5 511.4 529.0 536.5 

Numbぽ ofmales 12 12 12 12 12 12 12 12 

Mean 406.7 415.9 421.7 438.1 451.0 469.7 483.7 493.3 

S.D. 15.7 18.2 22.2 26.6 25.3 28.1 30.9 30.5 

Signifiωnce NS NS NS NS NS NS NS * 

Statistical method AN AN AN AN AN AN AN DU 

Signifiωntly different企omthe control group (*: P<0.05， **: P<O.OI). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

DU: Analysis by Dunnett's test. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 7-2圃1.Body weights of male rats at the recovery period 

Control (vehicle: com oil) 

Male No. Days ofr氏:overy

7 14 

MOI008 500.2 507.9 514.8 

MOI009 519.2 529.0 529.8 

MOI0I0 536.6 544.0 548.2 

MOI0ll 553.8 563.7 572.9 

MOI012 518.0 534.4 540.4 

Number ofmales 5 5 5 

Mean 525.6 535.8 541.2 

S.D. 20.4 20.4 21.7 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 7・2・2.Body weights of male rats at the recovery period 

CPN 300mgkg 

MaleNo. Days ofrωovery 

7 14 

M04044 527.3 561.4 580.4 

M04045 540.8 566.5 590.3 

M04046 511.6 519.5 541.5 

M04047 474.0 491.6 518.5 

M04048 538.9 554.5 569.9 

Number ofma1es 5 5 5 

Me渇n 518.5 538.7 560.1 

S.D. 27.5 32.1 29.6 

Significance NS NS NS 

Stほistica1method TT TT TT 

NS: Not significantly different仕omthe contro1 group. 

TT: Analysis by Student's t-test. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 8-1-1. Body weights of female rats 

Control (vehide:∞moil) 
Fema1e No. Days of administration 

4 7 14 21 28 35 42 49 

FOI00l 239.0 253.9 256.6 264.5 

FOI002 231.9 237.4 234.7 248.7 

FOI003 257.6 269.7 264.2 280.5 

FOI004 273.9 278.4 278.3 294.2 

FOI005 246.9 256.1 26Q.4 264.9 

FOI006 235.9 244.1 242.1 263.1 

FOI007 243.1 245.4 257.2 276.7 

FOI008 244.7 248.9 251.0 263.1 

FOI009 234.8 236.1 242.5 252.2 

FOI0I0 253.4 264.0 263.8 287.4 

FOI0ll 229.8 231.5 236.5 226.2 

FOI012 230.5 238.3 236.2 249.4 

NumberoH田 lales 12 12 12 12 

M関n 243.5 250.3 252.0 264.2 

S.D. 13.1 14.6 13.7 18.9 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix 8-1-2. Body weights offemale rats 

CPN 30mglkg 

FemaleNo. Days of administration 

4 7 14 21 28 35 42 49 

F02013 237.9 239.9 244.5 253.6 

F02014 229.6 238.6 241.9 254.8 

F02015 248.7 257.3 257.7 274.9 

F02016 234.3 239.8 240.3 241.9 

F02017 260.7 269.2 270.1 277.3 

F02018 261.6 273.4 274.4 298.3 

F02019 230.7 232.0 228.9 241.2 

F02020 237.8 235.0 255.7 256.1 

F02021 240.9 246.1 248.2 258.8 

F02022 236.0 244.6 256.9 259.4 

F02023 246.5 251.6 250.9 268.3 

F02024 231.7 233.9 235.5 250.3 

NumberoH四lales 12 12 12 12 

M伺 n 241.4 246.8 250.4 261.2 

S.D. 10.9 13.6 13.4 16.2 

Sign泊ωnce NS NS NS NS 

Statistical method AN AN AN AN 

NS: Not significant1y different from the control group. 

AN: Analysis by variance (one回waylayout). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 8・1・3.Body weights offemale rats 

CPN 100 mglkg 

FemaleNo. Days ofadministration 

4 7 14 21 28 35 42 49 

F03025 245.6 255.7 253.0 278.7 

F03026 250.8 258.8 255.3 273.9 

F03027 258.0 268.7 268.0 281.1 

F03028 233.8 236.3 243.4 250.2 

F03029 247.9 246.9 247.5 260.9 

F03030 238.2 249.3 251.4 256.3 

F03031 258.8 259.8 272.4 288.4 

F03032 232.6 235.0 233.8 246.5 

F03033 235.1 245.7 252.0 260.9 

F03034 233.6 24u.4 236.1 247.6 282.8 311.5 294.9 295.0 307.5 

F03035 242.4 249.9 247.4 263.6 

F03036 249.9 259.8 265.4 282.7 

Number of females 12 12 12 12 

Mean 243.9 250.5 252.1 265.9 

S.D. 9.4 10.4 11.9 14.6 

Signifiωnce NS NS NS NS 

Statistical method AN AN AN AN NA NA NA NA NA 

NS: Not significantly different from the ∞ntrol group. 
AN: Analysis by variance (one-way layout). 

NA: Not analyzed. 

158 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 8-1-4. Body weights of female rats 

CPN 300 mglkg 

Fernale No. Days of administration 

4 7 14 21 28 35 42 49 

F04037 226.6 225.4 236.9 250.8 

F04038 244.8 246.9 239.3 254.8 

F04039 232.2 246.9 247.0 254.1 

F04040 244.5 240.7 255.8 267.5 

F04041 253.9 261.7 268.5 279.3 

F04042 255.4 257.6 262.8 258.9 

F04043 251.8 254.9 253.1 259.4 

F04044 239.1 240.9 237.1 238.5 

F04045 251.5 266.5 273.2 285.2 

F04046 237.5 248.0 249.0 256.0 

F04047 255.0 264.5 265.2 268.7 

F04048 235.7 236.4 248.8 259.4 

Numberoffc四lales 12 12 12 12 

M伺n 244.0 249.2 253.1 261.1 

S.D. 9.7 12.3 12.3 12.6 

Signifiωn∞ NS NS NS NS 

Statistical method AN AN AN AN 

NS: Not significantly diffc町四t企omthe control group. 

AN: Analysis by variance (one-way layout). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 8・2・1.Body weights of female rats， satellite group 

Control (vehicle:∞moil) 
FemaleNo. Oays of administration 

4 7 14 21 28 35 42 

F05049 258.1 268.2 266.9 270.3 284.5 295.0 300.3 307.3 

F05050 253.0 258.0 254.0 268.8 277.5 285.7 283.1 299.3 

F05051 236.9 255.4 256.4 272.3 274.9 289.1 303.0 310.8 

F05052 227.7 246.9 245.5 257.5 252.6 270.2 280.2 283.9 

F05053 236.9 244.3 238.8 249.9 259.8 260.3 265.8 271.2 

F05054 262.1 274.7 276.9 290.0 311.5 321.4 327.4 331.8 

F05055 219.6 228.1 226.3 229.6 227.4 240.3 250.1 252.1 

F05056 241.8 260.1 263.6 275.2 280.7 291.1 301.7 306.4 

F05057 225.4 229.1 228.1 242.4 252.7 255.4 261.8 275.0 

F05058 25u.4 258.4 266.9 274.6 288.2 292.8 294.7 303.6 

Numberofs即 mles 10 10 10 10 10 10 10 10 

Mean 241.2 252.3 252.3 263.1 271.0 280.1 286.8 294.1 

s.O. 14.5 15.3 17.2 18.0 23.5 23.6 23.2 23.3 

160 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 8-2-2. Body weights of female rats， satellite group 

CPN 300 mglkg 

FemaleNo. Days of administration 

4 7 14 21 28 35 42 

F06056 229.7 242.2 244.1 243.6 258.2 266.3 265.9 262.0 

F06057 245.0 253.4 256.2 256.9 269.3 282.4 287.1 280.5 

F06058 252.4 261.3 241.7 246.3 256.0 277.5 286.9 300.6 

F06059 243.6 253.9 258.0 261.1 273.8 277.6 283.9 285.6 

F06060 240.4 243.5 252.0 263.4 274.7 274.4 284.7 289.9 

F06061 235.8 233.8 240.6 250.6 255.2 260.9 271.8 278.5 

F06062 243.1 248.0 257.6 262.8 284.1 293.3 288.3 306.2 

F06063 221.2 227.9 218.9 230.2 236.5 245.5 250.6 252.5 

F06064 257.1 266.8 266.4 269.4 280.1 289.6 288.2 299.6 

F06065 245.9 247.8 257.8 253.8 264.4 270.3 270.9 278.0 

Number offi田 lales 10 10 10 10 10 10 10 10 

Mean 241.4 247.9 249.3 253.8 265.2 273.8 277.8 283.3 

S.D. 10.5 11.8 13.5 11.6 14.2 14.0 12.6 17.0 

Signi自白nce NS NS NS NS NS NS NS NS 

Statistical method TT TT TT TT TT TT TT TT 

NS: Not signifiωntly different仕omthe control group. 

TT: Analysis by Student's t-test. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis回 tionin rats 

Appendix 8・3-1.Body weights of female rats at the recovery period 

Control (vehicle: com oil) 

FemaleNo. Days ofrecovery 

7 14 
F05054 339.6 346.4 351.3 
F05055 255.7 255.6 267.2 

F05056 313.4 311.6 320.0 
F05057 271.9 288.3 286.0 
F05058 301.2 302.7 297.6 

Number of females 5 5 5 

Mean 296.4 300.9 304.4 

S.D. 33.3 33.2 32.4 

162 

試験番号R-15-005



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 8-3・2.Body weights offemale rats at the recovery period 

CPN 300 mglkg 

FemaleNo. Days ofrωovery 

7 14 

F06061 276.8 278.3 288.3 

F06062 306.4 306.8 316.5 

F06063 259.9 267.0 262.5 

F06064 303.1 308.4 316.8 

F06065 272.0 282.0 285.9 

Numberoffi四lales 5 5 5 

Mean 283.6 288.5 294.0 

S.D. 20.3 18.3 23.0 

Signifiωnce NS NS NS 

Statistical method TT TT TT 

NS: Not signifiωntly diffiぽ'ent合omthe control group. 

TT: Analysis by Student's t-test. 
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Combined repeat dose and rl叩roductive/developmentaltoxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 9・1.Body weights of dams during pregnancy 

Control (vehicle: com oil) 

DamNo. Days ofpregnancy 。 7 14 20 26 

FOI00l 274.1 314.1 344.6 418.1 

FOI002 257.4 298.5 345.7 421.8 

FOI003 305.4 347.7 392.1 490.3 

FOI004 302.0 345.2 386.6 478.5 

FOI005 281.6 328.3 383.5 481.4 

FOI006 275.5 299.6 327.9 405.2 

FOI007 272.2 307.8 344.2 428.8 

FOI008 280.3 314.4 351.2 435.3 

FOI009 256.2 296.9 330.2 414.1 

F01010 307.5 347.5 389.8 475.2 

FOI0ll 241.3 277.6 312.8 382.1 

FOI012 253.6 289.3 321.2 409.4 

Number of dams 12 12 12 12 

Mωn 275.6 313.9 352.5 436.7 

S.D. 21.4 23.6 28.5 35.6 
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Combined repeat dose and reproductive/developmental toxicity screening test ofCyclopentanone by oral administration in rats 

Appendix 9-2. Body weights of dams during pregnancy 

CPN 30 mglkg 

DamNo. Days ofpregnancy 。 7 14 20 26 

F02013 252.3 291.6 333.1 411.5 

F02014 259.8 294.5 332.9 418.8 

F02015 290.9 332.1 370.7 448.0 

F02016 253.5 290.3 323.5 404.8 

F02017 286.9 322.4 357.3 442.1 

F02018 300.6 347.3 389.7 481.0 

F02019 258.5 292.4 323.7 417.8 

F02020 265.7 297.8 346.8 443.3 

F02021 264.4 305.3 340.9 420.7 

F02022 261.0 295.0 326.3 404.8 

F02023 〉 271.3 > 304.5 > 312.7 > 331.0 > 337.8 

F02024 270.6 300.8 342.3 432.0 

Number of dams 11 11 11 11 

Mean 269.5 306.3 344.3 429.5 

S.D. 16.2 19.1 20.9 22.9 

Significance NS NS NS NS 

Statistica1 method AN AN AN AN NA 

>: Exc1uded仕omanalysis (not pre，伊ant)

NS: Not si伊ifiωntlydifferent合omthe control group. 

AN: Analysis by variance(one-way layout). 

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix 9-3. Body weights of dams during pregnancy 

CPN 100 mglkg 

DamNo. Days ofpregnancy 。 7 14 20 26 

F03025 279.4 319.5 364.7 447.1 

F03026 292.4 318.8 355.7 436.7 

F03027 289.7 322.1 351.3 446.2 

F03028 258.8 281.7 313.5 389.1 

F03029 269.0 302.1 342.8 423.6 

F03030 271.4 298.5 345.2 433.9 

F03031 286.1 331.6 377.2 452.3 

F03032 260.6 300.5 334.8 412.1 

F03033 254.4 291.7 322.0 402.3 

F03035 269.2 316.5 348.8 419.6 

F03036 283.6 328.1 367.6 454.4 

Number of dams 11 11 11 11 

M悶 1 274.1 310.1 347.6 428.8 

S.D. 13.0 16.0 19.1 21.5 

Signifiωn∞ NS NS NS NS 
Statistical method AN AN AN AN 

NS: N ot significant1y different from the control group. 

AN: Analysis by variance (one-way layout). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis回 tionin rats 

Appendix 9・4.Body weights of dams during pregnancy 

CPN 300mgkg 

DamNo. Days ofpregnancy 。 7 14 20 26 

F04037 251.4 294.7 322.0 414.3 

F04038 262.8 306.9 346.5 428.4 

F04039 252.8 299.1 343.8 420.4 

F04040 267.1 295.8 335.3 418.2 

F04041 288.4 327.9 378.3 459.1 

F04042 277.7 308.0 346.3 430.1 

F04043 274.6 308.1 348.2 430.4 

F04044 245.3 288.9 327.6 403.3 

F04045 287.5 325.0 362.8 448.7 

F04046 260.1 307.7 351.9 428.8 

F04047 289.6 325.0 364.9 468.4 

F04048 262.7 287.2 326.1 398.7 

Number of dams 12 12 12 12 

Mean 268.3 306.2 346.1 429.1 

S.D. 15.2 13.9 16.9 21.0 

Signifi<ωnce NS NS NS NS 

Statistical method AN AN AN AN 

NS: Not significantly difuぽ阻tfrom the control group. 

AN: Analysis by variance (one-way layout). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 10-1. Body weights of dams during lactation 

Contro1 (vehicIe: corn oiI) 

DamNo. Days ofIactation 。 4 

F01001 320.8 328.3 

F01002 340.8 343.2 

F01003 366.6 396.7 

FOI004 386.6 391.8 

FOI005 360.7 364.3 

F01006 336.4 322.8 

FOI007 303.5 335.0 

F01008 317.0 355.8 

F01009 328.4 329.7 

FOI0I0 389.1 385.1 

FOI0ll 310.8 305.9 

FOI012 311.3 341.7 

Number of dams 12 12 

Mean 339.3 350.0 

S.D. 29.8 29.1 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 10・2.Body weights of dams during lactation 

CPN 30mglkg 

DamNo. Days oflactation 。 4 

F02013 311.0 317.6 

F02014 310.8 321.2 

F02015 359.1 364.6 

F02016 298.4 319.5 

F02017 283.8 328.0 

F02018 374.6 396.9 

F02019 297.6 330.3 

F02020 327.1 337.3 

F02021 307.3 327.5 

F02022 351.1 322.7 

F02024 321.5 341.6 

Number of dams 11 11 

Mean 322.0 337.0 

S.D. 28.4 23.9 

Significan∞ NS NS 

Statistical method AN AN 

NS: Not signifiωntly diftiぽentfrom the control group. 

AN: Analysis by variance (one-way layout). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 10・3.Body weights of dams during lactation 

CPN 100 mglkg 

DamNo. Days oflactation 。 4 

F03025 324.7 327.4 

F03026 331.8 356.5 

F03027 341.3 368.5 

F03028 265.1 T otallitter loss on day 1 oflactation 

F03029 342.9 345.8 

F03030 338.5 342.6 

F03031 390.5 374.4 

F03032 317.5 346.8 

F03033 301.5 329.0 

F03035 354.9 347.7 

F03036 388.2 378.5 

Numbぽ ofdams 11 10 

Mean 336.1 351.7 

S.D. 35.8 17.6 

Sign出ωnce NS NS 

Statistical method AN AN 

NS: N ot significantly diffl町田t仕omthe control group. 

AN: Analysis by variance (one-way layout). 
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Combined repeat dose and reproductive/deve1opmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 10・4.Body weights of dams during lactation 

CPN 300 mglkg 

DamNo. Days oflactation 。 4 

F04037 266.6 T otallitter loss on day 0 of lactation 

F04038 351.0 348.1 

F04039 323.3 346.5 

F04040 303.3 324.9 

F04041 373.2 354.5 

F04042 322.6 343.5 

F04043 339.2 335.6 

F04044 325.2 339.6 

F04045 353.7 317.7 

F04046 339.1 362.7 

F04047 340.2 353.9 

F04048 314.7 312.2 

Number of dams 12 11 

Mean 329.3 339.9 

S.D. 27.3 16.0 

Signifiωn∞ NS NS 

Statistical method AN AN 

NS: Not significantly di庄町ent合omthe control group. 

AN: Analysis bγvariance (one-way layo唱t).
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis回 tionin rats 

Appendix 11・I・1.Food consumption ofmale rats 

Control (vehicle: com oil) 

MaleNo. Days of administration 

7 14 29 35 41 

MOI00l 23.2 25.7 21.9 27.0 27.7 18.9 

MOI002 23.6 22.3 23.1 25.6 23.3 23.8 

MOI003 23.3 22.6 19.8 25.1 23.3 21.4 

MOI004 29.7 26.6 24.6 27.9 27.0 27.4 

MOI005 29.1 25.8 20.9 25.0 25.2 25.7 

MOI006 22.2 24.6 21.1 saσificed on day 18 of administration 

MOI007 23.7 23.3 22.1 26.0 22.5 23.1 

MOI008 22.3 21.3 19.6 24.5 21.3 22.2 

MOI009 27.5 24.3 23.5 29.4 25.6 30.0 

MOI0I0 31.8 27.8 26.3 26.3 30.3 27.5 

M01011 26.4 24.8 23.4 22.9 24.2 21.6 

MOI012 24.5 23.2 23.0 21.7 22.4 20.5 

Numb町 ofmales 12 12 12 11 11 11 

Mean 25.6 24.4 22.4 25.6 24.8 23.8 

S.D. 3.2 1.9 2.0 2.2 2.7 3.4 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 11・I・2.Food consumption of male rats 

CPN 30mglkg 

MaleNo. Days of administration 

7 14 29 35 41 

M02013 25.2 22.9 22.0 27.1 24.9 22.0 

M02014 28.0 24.9 26.2 28.2 27.7 25.5 

M02015 25.0 22.9 21.6 25.2 26.4 21.6 

M02016 28.1 21.0 19.7 23.6 24.4 23.4 

M02017 27.6 22.0 22.6 27.3 26.4 26.5 

M02018 26.0 23.3 24.3 27.7 24.7 25.8 

M02019 22.2 23.5 24.4 27.2 26.6 26.2 

M02020 28.2 27.4 28.0 32.3 29.8 30.9 

M02021 24.8 19.2 19.5 20.0 19.7 20.9 

M02022 29.0 24.5 25.3 29.5 25.3 25.2 

M02023 27.8 25.1 24.4 25.0 24.6 24.3 

M02024 31.5 25.3 22.1 28.1 27.6 25.6 

Number ofmales 12 12 12 12 12 12 

Mean 27.0 23.5 23.3 26.8 25.7 24.8 

S.D. 2.4 2.2 2.6 3.1 2.5 2.7 

Significance NS NS NS NS NS NS 

Statistica1 method AN AN AN AN DU DU 

NS: Not significantly different合omthe control group. 

AN: Analysis by variance (one-way layout). 

DU: Analysis by Dunnett's test. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis回 tionin rats 

Appendix 11・I・3.Food consumption ofmale rats 

CPN 100 mglkg 

MaleNo. Days of administration 

7 14 29 35 41 

M03025 25.7 24.8 23.1 23.6 24.6 24.9 

M03026 23.5 23.2 25.3 26.4 21.4 22.1 

M03027 25.3 21.9 20.7 25.5 23.1 23.8 

M03028 28.9 30.1 22.9 26.5 25.2 27.2 

M03029 34.8 32.6 28.2 28.8 26.2 32.4 

M03030 26.8 27.4 22.8 25.6 25.0 28.2 

M03031 28.6 27.2 28.0 27.8 25.9 26.9 

M03032 24.9 26.0 20.6 26.2 25.8 27.8 

M03033 23.5 23.6 22.6 24.5 22.7 24.8 

M03034 25.6 26.3 25.3 27.6 23.7 29.9 

M03035 27.6 27.6 20.1 19.2 21.0 22.0 

M03036 29.5 23.9 22.5 24.5 25.7 23.5 

Numbぽ ofmales 12 12 12 12 12 12 

Mean 27.1 26.2 23.5 25.5 24.2 26.1 

S.D. 3.1 3.0 2.7 2.5 1.8 3.2 

Significance NS NS NS NS NS NS 

Statistica1 method AN AN AN AN DU DU 

NS: Not signifiωntly different仕omthe control group. 

AN: Analysis by variance (one-way layout). 

DU: Analysis by Dunnett's test. 
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Combined repeat dose and r，叩roductive/developmentaltoxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 11-1-4. Food consumption ofmale rats 

CPN 300 mglkg 

Male No. Days of administration 

7 14 29 35 41 

M04037 26.0 21.3 20.8 23.6 20.5 21.3 

M04038 26.8 30.4 25.4 27.3 24.1 25.4 

M04039 26.4 23.1 18.2 21.9 21.2 21.6 

M04040 25.8 24.3 21.1 24.4 23.1 20.1 

M04041 22.5 21.9 18.9 23.1 20.7 25.9 

M04042 23.8 25.0 20.8 23.2 18.7 19.4 

M04043 21.9 19.1 17.0 21.6 18.3 20.8 

M04044 27.6 24.8 22.6 24.4 23.3 24.2 

M04045 28.0 26.0 23.2 23.2 25.9 22.7 

M04046 22.5 25.2 22.9 25.9 19.2 24.6 

M04047 21.5 22.5 21.7 23.8 27.4 22.5 

M04048 23.9 25.7 22.2 27.2 27.8 24.3 

Number ofmales 12 12 12 12 12 12 

Mean 24.7 24.1 21.2 24.1 22.5 22.7 

S.D. 2.3 2.9 2.3 1.8 3.3 2.1 

Significance NS NS NS NS NS NS 

Statistical method AN AN AN AN DU DU 

NS: Not significantly different 企omthe control group. 

AN: Analysis by variance (one-way layout). 

DU: Analysis by Dunnett's test. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 11-2-1. Food consumption of male rats at the recovery period 

Control (vehicle: com oil) 

MaleNo. Days ofr，∞ov釘y

6 12 

MOI008 25.6 27.2 

MOI009 29.2 30.2 

MOI0I0 31.9 33.5 

MOI0ll 30.4 27.2 

M01012 31.9 29.9 

Number ofmales 5 5 

Mean 29.8 29.6 

S.D. 2.6 2.6 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 11-2-2. Food consumption of male rats at the recovery period 

CPN 300 mglkg 

MaleNo. Days ofrecovery 

6 12 

M04044 32.7 34.6 

M04045 31.4 31.8 

M04046 29.5 31.3 

M04047 30.3 30.9 

M04048 28.9 32.7 

Number ofmales 5 5 

M切n 30.6 32.3 

S.D. 1.5 1.5 

Signifiωn∞ NS NS 

Statistical method TT TT 

NSヒNotsignifiωntly diff町田tfrom the control group. 

TT: Analysis by Student's t・test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 12-1-1. Food consumption offemale rats 

Control (vehicle: com oil) 

Fernale No. Days of administration 

7 14 29 35 41 48 

FOI00l 18.0 19.2 18.7 

FOI002 18.6 18.9 10.3 

FOI003 22.8 20.9 13.9 

FOI004 16.3 22.2 15.3 

FOI005 12.2 22.1 21.5 

FOI006 17.3 19.2 16.4 

FOI007 20.9 15.1 18.0 

FOI008 18.8 17.8 14.4 

FOI009 16.7 15.5 18.6 

FOI0I0 20.4 20.4 15.9 

FOI011 18.3 12.8 13.9 

FOI012 13.0 19.8 18.5 

Number ofti四 lales 12 12 12 

Mean 17.8 18.7 16.3 

S.D. 3.0 2.9 3.0 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix 12・1・2.Food consumption offemale rats 

CPN 30 mglkg 

Female No. Days of administration 

7 14 29 35 41 48 

F02013 17.3 11.9 18.0 

F02014 18.8 17.6 14.0 

F02015 19.2 22.5 14.1 

F02016 10.0 16.3 16.5 

F02017 16.3 20.7 17.0 

F02018 15.5 21.1 19.4 

F02019 21.9 17.4 12.9 

F02020 22.0 17.3 20.4 

F02021 15.0 20.2 18.8 

F02022 20.8 21.2 18.2 

F02023 21.7 19.3 13.9 

F02024 15.6 16.4 13.6 

Number offc即 lales 12 12 12 

M伺n 17.8 18.5 16.4 

S.D. 3.6 2.9 2.6 

Significan∞ NS NS NS 

Statistical method AN AN AN 

NS: Not significantly different仕omthe control group. 

AN: Analysis by variance (one-way layout). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 12・1-3.Food consumption offemale rats 

CPN 100 mglkg 

FemaleNo. Days of administration 

7 14 29 35 41 48 

F03025 14.5 20.5 21.3 

F03026 18.2 19.9 11.6 

F03027 20.0 22.4 12.6 

F03028 19.3 18.9 14.7 

F03029 19.3 12.5 17.2 

F03030 15.5 17.5 16.9 

F03031 20.7 16.8 18.1 

F03032 15.2 17.3 11.6 

F03033 20.7 17.8 18.4 

F03034 19.9 19.4 15.1 26.6 16.8 21.4 22.7 

F03035 19.4 (18.7) # 18.5 

F03036 20.2 (15.4) # 18.0 

Numbぽ offc四lales 12 10 12 

M伺n 18.6 18.3 16.2 

S.D. 2.2 2.7 3.1 

Signifiωnce NS NS NS 

Statistical method AN AN AN NA NA NA NA 

NS: Not significantly different from the controI group. 

AN: Analysis by variance (one-way layout). 

NA: Not analyzed. 

#: Refc釘encedata by a measurement e汀or

180 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 12・1・4.Food consumption offemale rats 

CPN 300 mglkg 

FemaleNo. Days of administration 

7 14 29 35 41 48 

F04037 18.5 14.5 17.5 

F04038 17.3 18.3 11.4 

F04039 16.8 18.9 13.7 

F04040 16.8 13.3 15.9 

F04041 21.7 14.3 16.8 

F04042 12.4 18.6 18.8 

F04043 21.8 17.4 9.8 

F04044 14.3 17.0 10.3 

F04045 18.7 21.3 21.2 

F04046 21.2 20.5 18.5 

F04047 13.2 19.6 17.6 

F04048 19.7 15.9 18.0 

Numberoffi即 lales 12 12 12 

Mean 17.7 17.5 15.8 

S.D. 3.2 2.5 3.7 

Significance NS NS NS-

Statistical method AN AN AN 

NS: Not significantly different仕'omthe control group. 

AN: Analysis by variance (one-way layout). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 12-2-1. Food consumption offemale rats， satellite group 

Control (vehicIe:∞m oil) 
FernaIeNo. Days of administration 

7 14 21 29 35 41 

F05049 16.7 22.7 18.3 16.9 17.3 21.6 18.6 

F05050 17.8 18.7 13.1 16.5 17.0 16.3 20.4 

F05051 20.9 18.5 18.9 18.5 20.0 21.4 18.5 

F05052 19.5 18.9 19.0 17.2 17.8 17.7 16.8 

F05053 11.8 19.6 16.5 12.1 14.0 16.9 15.0 

F05054 16.6 20.6 19.5 17.3 15.3 18.7 16.5 

F05055 14.7 14.7 16.5 15.5 16.7 15.9 15.7 

F05056 22.0 20.2 20.4 19.7 20.0 20.8 20.6 

F05057 19.7 18.2 14.9 16.9 17.7 15.0 19.9 

F05058 19.1 22.1 17.4 19.9 16.4 18.8 19.9 

Number offernales 10 10 10 10 10 10 10 

Mean 17.9 19.4 17.5 17.1 17.2 18.3 18.2 

S.D. 3.0 2.2 2.2 2.2 1.9 2.4 2.1 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 12-2-2. Food consumption offemale rats， satellite group 

CPN 300 mglkg 

Fema1eNo. Days of administration 

7 14 21 29 35 41 

F06056 13.5 17.8 16.8 14.7 15.3 17.1 13.2 

F06057 14.9 18.5 18.5 15.4 15.7 18.8 14.4 

F06058 14.6 17.6 15.0 17.6 17.8 14.0 18.8 

F06059 18.2 17.3 16.9 16.4 16.2 15.6 14.0 

F06060 18.2 14.7 16.2 18.6 19.7 13.1 17.5 

F06061 17.4 12.9 16.8 18.0 16.8 16.7 16.2 

F06062 17.8 18.1 15.8 18.3 14.5 14.5 21.2 

F06063 13.1 16.6 17.4 9.7 17.1 12.6 12.5 

F06064 13.0 18.7 19.3 13.1 13.7 18.3 17.6 

F06065 19.4 16.3 15.5 18.8 18.0 19.2 19.2 

Numberoffc田lales 10 10 10 10 10 10 10 

Mean 16.0 16.9 16.8 16.1 16.5 16.0 16.5 

S.D. 2.4 1.8 1.3 2.9 1.8 2.4 2.9 

Signifiωnω NS * NS NS NS * NS 

Statistica1 method TT TT TT TT TT TT TT 

Significantly different仕omthe control group (*: Pく0.05，**: Pく0.01).

NS: Not significantly different from the contro1 group. 

TT: Analysis by Student's t-test. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 12・3・1.Food consumption of female rats at the recovery period 

ControI (vehicIe: corn oiI) 

FemaIeNo. Days ofrevovery 

6 12 

F05054 23.5 23.7 

F05055 18.2 17.8 

F05056 19.3 21.5 

F05057 24.8 18.6 

F05058 17.2 20.1 

Number offi四lales 5 5 

M鈎n 20.6 20.3 

S.D. 3.4 2.4 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 12・3・2.Food consumption offemale rats at the recovery period 

CPN 300 mglkg 

FemaleNo. Days ofrecovぽy

6 12 

F06061 17.6 18.9 

F06062 23.2 18.8 

F06063 21.4 17.7 

F06064 23.6 24.2 

F06065 21.9 20.3 

Numbぽ offl四lales 5 5 

Mean 21.5 20.0 

S.D. 2.4 2.5 

Signifiωnce NS NS 

Statistica1 method TT TT 

NS: Not significantly different企omthe control group. 

TT: Ana1ysis by Student's t-test. 
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Combined repeat dose and reproductive/developmental toxicity screening test ofCyclopentanone by oral administration in rats 

Appendix 13-1. Food consumption in dams during pregnancy 

Control (vehicle: com oil) 

OamNo. Oays ofpregnancy 。 7 14 20 

FOI00l 19.9 24.2 21.8 21.5 

FOI002 18.9 25.1 26.1 16.8 

FOI003 26.8 29.8 28.2 27.0 

FOI004 21.2 26.4 26.6 22.4 

FOI005 21.8 31.8 28.3 17.6 

FOI006 17.9 18.9 21.9 17.9 

FOI007 18.0 24.3 22.0 17.9 

FOI008 19.0 26.4 25.7 23.2 

FOI009 10.9 28.0 21.8 19.3 

FOI01O 20.8 28.1 27.7 19.5 

FOI0ll 17.5 21.9 22.5 14.7 

F01012 22.1 22.8 21.3 22.9 

Numbぽ ofdams 12 12 12 12 

Mean 19.6 25.6 24.5 20.1 

S.O. 3.7 3.6 2.8 3.4 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 13-2. Food consumption in dams during pregnancy 

CPN 30mglkg 

DamNo. Days ofpregnancy 。 7 14 20 

F02013 16.6 21.8 20.3 19.9 

F02014 17.7 25.3 27.3 22.6 

F02015 23.6 23.9 24.9 20.1 

F02016 19.5 23.6 21.9 19.5 

F02017 17.8 22.1 21.2 10.7 

F02018 18.1 24.5 25.4 23.1 

F02019 17.2 20.9 24.2 21.0 

F02020 16.4 27.4 29.3 23.5 

F02021 18.3 27.1 28.1 16.6 

F02022 16.5 21.9 21.1 23.1 

F02023 〉 21.3 > 23.2 > 14.0 > 16.1 

F02024 19.0 24.1 23.3 21.4 

Number of dams 11 11 11 11 

Mean 18.2 23.9 24.3 20.1 

S.D. 2.0 2.1 3.0 3.7 

Signifiωn∞ NS NS NS NS 

Statistical method KW AN AN AN 

>: Excluded 合omanalysis (not pregnant) 

NS: Not significantly different仕omthe control group. 

KW: Analysis by Kruskal-Wallis' test (one-way layout). 

AN: Analysis by variance (one-way layout). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 13-3. Food consumption in dams during pregnancy 

CPN 100 mg'kg 

DamNo. Days ofpregnancy 。 7 14 20 

F03025 17.1 26.7 23.8 21.4 

F03026 19.2 26.3 26.5 25.3 

F03027 16.7 23.3 24.9 21.7 

F03028 13.3 18.1 22.5 17.7 

F03029 17.6 22.5 21.4 21.5 

F03030 16.7 24.6 24.4 18.8 

F03031 25.1 31.1 30.3 26.8 

F03032 20.2 24.9 26.2 27.4 

F03033 17.4 24.9 23.2 23.8 

F03035 19.8 23.3 22.4 26.5 

F03036 15.6 30.1 27.7 26.8 

Number of dams 11 11 11 11 

M伺n 18.1 25.1 24.8 23.4 

S.D. 3.0 3.6 2.6 3.4 

Significan∞ NS NS NS NS 

Statistical method KW  AN AN AN 

NS: N ot significantly diffl町四t仕omthe∞ntrol group. 
KW: Analysis by Kruskal-Wallis' t岱 t(one-way layout). 

AN: Analysis by variance (one-way layout). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 13・4.Food consumption in dams during pregnancy 

CPN 300 mglkg 

DarnNo. Days ofpregnancy 。 7 14 20 

F04037 19.9 21.2 20.2 13.9 

F04038 19.3 24.7 23.0 19.9 

F04039 18.3 23.5 21.9 28.0 

F04040 19.0 24.5 23.6 24.4 

F04041 20.6 27.8 25.3 24.5 

F04042 18.5 25.5 24.5 19.1 

F04043 16.3 24.3 23.2 20.0 

F04044 21.2 22.0 24.7 18.0 

F04045 18.9 24.3 23.2 26.3 

F04046 19.7 25.4 25.0 23.9 

F04047 17.6 22.8 20.6 22.9 

F04048 17.2 23.5 20.2 20.8 

Number of darns 12 12 12 12 

Mean 18.9 24.1 23.0 21.8 

S.D. 1.4 1.7 1.8 3.9 

Significance NS NS NS NS 

Statistica1 method KW  AN AN AN 

NS: Not significantly difDぽ'ent仕omthe control group. 

KW: Analysis by Kruska1-WalIis' test (one-way Iayout). 

AN: Analysis by variance (one-way Iayout). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 14-1. Food consumption in dams during lactation 

Control (vehide: corn oil) 

DarnNo. Days oflactation 

3 

FOI001 30.9 

FOI002 39.0 

FOI003 53.3 

FOI004 46.6 

FOI005 38.2 

FOI006 32.1 

FOI007 44.9 

FOI008 46.8 

FOI009 39.3 

FOIOI0 35.2 

FOI011 35.2 

FOI012 49.0 

Numbぽ ofdarns 12 

Mean 40.9 

S.D. 7.1 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 14聞2.Food consumption in dams during lactation 

CPN 30mglkg 

DamNo. 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F02019 

F02020 

F02021 

F02022 

F02024 

Numbぽ ofdams

Days oflactation 

3 

37ユ
33.5 

46.4 

47.5 

34.9 

41.6 

53.8 

44.8 

40.7 

28.3 

47.3 

11 

Mean 41.5 

S.D. 7.5 

Significance NS 

Statistica1 method AN 

NS: Not significantly different仕0叩 thecontroI gr'ωp. 

AN: Ana1ysis by v訂i閣lce(one-way Iayout). 
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Combined repeat dose and reproductive/developmentョ1toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 14・3.Food consumption in dams during lactation 

CPN 100 mglkg 

DamNo. Days of1actation 

3 

F03025 30.2 

F03026 49.5 

F03027 44.3 

F03029 45.0 

F03030 39.6 

F03031 36.1 

F03032 53.4 

F03033 35.9 

F03035 34.1 

F03036 31.3 

Numbぽ ofdams 10 

Mean 39.9 

S.D. 7.8 

Signifiωnce NS 
Statistica1 method AN 

NS: Not significant1y different仕omthe control group. 
AN: Ana1ysis by variance (one-way layout). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 14・4.Food consumption in dams during lactation 

CPN 300 mglkg 

DamNo. 

F04038 

F04039 

F04040 

F04041 

F04042 

F04043 

F04044 

F04045 

F04046 

F04047 

F04048 

Days oflactation 

3 

31.9 

46.8 

42.2 

33.9 

38.4 

37.2 

50.7 

17.7 

43.9 

41.6 

36.6 

Numbぽ ofdams 11 

Mean 38.3 

S.D. 8.8 

Signifiωn閣 NS

Statistical method AN 

NS: Not significantly diffi釘ent合omthe control group. 

AN: Analysis bγV紅匂nce(one-way layout). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 15・1.Functional findings of male rats at the last week of the administration period 

Control (vehicle: com 0祖)
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Combined repeat dose and r，叩roductive/developmentaltoxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 15-2. Functional findings ofmale rats at the last week ofthe adminis仕ationperiod 

CPN30 mg/kg 

Eyelid reflex 

M02013 

M02014 

M02015 

M02016 

M02017 

十
+
+
+
+

W ithdrawal reflex 

+
+
+
+
+
 

Preyer's reaction 

+
+
+
+
+
 

Startle re唖ctlon

今
，
&
弓
，
“
今
，
命
令

4

今
，
&

Pup迎aryreflex 

今
，
“
今
，
“
今
，
a

内

4
今

J-

VlSual placing 

今，
a

内
，
&
弓
，
&
今
，
b

今
，
&

Righting reflex 

今，
B

今
，
“
今
，
“
今
，
&
今
，
ゐ

MaleNo. 

+:5 

2or+，nonml 

+:5 +:5 2:5 

195 

2:5 2:5 2:5 Total 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 15-3. Functional findings ofmale rats at the last week ofthe adminis仕ationperiod 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕組onin rats 

Appendix 15-4. Functional findings ofmale rats at the last week ofthe administration period 

CPN3∞ ~/kg 
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Combined repeat dose and r叩roductive/developmentaltoxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 16・1.Functional findings of female rats at the last week of the administration period 

Control (vehicle: corn oi1) 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 16・2.Functional findings of female rats at the last week of the administration period 

CPN30rr恵/kg
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 16-3. Functional findings offema1e rats at the last week ofthe administration period 

CPNl∞時/kg
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 16-4. Functional findings offemale rats at the last week ofthe administration period 

CPN3∞時/kg
Female，dam 
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Combined repeat dose and reproductive/developmental toxicity screening test ofCyclopentanone by oral administration in rats 

Appendix 16-5. Functional findings offemale rats at the last week ofthe administration period 

Control (vehicle: corn oil) 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 16・6.Functional findings of female rats at the last week of the administration period 

CPN3∞貨車/kg
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 17・1.Assessment of grip s回 ngthof male rats at the last week of the administration period 

Control (vehicle: com oi1) 

MaleNo. 

M0100l 

M01002 

MOI003 

MOI004 

M01005 

Number of males 

Mean 

S.D. 

Adn賞listrationperiod 

Forelir曲 Hindlir由

(kg) (kg) 

1.177 

1.380 

1.036 

1.429 

1.329 

5 

1.270 

0.161 

0.562 

0.729 

0.661 

0.724 

0.685 

5 

0.672 

0.068 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 17-2. Assessment of grip s出 ngthof male rats at the last week of the adminis回 tionperiod 

CPN30rr事/kg

Male No. 

M02013 

M02014 

M02015 

M02016 

M02017 

Number of males 

Mean 

S.D. 

Administmtion period 

Forelimb HindIiI由

(kg) (kg) 

1.343 0.597 

0.987 0.722 

1.320 0.712 

1.737 0.827 

1.157 0.585 

5 5 

1.309 0.689 

0.279 0.100 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 17-3. Assessment of grip 柑 engthof male rats at the last week of the administration period 

CPN 100 rr翠Ikg

MaleNo. 

M03025 

M03026 

M03027 

M03028 

M03029 

Number of males 

Mean 

S.D. 

Administmtion period 

Forelir由 Hind也由

(kg) (kg) 

0.828 

1.209 

1.500 

1.161 

1.208 

5 

1.181 

0.239 

0.610 

0.597 

1.148 

0.500 

0.588 
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0.689 

0.260 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 17-4. Assessment of grip 蜘 ngthof male rats at the last week of the administration period 

CPN300n事/kg

MaleNo. 

M04037 

M04038 

M04039 

M04040 

M倒041

Numberofmales 

Mean 

S.D. 

Adn歯listrationperiod 

Forelir由 Hindlir由

(kg) (kg) 

1.428 

1.398 

1.450 

1.743 

1.125 

5 

1.429 

0.219 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 18-1. Assessment of grip strength of female rats at the last week of the administration period 

Control (vehicle: com oi1) 

Female No. 

FOI00l 

FOI005 

FOI006 

F01007 

F01012 

Number of females 

Mean 

S.D. 

Administration period 

Forelir由 Hindlirnb 

(kg) (kg) 

1.168 

1.167 

1.049 

1.007 

1.161 

5 

1.110 

0.077 

0.594 

0.452 

0.582 
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一5 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 18-2. Assessment of grip s仕engthof female rats at the last week of the administration period 

CPN 30 rr事/kg

FemaleNo. 

F02013 

F02016 

F02018 

F02020 

F02022 

Number of females 

Mean 

S.D. 

Administration period 

Forelir由 Hind並曲

(kg) (kg) 

1.035 

1.253 

1.162 

1.255 

0.882 

5 

1.117 

0.159 

0.527 

0.545 

0.483 

0.564 

0.461 

5 

0.516 

o.倒3

209 

試験番号R-15-005



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 18-3. Assessment of grip s田ngthof female rats at the last week of the administration period 

CPN 100rr事/kg

FemaleNo. 

F03029 

F03031 

F03033 

F03035 

F03036 

Number of females 

Mean 

S.D. 

Administration period 

Fore胎巾 回ndlir由

(kg) (kg) 

1.215 

1.114 

1.164 

1.068 

1.320 

5 

1.176 

0.097 

0.431 

0.623 

0.544 

0.413 

0.537 

5 

0.510 

0.087 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 18・4.Assessment of grip s回 ngthof female rats at the last week of the adminis回 tionperiod 

CPN300口事/kg

FemaleNo. 

F04039 

F04040 

F04041 

F04045 

F04048 

Number of females 

Mean 

S.D. 

Administration period 

Forelir由 Hind並巾

(kg) (kg) 

1.142 

1.270 

1.146 

0.753 

1.121 

5 

1.086 

0.195 

0.536 

0.585 

0.473 

0.378 

0.419 

5 

0.478 

0.084 
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Combined repeat dose and reproductive/developmental加xicityscreening t田tof Cyclopentanone by oral administration in rats 

Appendix 19-1・1.Assessment of grip s住'engthof female rats at the last week ofぬeadministration period， satellite group 

Control (vehicle: com oil) 

FemaleNo. Administmtion period 

Forelir由 Hindlir由

(kg) (kg) 

F05049 1.030 0.527 

F05050 0.902 0.519 

F05051 0.932 0.544 

F05052 0.869 0.543 

F05053 0.923 0.449 

Number of females 5 5 

Mean 0.931 0.516 

S.D. 0.060 0.039 

212 

試験番号R-15-005



Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 19-1・2.Assessment of grip 位 engthof female rats at the last week of the administration period， satel1ite group 

仁PN300rr事/kg

FemaleNo. 

F06056 

F06057 

F06058 

F06059 

F06060 

Number of females 

Mean 

S.D. 

Adrr世listrationperiod 

Forefu巾 Hindfu由

(kg) (kg) 

0.980 

1.109 

1.111 

1.094 

1.108 

5 

1.080 ** 

0.057 

0.441 

0.472 

0.536 

0.537 

0.547 

5 

0.507 

0.047 

S抱nificant砂different企'Omthe control group (*: Pく0.05，**: Pく0.01).
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Combined repeat dose and reproductive/deve1opmental toxicity screening t怠stof Cyclopentanone by oral administration in rats 

Appendix 19-2・1.Assessment of grip s仕engthofu回 lalerats at the last week of the administration period， recovery group 

Control (vehicle: com oil) 

FemaleNo. Administration period 

Fore胎由 Hindlir由

(kg) (kg) 

F05054 1.208 0.621 

F05055 1.137 0.559 

F05056 1.120 0.509 

F05057 1.116 O.ω7 

F05058 0.943 0.392 

Number offemales 5 5 

Mean 1.105 0.538 

S.D. 0.098 0.093 
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Combined repeat dose and r叩roductive/developmentaltoxicity screening test of Cyc1opentanone by oral adminis回 tionin rats 

Appendix 19・2・2.Assessment of grip s回ng白offemale rats at the last week of the adminis回 tionperiod， recovery group 

CPN3∞時/kg
Female No. 

FOω61 

FOω62 

FOω63 

FOω64 

FOω65 

Numberoffemales 

Mean 

S.D. 

Adrr歯listrationperiod 

Forelimb Hindlimb 

(kg) (kg) 

1.035 

1.006 

1.144 

1.111 

1.008 

5 

1.061 

0.063 

0.682 

0.511 

0.499 

0.635 

0.548 

5 

0.575 

0.080 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity scre明lingtest of Cyc1opentanone by oral administration in rats 

Appendix 20・1.Motor activity of male rats at the last week of the administration period 

Control (vehicle: com 0め

MaleNo. Administration period 

Ambulation (counts) Rear主19(counts) 

5min l仇凶n 15min 2仇凶n Total 5min 1仇凶n 15m血 2仇凶n Total 

M01001 1369 1152 1008 1083 4612 39 16 11 15 81 

M01002 1067 1030 871 771 3739 21 21 10 3 55 

M01003 1053 1172 870 697 3792 20 22 15 6 63 

M01004 1510 1479 1246 1134 5369 38 30 24 7 99 

M01005 1122 985 709 837 3653 27 27 9 16 79 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 1224 1164 941 904 4233 29 23 14 9 75 

S.D. 204 193 201 194 743 9 5 6 6 17 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 20・2.Motor activity of male rats at the last week of the administration period 

CPN30rr事/kg

MaleNo. Adrr由listrationperiod 

Ambulation (counts) Rear台湾(counts)

5n由1 l伽泊n 15min 2白泊n Total 5n世1 1仇泊n 15min 2伽凶n Total 

M02013 1150 1138 1057 918 4263 32 23 26 13 94 

M02014 1094 943 1047 1022 4106 31 14 19 16 80 

M02015 1267 1222 1242 749 4480 29 28 21 14 92 

M02016 1357 1170 962 976 4465 40 26 15 18 99 

M02017 928 873 653 491 2945 18 17 11 3 49 

Numberofmales 5 5 5 5 5 5 5 5 5 5 

Mean 1159 1069 992 831 4052 30 22 18 13 83 

S.D. 165 152 215 216 638 8 6 6 6 20 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 20・3.Motor activity ofmale rats at the last week ofthe administration period 

CPN 100rr沼/kg

MaleNo. Administmtion period 

Ar由ulation(counts) Rearing (counts) 

5股歯1 l白話n 15m加 2仇凶n Total 5min 1仇凶n 15min 2仇凶n Total 

M03025 1257 1000 1111 8ω 4228 30 14 13 8 65 

M03026 1447 1381 1182 1017 5027 39 21 16 12 88 

M03027 1132 850 810 816 3608 30 13 24 15 82 

民103028 1312 1247 1083 945 4587 33 24 20 15 92 

M03029 896 593 939 505 2933 7 5 11 24 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 1209 1014 1025 829 4077 28 15 17 10 70 

S.D. 208 314 149 197 824 12 7 5 6 28 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral adminis仕ationin rats 

Appendix 20・4.Motor activity of male rats at the last week of the administration period 

白N300時 /kg

MaleNo. Adn並listratiollpepoq 

Ambulation (counts) RearIrlg (counts) 

5n歯1 1伽凶n 15min 2仇泊n Total 5n歯1 1臼凶n 15min 2仇凶n Total 

M04037 1226 1122 1108 1176 4632 39 30 22 28 119 

M倒038 1783 1670 1496 1325 6274 21 12 7 9 49 

M倒039 1088 1028 962 846 3924 42 31 23 9 105 

M04040 1172 888 631 558 3249 19 16 5 7 47 

M04041 825 827 863 792 3307 33 23 27 18 101 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 1219 1107 1012 939 4277 31 22 17 14 84 

S.D. 351 335 321 308 1249 10 8 10 9 34 
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Combined repeat dose and reproductive/developmental toxicity screening test ofCyclopentanone by oral administration in rats 

Appendix 2ト1.Motor activity of female rats at the last week of the administration period 

Control (vehicle: com oil) 

Female No. Administration period 

An量:mlation(counts) Rear主19(counts) 

5n歯1 1仇泊n 15min 2伽凶n Total 5n宣1 1印泊n 15min 2仇姐n Total 

F01001 1284 1037 584 350 3255 38 20 6 。 64 

F01005 1147 1115 678 1188 4128 38 36 5 27 106 

F01006 1274 971 958 954 4157 35 13 2 12 62 

F01007 1223 987 804 521 3535 25 13 2 。 40 

F01012 1037 777 825 381 3020 16 12 13 3 44 

Number offemales 5 5 5 5 5 5 5 5 5 5 

Mean 1193 977 770 679 3619 30 19 6 8 63 

S.D. 103 125 144 373 512 10 10 5 12 26 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 21-2. Motor activity offemale rats at the last week ofthe administration period 

CPN30紅毛/kg

FemaleNo. Adrr語nistrationperiod 

Ambulation (counts) Rearing (counts) 

5rr歯1 1仇凶n 15rr古1 2伽凶n Total 5rr歯1 1仇凶n 15rr也1 2臼泊n Total 

F02013 1181 949 794 1068 3992 35 16 10 20 81 

F02016 866 582 551 286 2285 19 7 8 3 37 

F02018 1182 1019 767 544 3512 30 24 6 61 

F02020 803 755 380 316 2254 28 26 7 4 65 

F02022 1348 1322 1030 580 4280 38 39 26 3 106 

Number of females 5 5 5 5 5 5 5 5 5 5 

Mean 1076 925 704 559 3265 30 22 10 7 70 

S.D. 232 280 248 314 949 7 12 9 7 26 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 21-3. Motor activity offemale rats at the last week ofthe administration period 

α'N 100時 /kg

FemaleNo. Adrr証nistrationperiod 

Ambulation (counts) Rear主19(counts) 

5rr曲1 1仇凶n 15min 20min Total 5町並1 1仇凶n 15min 2伽凶n Total 

F03029 1406 1127 963 1182 4678 60 32 12 38 142 

F03031 1012 996 703 1234 3945 18 14 l 32 65 

F03033 1783 1737 1192 1418 6130 26 17 7 6 56 

F03035 1113 1063 729 916 3821 28 30 2 13 73 

F03036 1205 1025 713 43 2986 30 16 6 。 52 

Nu紅白erof females 5 5 5 5 5 5 5 5 5 5 

Mean 1304 1190 860 959 4312 32 22 6 18 78 

S.D. 305 310 215 542 1180 16 8 4 16 37 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis回 tionin rats 

Appendix 21-4. Motor activity offemale rats at the last week ofthe administration period 

CPN300 rr事/kg

Fernale No. Adrr血istrationperiod 

Ambulation (counts) Rear台湾(counts)

5rr血 1臼凶n 15min 2伽凶n Total 5rr也1 l仇凶n 15min 20min Total 

F04039 1112 835 832 309 3088 28 16 15 2 61 

F04例O 1145 1149 722 669 3685 37 22 4 10 73 

F倒倒l 980 914 827 891 3612 22 24 14 22 82 

F04045 1075 783 589 126 2573 10 3 。 14 

F倒048 1009 559 498 380 2446 23 7 3 2 35 

Number offernales 5 5 5 5 5 5 5 5 5 5 

Mean 1064 848 694 475 3081 24 14 7 7 53 

S.D. 69 214 147 304 572 10 9 7 9 28 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 22-1. Motor activity of female rats at the last week of the administration period， satellite group 

Control (vehicle: com oil) 

FemaleNo. Adn歯listrationperiod 

Ar曲ulation(counts) Rearing (counts) 

5n也1 l伽叫n 15min 2仇凶n Total 5min 1伽凶n 15min 2伽凶n Total 

F05049 1192 1109 1221 1246 4768 46 47 47 56 196 

F05050 l判4 1394 1423 1281 5542 44 32 45 33 154 

F05051 1159 1273 1241 749 4422 29 41 30 6 106 

F05052 749 839 645 695 2928 30 40 22 31 123 

F05053 1264 1276 1229 1104 4873 26 23 19 18 86 

Nurnber of females 5 5 5 5 5 5 5 5 5 5 

Mean 1162 1178 1152 1015 4507 35 37 33 29 133 

S.D. 256 215 295 276 971 9 9 13 19 43 
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Combined repeat dose and reproductive/deve1opmental toxicity screening test ofCyclopentanone by oral administration in rats 

Appendix 22-2. Motor activity of female rats at the last week of the adminis仕ationperiod， satellite grou 

CPN300rr事/kg

FemaleNo. Administration period 

Ambulation (counts) Rearing (counts) 

5min l仇凶n 15min 2仇泊n Total 5rr由1 l仇泊n 15min 20min Total 

F06056 1170 1032 1093 915 4210 26 36 29 25 116 

F06057 1373 1321 1252 1214 5160 36 37 14 12 99 

F06058 1288 1345 1059 1234 4926 41 51 22 44 158 

F06059 1196 1122 1094 794 4206 27 32 16 11 86 

F06060 1011 807 707 836 3361 30 21 15 20 86 

Number of females 5 5 5 5 5 5 5 5 5 5 

Mean 1208 1125 1041 999 4373 32 35 19 22 109 

S.D. 136 222 201 210 708 6 11 6 13 30 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 23・1-1.Urinalysis in male rats 

Control (vehicle:印 moil)

Epithelial田Us
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土
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Q岡山y

Ketone Bilirub田Glucose Protein pH MaleNo. 

MOI∞1 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 23・1・1(continued). Urinalysis in male rats 

Control (vehic1e: com oi1) 

試験番号 R-15-005

Electrolyte， density Ele心trolyte，gross volume 

MaleNo. Urine volume S.G. Na K CI Na K CI 

mU24hr rnEq/L rnEq/L rnEq/L rnEq/24hr rnEq/24hr mEq/24hr 

MOIOOI 12.3 1.072 129.3 332.12 # 185.2 1.59 4.09 2.28 

MOI002 13.7 1.063 86.5 236.60 136.1 1.19 3.24 1.86 

MOI003 13.4 1.066 136.0 296.98 188.9 1.82 3.98 2.53 

MOI004 12.3 1.074 127.2 299.16 187.4 1.56 3.68 2.31 

MOI005 20.9 1.043 84.6 178.94 109.3 1.77 3.74 2.28 

Number ofma1es 5 5 5 5 5 5 5 5 

Mean 14.5 1.064 112.7 268.76 161.4 1.59 3.75 2.25 

S.D. 3.6 0.012 25.0 60.90 36.6 0.25 0.33 0.24 

S.G.: Specific gravity 

#: The specimen was di1uted to two folds with distilled watぽ.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 23・1・2.Urinalysis in male rats 

CPN 30mg'kg 

Epithelial田115
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 23-1-2 (continued). Urinalysis in male rats 

CPN 30 mlifkg 

試験番号R-15-005

Electrolyte， density Electrolyte， gross volume 

MaleNo. Urine volume S.G. Na K Cl Na K Cl 

mU24hr mEqlL mEqlL mEqlL mEq/24hr mEq!24hr mEq/24hr 

M02013 13.0 1.052 95.5 201.54 128.4 1.24 2.62 1.67 

M02014 40.9 1.020 28.8 70.74 35.4 1.18 2.89 1.45 

M02015 15.0 1.063 115.8 276.81 165.2 1.74 4.15 2.48 

M02016 14.3 1.064 131.3 274.53 190.5 1.88 3.93 2.72 

M02017 12.2 1.071 147.0 343.92 # 196.8 1.79 4.20 2.40 

Numbぽ ofmales 5 5 5 5 5 5 5 5 

Mean 19.1 1.054 103.7 233.51 143.3 1.57 3.56 2.14 

S.D. 12.2 0.020 46.0 104.00 66.0 0.33 0.75 0.55 

Significance NS NS NS NS NS NS NS NS 

Statistical method KW  DU AN DU AN AN AN AN 

S.G.: Sp∞ific gravity 
NS: Not signifiωntly diffi町田tfrom the control group. 

DU: Analysis by Dunnett's tωt. 

AN: Analysis by variance (one-way layout). 

KW: Analysis by Kruskal・Wallis'test (one-way layout). 

#: The specimen was diluted to two folds with distilled watぽ.
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Combined repeat dose and reproductive/developmental toxicity screening test ofCyclopentanone by oral administration in rats 

Appendix 23-1・3，Urinalysis in male rats 

CPN 100固体B

Epithe凶田lls
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-: oot observed;土 a自己w;+: abundant 

-: 001 obs町ved;土 a島町+:abundant 

Co1or Urob出血O伊泊O回 1tb1ood

Qua1ity 

Ketone B出rubinG1u∞se Protein pH Ma1eNo 

M03025 

M03026 

M03027 

M03028 

M03029 

Protein， 
G1u∞so， 
Ketono， 

Bilirubin， 
O田u1tb1ood， 

Urobilinog<坦，

Turbidity， 

RedB100d回目s，
WhiteB100d田lls.

Casts， 

Cristals， 
Epithelia1回目s.



Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 23-1-3 (continued). Urinalysis in male rats 

CPN 100mWkg 

試験番号 R-15-005

Electrolyte， density Electrolyte， gross volume 

MaleNo. Urine volume S.G. Na K Cl Na K Cl 

mU24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr 

M03025 15.7 1.059 121.7 249.66 157.2 1.91 3.92 2.47 

M03026 14.0 1.054 84.4 218.28 124.8 1.18 3.06 1.75 

M03027 16.6 1.048 80.9 201.51 118.2 1.34 3.35 1.96 

M03028 13.2 1.066 157.8 278.89 200.3 2.08 3.68 2.64 

M03029 21.9 1.049 81.8 191.57 105.8 1.79 4.20 2.32 

Numbぽ ofmales 5 5 5 5 5 5 5 5 

Mean 16.3 1.055 105.3 227.98 141.3 1.66 3.64 2.23 

S.D. 3.4 0.007 33.9 35.99 38.1 0.38 0.45 0.37 

Significance NS NS NS NS NS NS NS NS 

Statistical method KW  DU AN DU AN AN AN AN 

NS: Not significantly differ叩 t仕omthe control group. 

DU: Analysis by Dunnett's test. 

AN: Analysis by variance (one-way layout). 

KW: Analysis by Kruskal-Wallis' test (one-way layout). 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 23・1・4.Urinalysis in male rats 

CPN300mll匂

Epithelial田Us

232 

Crystals 

-

土

土

土

土

出一

ω

抽
一

d附Redb100d田UsTurbidity 

8.0 土ー+司・ 土 ligbtyellow

7.0 +ー+ー・ + ligbtyellow 

7.0 + 2+ ーー + ligbt yellow 

8.0 + +ーー 土 ligbtyellow 

7.0 +ー+ーー 土 ligbtyellow 

-: nega仰い 10孟血dく 30m!!也内 30~五回収 100均dL;2+: 100孟血d< 300 m!l'dL; 3+・300話回d<600血!l'dL;4+・600皿E他壬

-: n再現.t iv司土 30~五回dく 70m!l"乱;+:70壬血d<150 m!l'dL; 2+: 150謡曲dく300m.唖'dL;3+: 300;壬個d<1，000 m!l'dL; 4+: 1，000 m!l'dL豆

-: n唱川町土(5;重阻d<10 m!l'dL; +: 10亘皿d<40m!l"札;2+:40孟血d<80m.凶L;3+: 80孟阻d<150 m!l'dL; 4+・150m!l'dL亘

ー:n申 live;+・0.5亘阻d<2.Om!l"乱;2+・2.0;玉阻Id<6.0瑚dL;3+: 6.0~五回収 10.0m凶L;4+: 10.0 m.凶L孟

-: ne呂田lV眠士0ω孟血d<0.06珂'dL;+:0.06孟皿d<且20m正司L;2+:0.20;至血d<1.00 m!l'dL; 3+・1∞m凶L"，
;j:: nonnal; +: 2.0孟皿d<4.0m!l'札;2+:4.0;亘岨d<8.0m!l'dL;3+: 8.0"，皿d<12.0 m!l'dL; 4+: 12.0田正'dL孟

-: negatlve;土 tr.同+:slight; 2+: moderate; 3十 m町民d

-: oot observed;土1-913visu.1 field; +: 10-99/3 visu.1 field; 2+: 100-29町3visual field; 3町孟300/3visual field 

-: not observed;土 1-9βvisualfield;十 10・9引3visu.l field， 2+: 100-29913 visu.1 field; 3+: ;;; 300/3 visual field 

-: not observed;::I::: 1-9.βvisu.l field; +: 10-9913 visu.l field; 2+: 100-2日，9/3visual field; 3+孟300/3visual field 
-: not ohs町ved;土 afew; +: abundant 

-: oot observed;土 a色w;+: ahundant 

Color UrobilinogI盟Occult blood 

Q田lity

Ketone Bilirubin Glucose Prote皿pH MaleNo 

M04037 

M04038 

M04039 

M04040 

M04041 

Protein， 

Glucose， 

Ketone， 

Bilirubin， 
O田叫tblood， 

Urob出nOgI坦，

T町七idity，

RedBlood田lls，
White Blood cells， 

C田ts，

Cristals， 

Epithelial田lls，



Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 23-1・4(continued). Urinalysis in male rats 

CPN 300 mglkg 

試験番号R-15-005

Electrolyte， density Electrolyte， gross volume 

MaleNo. Urine volume S.G. Na K Cl Na K Cl 

mU24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr 

M04037 33.6 1.029 56.1 111.49 67.2 1.88 3.75 2.26 

M04038 22.2 1.042 94.8 182.94 114.6 2.10 4.06 2.54 

M04039 16.5 1.044 49.5 162.50 65.7 0.82 2.68 1.08 

M04040 25.6 1.033 60.3 129.33 82.3 1.54 3.31 2.11 

M04041 23.5 1.036 51.2 144.54 85.4 1.20 3.40 2.01 

Numbぽ ofmales 5 5 5 5 5 5 5 5 

Mean 24.3 1.037 62.4 146.16 83.0 1.51 3.44 2.00 

S.D. 6.2 0.006 18.6 27.87 19.7 0.51 0.52 0.55 

Significanω NS * NS * NS NS NS NS 

Statistical method KW  DU AN DU AN AN AN AN 

Signi白ωnt1ydi妊erentf切mthe control gr'加 p(*: P<0.05， **: Pく0.01).

NS: Not significantly di庄町entfrom the control group. 

DU: Analysis by Dunnett's test. 

AN: Analysis bγvariance (one-way layout). 

KW: Analysis by Kruskal-Wa1lis' test (one-way layout). 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 23-2・1.Urinalysis in male rats ofthe recovery period 

Control(vl出icle:comoil)

Epithelial ceUs 

234 

Crystals 

土

土

土

土

土

Urinary sed凶血ts

White blood ceUs Casts Redblood回出Turbidity 

8.0 2+ ー+ーー + light yellow 

7.5 +・土ー ー + ligh唯yellow

7.5 + ・土ー ー + lightyellow 

8.0 2+ ー+ーー + yeUow 

So +ー土ー ー 土 lighはyellow

-: ne伊tlVe; 土 10~五回d<30 田島dL:+:30壬血dく 100m!l'dL; 2+: 100謡曲d<300m!l'dL; 3+: 300謡曲d<600m!l'dL; 4+つ600m!l'dL孟

-: negative; 土 30~玉皿d<70m凶L;+: 70~玉血dく 150 血岳dL;2+: 150~五回d< 300 m!l'dL; 3+: 300 ~五回d<1.000 m.凶L;4+・1，000m!l'dL孟

ー ne伊.tive; 土(5;重血d< 1O皿.11'，ι;+・ 10~玉血d<40mw，乱;2+・ 40~五血dく 80 皿凶L;3+・ 80~玉皿d<150mwdL;4+: 150mwdL亘

-: negative; +: 0.5 ~三田d<2.0mgl也;2+:2.0亘回収6.0mwdL; 3+: 6.0重田d<1ω皿凶L;4+:1O.0m凶L~玉

ベne炉 iv唱，士 0.03亘血dく0.06mwdL; +:乱06話回dく且20m凶L;2+:0.20孟血d<1.00 mwdL; 3+: 1.00 mwdL孟

:t: nonnal; +・2.0壬皿dく4.0mwdL; 2+: 4.0壬皿d<8.0mwdL;3+・8.0:孟皿dく12.0m.似L;4+: 12.0 m!l'dL孟

-: ne伊tiv院土岡田;+: slight; 2+: mode剛院 3+:marked 

-: oot observed;土 1-9/3visual field; +: 10-99s visual field; 2+: 100-29町3visual field; 3+:孟300/3visual field 

-: oot observed;::I:: 1ー釘3visual field; +: 10-9釘3visual fi阻，Jd，2+: 100-299βvisual field; 3+: ;;:;300/3 visual field 

・:oot observed;土 1-9svisu副首eld;+・10・99svisual fi回Id;2+: 100-299s visual field; 3+: ;;:;300/3 visual field 

-: oot observed;土 aぬw;+: abundant 

-: oot obs町ved;::I::a向w;+: abundant 

Color Urobilinog'田Occult blood 

Quality 

Ketone Bilirub回Glucose Protein pH MaleNo 

MOI008 

M01009 

MOIOIO 

MOIOII 

MOIOl2 

Protein， 

Glucose， 

Ketone， 

B出rub面，

Occult blood， 

Urob温nogen，

Turbidity， 

Red Blood cells， 

White Blood ceUs， 

Casts， 

Cristals， 

Epithelial cells， 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix 23-2・1(continued). Urinalysis in male rats of the recovery period 

Control (vehicle: com oil) 

試験番号R-15-005

Electrolyte， density Electrolyte， gross volume 

MaleNo. Urine volume S.G. Na K Cl Na K Cl 

mU24hr mEqlL mEqlL mEq/L mEq/24hr mEq/24hr mEq/24hr 

MOI008 10.9 1.080 223.4 371.50 # 250.4 2.44 4.05 2.73 

MOI009 22.7 1.048 87.5 209.77 111.9 1.99 4.76 2.54 

MOI0I0 18.6 1.057 92.7 232.69 127.9 1.72 4.33 2.38 

MOI0ll 13.4 1.080 143.4 359.08 # 204.6 1.92 4.81 2.74 

MOI012 16.9 1.059 114.4 245.39 135.5 1.93 4.15 2.29 

Number ofmales 5 5 5 5 5 5 5 5 

Mean 16.5 1.065 132.3 283.69 166.1 2.00 4.42 2.54 

S.D. 4.6 0.014 55.5 75.71 59.0 0.27 0.35 0.20 

S.G.: Specific gravity 

#: The specimen was diluted to two folds with distilled water. 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 23-2・2.Urinalysis in male rats ofthe recoveηr period 

CPN 300m!拘

Epithelial田:lls

236 

Crystals 

土

土

土

土

土

Urinary sed加叩.ts

White blood cells Casts Red blood明日sTurbidity 

7.0 +ーまー ・ + light yellow 

8.0 2+ ・±ーー 土 lightyellow 

7.5 + 土ー ー '" li頃1tyellow

7.5 + ー+ーー + light yellow 

S.0 +ー土・ ー 土 lightyellow 

-: negative;土 10謡曲dく30田昌dL;+: 30亘阻dく100mgldL; 2+: 100孟阻dく300mgldL; 3+・300壬血dく600mgldL; 4+・600mgldL~玉

-: ne伊.tive;土 30孟剖d<70mgIdL; +: 70;;;;血dく150m凶L;2+: 150話血dく300mgIdL; 3+・300孟阻dく1，000m昌乱;4+・1，000mgldL壬
ーnegattve;土(5謡曲dく10m!他・+:10孟剖dく40mgIdL; 2+: 40豆副<80m.凶L;3+: 80~玉血d<150 mgIdL; 4+: 150 mgldL壬

-:nψtive;+:O.S孟皿d<2.0mgldL; 2+: 2目脂血dく6.0mgIdL; 3+: 6.0;;;;血dく1O.0m凶L;4+:10.0 mgIdL孟

-: neg芦tIve;土且03，玉血dく0.06立場祖L;+:0.06~三回dく 0.20mgldL; 2+: 0.20;;;;釦dく1.00血IgldL;3+: 1.00 mgIdL孟

:t::nom叫;+:2.0;;;;田dく4.0mgldL; 2+: 4.0豆田dく8.0m凶L;3+: 8.0壬釦dく12.0m凶L;4+: 12.0!l¥凶L;;;;

-: ne，伊.tive巳土 t目白;+: slight; 2+: moderate; 3+: marked 

-: not observe也"':1-9βvisual field; +: I仏99βvisual自eld;2+: 100-29913 visual field; 3+孟300β吋S凶lfield

-: not obse刊eι 土 1-9.βvisualfield; +: IC時913visual field， 2+: 100-29釘3visual field; 3+註300/3吋S国1field 

-: not observed;土 1-9.βvisualfield; +: I口-9913visual field; 2+: 100-299βvisual field; 3+: ;;;; 300/3 vis国lfield

-: oot observed;土 afew; +: abundant 

-: not observed;土 a品川+:abundant 

Color Urobilinogen Occult blood 

Q四五ty

Ketone Bilirubin Glucose Protein pH MaleNo. 

M04044 

M04045 

M04046 

M04047 

M04048 

Protein， 
Glu∞se， 
Ketone， 

Bilirubin， 
Occult blood， 
Urobilino炉 1，
Turbidity， 
RedBlood田lls，
WhiteBlood田:lls，
C田ts，

Cristals， 
Epithelial回日s，



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix 23-2-2 (continued). Urinalysis in male rats ofthe recovery period 

CPN 300 mglkg 

試験番号R-15-005

Electrolyte， density Electrolyte， gross volume 

Male No. Urine volume S.G. Na K Cl Na K Cl 

mU24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr 

M04044 26.0 1.047 86.4 199.15 109.8 2.25 5.18 2.85 

M04045 22.9 1.044 79.3 201.94 101.0 1.82 4.62 2.31 

M04046 20.2 1.058 129.2 267.98 157.7 2.61 5.41 3.19 

M04047 18.8 1.067 136.5 297.50 175.0 2.57 5.59 3.29 

M04048 17.5 1.060 86.1 255.51 136.4 1.51 4.47 2.39 

Number ofmales 5 5 5 5 5 5 5 5 

M切n 21.1 1.055 103.5 244.42 136.0 2.15 5.05 2.81 

S.D. 3.4 0.010 27.1 42.86 31.2 0.48 0.49 0.45 

Significance NS NS NS NS NS NS * NS 

Statistical method TT TT TT TT TT TT TT TT 

Significantly different企omthe control group (*: P<0.05， **: P<O.OI). 
NS: Not significant1y different企omthe control group. 

TT: Analysis by Student's t-test. 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 24・1-1.Urinalysis in female rats， satellite group 

Contro1(vぬjcle∞moil)

F田 aleNo.

F05049 

F05050 

F05051 

F05052 

F05053 

Quality 

pH Protein G1u∞se Ketone B出四.bin Occu1t b100d Urob出nog<田 Co1or 

6.5 + ー土・ ー + yellow 

6.5 + ー土ー ・ 土 h唱ttyeUow 

6.5 +ー土・ ー + light yellow 

6.5 + ー+ーー + light yellow 

65 土・ーー ー 土 lightyellow 

-: negative; 土 10孟血d<30 皿.g'dL;+・ 30孟血dく 100mg'祉L;2+・ 100~王国d<300mg'dL; 3+: 300~王国d<600m凶L;4+つ 600mg'，ι壬

Turbidity 

Protein， 

G1u∞se， 
Ketom九

B出血b血，

-:n，，!罪山ve; 土 30~王国d<70mg'，札;+:70;重血d<150m政江;2+;150豆血d<300時dL;3+:300話回d<1，000瑚'dL;4+・1，000mg'dL亘

Occu1t b1ood， 

Urob出DOg四，

Turbi也ty，

RedB100d田，1ls，

White B100d cells， 

C苗ts，

Cristals， 

Epithelial ce11s， 

-:0申.tive;土，(5;玉岨d<10 mg'dL; +: 10;五回収40mg'dL; 2+: 40話血d< 80 mg'dL; 3+・80亘岨d<150珂dL;4+・150田6国L壬
ー:negative; +・乱5;長田d<2.0田正社L;2+・2.0;五回dく6.0mg'dL; 3+: 6.0孟血d<10.0血凶L;4+・1O.0mg'dL壬

-: negative;土且03;玉血d<0.06 mg'dL; +: 0.06孟血dく0.20mg'dL; 2+: 0.20話回d<I.OOm似L;3+・1.00m凶L亘

:!:.:no:団地+ー2.0孟阻d<4.0m凶L;2+:4.0;玉血d<8.0mg'dL; 3+: 8.0孟釦dく12.0mg'dL; 4+; 12.0 mg'dL孟

-:n，，!戸Ive;土 t即刻e;+: slight; 2+: moder，剖耳3+:marked 

-: oot observed;土ト釘3visual fi回Id;+: 10-99βvisual fie1d; 2+: 100-299/3 visual fie1d; 3+: ;';300/3 v凶ualfie1d

-: oot observed;土 1-913visual fie1d; +: 10-9913 visual fie1d， 2+: 100-29切'3visual field; 3+:孟300/3visual fie1d 

-: oot observed;土 1-913visual field; +: 10-9913 visual fie1d; 2+: 100-299/3 visual fie1d; 3+:孟300/3visual fie1d 

-: oot observed;土 afew; +: abund削

-: oot obs町ved;土 afew; +: abundant 
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試験番号R-15-005

Crystals 

土

土
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 24-1-1 (continued). Urinalysis in female rats， satellite group 

Control (vehicle:∞m oil) 

試験番号 R-15-005

Electrolyte， density Electrolyte， gross volume 

FemaleNo. Urine volume S.G. Na K CI Na K CI 

mU24hr mEqlL rnEq!L mEqι mEq/24hr mEq/24hr mEq/24hr 

F05049 5.6 1.092 253.6 442.54 # 310.5 1.42 2.48 1.74 

F05050 14.7 1.038 82.7 178.34 106.2 1.22 2.62 1.56 

F05051 8.8 1.071 154.1 316.08 # 213.1 1.36 2.78 1.88 

F05052 10.0 1.059 125.5 277.23 167.7 1.26 2.77 1.68 

F05053 6.9 1.061 135.7 217.57 130.1 0.94 1.50 0.90 

Numbぽ offemales 5 5 5 5 5 5 5 5 

Mean 9.2 1.064 150.3 286.35 185.5 1.24 2.43 1.55 

S.D. 3.5 0.020 63.4 102.18 80.7 0.19 0.53 0.38 

S.G.: Specific gravity 

#: The specimen was diluted to two folds with distilled watぽ.
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試験番号R-15-005

Combined repeat dose and r句roductive/developmentaltoxicity screening test of Cyclopentanone by oral administration也rats

Appendix 24-1-2. Urinalysis in female rats， satellite group 

CPN 300田政E

Epithelial cells 

240 

Crystals 

-

土

土

土

土

Urinary sedi血田ts

Whiteb100d田Us Casts Red b100d cells Turbidity 

6.5土・+ーー 土 lightyellow 

7.0 +ー+ーー + light yellow 

7.0 +ー+ーー + lightyellow 

6.5 +ー 2+ ーー +ゆtyell刊

65 +ー÷ー・ + lightyellow 

.: negattve;土10;重阻d<30 mgdL; +: 30豆田dく10日明dL;2+ー100孟阻d<300mg也;3+: 300話血dく600m凶L;4+・600mg，乱壬

-: ne匹 ive;土30;王担d<70 mgdL; +: 70孟血d<150 mgdL; 2+: 150豆田dく300皿耳祉L;3+: 300話回dく1，000mgdL;4+:1，000mgdL;;;; 

-: ne宮田町民土(5亘岨d<lOmgdL;+・ 10謡曲d<40田正dL;2+: 40;玉田dく80mgdL; 3+: 80;至血dく150mgdL; 4+: 150 mgdL;;;; 

-: negative; +: 0.5 ~五回d<2.0m昏'dL;2+:2.0亘血d<6.0mgdL;3+: 6.0;王姐d<10.0 mgdL; 4+: 10.0 m量dL亘

-: ne，伊tlve;土且ωz重血d<0.06mgdL; +: 0.06;王血d<0.20mgdL; 2+乱20亘血d<I.OO皿岳dL;3+・1.00m酢江壬
:!: : nonnal; +: 2.0孟田d<4.0皿gdL;2+: 4.0孟血d<8.0 mgdL; 3+: 8.0壬血d<12.0 mgdL;4+: 12.0 mgdL孟

-: nega山V民土 t田ce;+: slight; 2+: mod釘副e;3+: marked 

-: oot observed;土 1-9/3visua1 fie1d; +: 10・99/3visual field; 2+: 100-299/3 vis国 Ifield;3+。孟300/3vis国 1field

-: oot obse町吋;"': 1-9/3 visual field; +: 10・9釘3visual field， 2+: 100-2日~9/3 vis回 lfield;3+孟300/3v凶ua1field 

-: oot observed;土 1-9/3vis回 1field;十 10・9913visual field; 2+: 100-29釘3visual field; 3+孟300/3visual field 

-: oot obsef¥I国;:f:: a few; +: abundant 

-; oot observed;土 a自己w;+: abundant 

Color Urobilinogen Occult blood 

Q田lity

Ketone Bilirubin Glucose Protein pH F田a1eNo.

F06056 

F06057 

F06058 

F06059 

F06060 

Protein， 

Glu∞se， 
Ketone， 

B出rubin，

Occu1t blood， 

Urob血nogl四，

T旧制dity，

Red Blood cells， 

WhiteB100d田Us，

C田ts，

Cristals， 

Epithe1ial国]S，



Combined repeat dose組 dreproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 24-1-2 (continued). Urinalysis in female rats， satellite group 

CPN 300 mglkg 

試験番号 R-15-005

Electrolyte， density Electrolyte， gross volume 

FemaleNo. Urine volume S.G. Na K Cl Na K Cl 

mν'24hr mEqIL mEqIL mEqIL mEq/24hr mEq/24hr mEq/24hr 

F06056 13.8 1.038 88.2 132.10 80.6 1.22 1.82 1.11 

F06057 7.0 1.064 99.2 239.48 121.9 0.69 1.68 0.85 

F06058 15.2 1.046 86.4 212.74 153.2 1.31 3.23 2.33 

F06059 6.4 1.040 102.7 94.89 82.1 0.66 0.61 0.53 

F06060 8.2 1.067 102.1 258.11 151.6 0.84 2.12 1.24 

Numbぽ offc田lales 5 5 5 5 5 5 5 5 

M図n 10.1 1.051 95.7 187.46 117.9 0.94 1.89 1.21 

S.D. 4.1 0.014 7.8 70.66 35.6 0.30 0.94 0.68 

Significance NS NS NS NS NS NS NS NS 

Statistical method TT TT AW TT TT TT TT TT 

NS: Not significantly different仕omthe control group. 

TT: Analysis by Student's t-test. 

AW: Ana1ysis by Aspin-Welch t-test. 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis回 tionin rats 

Appendix 24-2・1.Urinalysis in female rats of the recovery period 

Control (vehicle:∞moil) 

Epitbe1ia1回目s
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土
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s.0 土ー・ー ・ 土 lightyellow 

-: negative;土 10孟血dく30mgldL; +: 30~三田d<100 mgldL; 2+: 100孟血d<300 mgldL; 3+: 300;五血dく600田正ι;4+: 600 mgldL孟
-: n"l担.tIvい 30豆田dく70mgldL; +: 70豆田dく150田正札;2+:150孟血d<300mgldL; 3+: 300孟皿d<I，O∞田量化4+:1，000田正也孟
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-: Dot observed;土 1-9/3visua1 field; +: 10-99/3 visua1日eld;2+: 100-299βvisua1 field; 3+孟300/3visua1 field 

-: oot observed;土 1-9/3visua1 field; +: 10-99/3 visua1 field， 2+: 1∞-29釘3visual日eld;3+孟300/3vis国lfield
-: not observed;土 1-9βvisua1field; +: 10-99βVISU副field;2+: 100-29釘3visua1 field; 3+孟300/3visua1 field 

-: not observed;土 afew; +: abundant 
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試験番号 R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 24-2・1(continued). Urinalysis in female rats ofthe re心overyperiod 

Contro1 (vehicIe: com oi1) 

E1ectro1yte， density E1ectro1yte， gross vo1ume 

Fema1eNo. Urine vo1ume S.G. Na K C1 Na K C1 

mU24hr mEqlL mEqlL mEqlL mEq/24hr mEq/24hr mEq/24hr 

F05054 15.2 1.046 104.8 213.34 131.6 1.59 3.24 2.00 

F05055 21.0 1.039 92.9 190.83 112.3 1.95 4.01 2.36 

F05056 24.8 1.034 68.6 167.57 93.7 1.70 4.16 2.32 

F05057 8.8 1.080 117.2 379.74 # 207.0 1.03 3.34 1.82 

F05058 9.0 1.038 61.5 112.88 57.5 0.55 1.02 0.52 

Numbぽ offema1es 5 5 5 5 5 5 5 5 

Mean 15.8 1.047 89.0 212.87 120.4 1.36 3.15 1.80 

S.D. 7.1 0.019 23.6 100.48 55.6 0.57 1.26 0.75 

S. G.: Sp ecific gravity 

#: The specimen was diIuted to two folds with distiIIed watぽ.
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 24-2-2. Urinalysis in female rats ofthe recovery period 

CPN 300mlYl屯

EpitheliaI田:Us
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis佐ationin rats 

Appendix 24-2・2(continued). Urinalysis in female rats of the recovery period 

CPN 300mWkg 

試験番号R-15-005

E1ectro1yte， density E1ectro1yte， gross vo1ume 

Fema1eNo. Urine vo1ume S.G. Na K C1 Na K C1 

mU24hr mEqlL mEqlL mEqlL mEq/24hr mEq/24hr mEq/24hr 

F06061 23.5 1.035 82.3 174.67 99.1 1.93 4.10 2.33 

F06062 9.4 1.073 135.9 345.16 # 209.5 1.28 3.24 1.97 

F06063 8.7 1.073 150.8 337.18 # 172.5 1.31 2.93 1.50 

F06064 13.5 1.061 120.4 277.42 166.3 1.63 3.75 2.25 

F06065 11.1 1.065 120.7 286.73 149.2 1.34 3.18 1.66 

Number offemaIes 5 5 5 5 5 5 5 5 

Mean 13.2 1.061 122.0 284.23 159.3 1.50 3.44 1.94 

S.D. 6.0 0.016 25.5 68.14 40.2 0.28 0.47 0.36 

Significance NS NS NS NS NS NS NS NS 

Statistica1 method TT TT TT TT TT TT TT TT 

S.G.: Specific gravity 

NS: Not significant1y different from the control group. 

TT: AnaIysis by Student's t-test. 
#: The specimen was diluted to two folds with distilled watぽ.
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 25・1・1.Hematological findings of male rats at the end of the administration period 

Control (vehicle: com oil) 

MaleNo. RBC HGB Hematocrit MCV MCH MCHC P1atelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lyn甲hocyte Reticulocyte 

10000/pL 重dL % 丘 pg gldL 10000/1ι sec. sec 100/pL % % % % % % 

M01001 783 14.5 43.8 55.9 18.5 33.1 106.7 17.1 23.9 93.8 10.8 1.6 0.1 4.9 82.6 2.45 

MOI002 783 14.0 41.3 52.7 17.9 33.9 103.1 18.5 18.9 110.7 15.8 1.6 0.1 5.2 77.3 3.48 

MOI003 775 14.1 41.7 53.8 18.2 33.8 78.1 14.2 15.7 104.5 Il.l 0.6 。。 3.0 85.3 2.90 

M01004 814 14.4 43.1 52.9 17.7 33.4 109.6 15.2 19.8 99.0 17.9 1.3 。。 4.7 76.1 2.99 

MOI005 831 15.4 44.7 53.8 18.5 34.5 87.4 16.9 20.3 97.0 37.9 2.3 。。 4.7 55.1 2.46 

N山由町ofmal田 5 5 5 5 5 5 5 5 

M回n 797 14.5 42.9 53.8 18.2 33.7 97.0 16.4 19.7 101.0 18.7 1.5 。。 4.5 75.3 2.86 

S.D 24 0.6 1.4 1.3 0.4 0.5 13.6 1.7 2.9 6.7 11.2 0.6 0.1 0.9 11.9 0.43 
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Combined repeat dose and rl句roductive/developmentaltoxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 25-1-2. Hematological findings of male rats at the end of the administration period 

CPN 30 mg'kg 

MaleNo. RBC HGB Hematoc討t MCV MCH 品1CHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil 

10000午L g'dL % 包 pg g'dL 10000/fJL sec. sec 100/fJL % % % 

M02013 771 14.5 42.6 55.3 18.8 34.0 78.8 13.0 16.7 88.8 11.5 0.9 0.1 

M02014 754 13.8 40.8 54.1 18.3 33.8 81.0 14.5 18.5 83.8 19.3 1.7 。。
M02015 713 13.8 41.5 58.2 19.4 33.3 82.6 16.3 22.0 70.5 31.1 0.7 。。
M02016 764 14.4 42.9 56.2 18.8 33.6 99.2 15.7 20.4 84.5 9.8 2.4 0.1 

M02017 786 14.3 42.9 54.6 18.2 33.3 82.1 15.0 20.9 64.3 25.6 2.6 。。
Nun也町ofmales 5 5 5 5 5 5 5 5 

Me血 758 14.2 42.1 55.7 18.7 33.6 84.7 14.9 19.7 78.4 19.5 1.7 0.0 

S.D 28 0.3 0.9 1.6 0.5 0.3 8.2 1.3 2.1 10.4 9.1 0.9 0.1 

Signifi田町e NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method DU AN DT DU DU AN AN KW  AN DU AN AN AN 

NS: Not significantly diff町聞t世omthe control group. 

DU: Analysis by Dunnett's t田t.

AN: Analy sis by v町田1田 (one-waylayout) 

DT: Analysis by Dunnett type m醐 rankt田t

KW: Analysis by Kruskal田Wallis'test (one-way Iayout). 
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試験番号R-15-005

Monocyte Lymphocyte Reticulocyte 

% % % 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 25-1・3.Hematological findings ofmale rats at the end ofthe administration period 

CPN 100m19'kg 

MaleNo目 RBC HGB H田natocrtt MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil 

10000/!IL I!iι % 乱 pg 園dL 10000/!IL sec sec 100/!IL % % % 

M03025 739 13.5 39.9 54.0 18.3 33.8 78.0 14.0 18.2 89.0 14.2 1.8 。。
M03026 735 13.3 40.4 55.0 18.1 32.9 98.4 13.6 19.2 67.9 19.0 1.8 。。
M03027 711 13.1 39.1 55.0 18.4 33.5 78.4 16.3 19.0 59.6 15.7 1.5 。。
M03028 788 14.1 40.5 51.4 17.9 34.8 105.6 12.8 16.9 91.4 24.5 2.0 。。
M03029 781 13.3 39.3 50.3 17.0 33.8 112.6 14.7 20.2 81.1 15.7 1.8 。。
N山由町ofmales 5 5 5 5 5 5 5 5 5 

M世田 751 13.5 39.8 53.1 17.9 33.8 94.6 14.3 18.7 77.8 17.8 1.8 。。
S.D 33 0.4 0.6 2.2 0.6 0.7 15.8 1.3 1.2 13.7 4.1 0.2 。。
Si伊泊四n田 NS NS NS NS NS NS NS NS NS NS NS 

Statisti国Imethod DU AN DT DU DU AN AN KW  AN DU AN AN AN 

Si伊ifi四ntiydi丘町田tfrom the control group (*: P<0.05，“:P<O.OI). 
NS:Notsi伊泊四国Iydi丘町田tfrom the control group. 

DU: Analysis by Dunnett's test. 

AN: Analysis by vari血 ce(one-way layout) 

DT: Analysis by Dunnett type rr四 nranktest.

KW: Analysis by Kruskal-Wallis' t田t(one-way layout). 
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Combined repeat dose and reproductive/deve1opmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 25・1-4.Hematological findings ofmale rats at the end ofthe administration period 

CPN300m量生g

Ma1eNo. RBC HGB Hematoロ1t MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eos血oph丑 Basophil 

10000/!iL g'dL % 江 pg g'dL 10000/ドL sec sec 100/!iL % % % 

M04037 794 14.3 41.6 52.4 18.0 34.4 102.6 12.7 17.3 99.3 14.3 0.5 0.1 

加104038 804 14.9 44.2 55.0 18.5 33.7 82.1 16.1 21.4 86.4 17.4 0.7 0.0 

M04039 805 13.2 38.3 47.6 16.4 34.5 108.5 26.5 20.4 45.6 12.8 1.5 0.0 

M04040 854 15.1 44.7 52.3 17.7 33.8 103.4 17.9 22.3 83.1 24.4 1.6 0.0 

M04041 781 13.4 39.8 51.0 17.2 33.7 89.7 13.4 17.6 60.5 41.3 1.3 0.0 

Numb町 ofma1es 5 5 5 5 5 5 5 5 5 5 

M田n 808 14.2 41.7 51.7 17.6 34.0 97.3 17.3 19.8 75.0 22.0 1.1 0.0 

S.D 28 0.9 2.8 2.7 0.8 0.4 10.9 5.5 2.3 21.6 11.7 0.5 0.0 

Signifi叩n田 NS NS NS NS NS NS NS NS NS NS NS NS 

Stat白tica1皿.ethod DU AN DT DU DU AN AN KW  AN DU AN AN AN 

Si伊部咽t防diff町田tfromthe ∞ntro1 group (*: P<0.05， **: P<O.OI). 
NS: Not significantly di貸町田tfro血 thecontrol group. 

DU: Analysis by Dunnett's t田t

AN: Analysis by vari血目(on争waylayout). 

DT: Ana1ysis by D凹即日typem回nrankt白t.

KW: Ana1ysis by Kruskal-Wallis' t田t(one-way layout) 
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Mon田yte Lymphocyte Reticulocyte 
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AN AN AN 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 25-2-1. Hematological findings of male rats at the end of the recovery period 

Control (vehicle: corn oil) 

MaleNo RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil B田ophil Monocyte Lymphocyte Reticulocyte 

10000/J1L gf，乱 % tL pg gf，札 10000/μL sec sec. 100/μL % % % % % % 

M01008 782 13.6 41.7 53.3 17.4 32.6 85.5 13.5 17.8 98.9 17.8 1.2 0.1 4.3 76.6 2.92 

M01009 819 14.4 42.7 52.1 17.6 33.7 109.5 16.8 16.7 114.4 7.4 1.7 0.1 3.6 87.2 3.44 

MOIOIO 861 14.4 42.9 49.8 16.7 33.6 99.1 15.8 16.2 65.7 13.3 1.2 0.0 4.4 81.1 3.01 

M01011 796 13.7 40.6 51.0 17.2 33.7 110.2 15.6 18.4 79.7 10.9 1.9 。。 3.6 83.6 3.59 

MOlO12 846 15.3 44.1 52.1 18.1 34.7 97.3 17.4 19.7 57目2 13.2 1.0 。。 3.5 82.3 3.21 

Number ofmales 5 5 5 5 5 

Mean 821 14.3 42.4 51.7 17.4 33.7 100.3 15.8 17.8 83.2 12.5 1.4 。。 3.9 82.2 3.23 

S.D 33 0.7 1.3 1.3 0.5 0.7 10.2 1.5 1.4 23.5 3.8 0.4 0.1 0.4 3.9 0.28 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 25・2・2.Hematological findings of male rats at the end of the recovery period 

CPN 300 mg'kg 

Ma1eNo. RBC HGB He町田to町it MCV 加ICH MCHC Platelet PT APTT WBC N田trophil Eosinophil B田ophil Monocyte Lymphocyte Retic氾locyte

10000/ドL g'dL % 乱 pg g'dL 10000/1件 sec. sec. 100/ドL % % % % % % 

M04044 793 14.2 42.1 53.1 17.9 33.7 95.0 18.0 21.6 69.8 19.6 1.3 。。 6.3 72.8 3.86 

M04045 852 14.5 42.8 50.2 17.0 33.9 117.6 16.5 19.0 100.9 10.1 1.5 0.0 3.7 84.7 3.15 

M04046 784 14.8 43.9 56.0 18.9 33.7 110.2 13.7 15.8 96.5 8.5 l.l 0.1 2.7 87.6 3.60 

M04047 790 14.2 43.0 54.4 18.0 33.0 92.2 15.3 21.5 58.8 21.8 1.2 0.0 6.6 70.4 3.27 

M04048 792 14.2 43.2 54.5 17.9 32.9 106.6 12.8 17.8 73.4 14.3 2.3 0.1 5.2 78.1 3.25 

N凹池町ofma1es 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

M回n 802 14.4 43.0 53.6 17.9 33.4 104.3 15.3 19.1 79.9 14.9 1.5 0.0 4.9 78.7 3.43 

S.D 28 0.3 0.7 2.2 0.7 0.5 10.6 2.1 2.5 18.1 5.8 0.5 0.1 1.7 7.4 0.30 

Sign出cance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistica1 method TT TT TT TT TT TT TT TT TT TT TT TT TT AW  TT TT 

NS:Not si伊宙開ntiydiff町ent骨omthe control group. 

TT: Ana1ysis by Student's t-t田t.

AW: Analysis by Aspin-Welch t-t田t
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 26-1-1. Hematological findings of female rats at the end of the administration period 

Contro1 (vehicle:∞rnoil) 
Fema1eNo RBC HGB H田natocrit MCV MCH MCHC Platel国 PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte 

10000/f1L gf，札 % 江 pg gf，ι 10000/ドL sec. sec. 100/μL % % % % % % 

F01001 647 11.7 35.2 54.4 18.1 33.2 112.3 13.4 13.7 73.4 29.7 1.0 0.0 4.0 65.3 7.92 

F01005 676 13.0 39.9 59.0 19.2 32.6 91.4 12.9 12.0 83.6 25.9 1.0 。。 3.6 69.5 6.80 

F01006 576 11.3 34.0 59.0 19.6 33.2 113.1 13.4 15.6 108.5 31.3 0.8 。。 3.8 64.1 7.90 

F01007 648 12.8 39.2 60.5 19.8 32.7 139.1 13.7 16.7 73.0 33.0 1.0 0.0 5.6 60.4 8.26 

FOlO12 639 13.1 40.8 63.8 20.5 32.1 110.1 13.8 15.7 85.7 33.3 0.7 。。 0.9 65.1 10.68 

N凹nberof fema1es 5 5 5 5 5 5 5 5 

M回n 637 12.4 37.8 59.3 19.4 32.8 113.2 13.4 14.7 84.8 30.6 0.9 0.0 3.6 64.9 8.31 

S.D 37 0.8 3.0 3.4 0.9 0.5 17.0 0.4 1.9 14.4 3.0 0.1 0.0 1.7 3.2 1.43 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 26-1-2. Hematological findings offemale rats at the end ofthe administration period 

CPN 30mg'kg 

FemaleNo. RBC HGB Hemato凶t MCV 品1CH MCHC Platelet PT APTT WBC Neutrophil Eosinophil B田ophil Monocyte Lymphocyte Reticulocyte 

10000/flL gl乱 % ι pg g札 10000/flL sec sec 100/μL % % % % % % 

F02013 681 13.5 40.7 59.8 19.8 33.2 97.0 13.1 15.8 1l0.2 22.3 l.l 0.0 4.1 72.5 7.13 

F02016 550 10.6 33.6 61.1 19.3 31.5 119.7 13.0 15.7 50.3 26.2 0.4 0.0 1.6 71.8 9.86 

F02018 651 12.6 38.0 58.4 19.4 33.2 117.1 12.6 14.5 120.3 42.9 0.9 0.0 2.7 53.5 6.47 

F02020 594 12.2 37.9 63.8 20.5 32.2 94.1 13.6 16.0 62.3 36.4 0.5 0.0 3.4 59.7 8.84 

F02022 625 12.6 38.3 61.3 20.2 32.9 107.1 12.2 14.3 123.9 32.3 0.9 0.0 3.4 63.4 8.10 

N山由町offemal田 5 5 5 5 

Mean 620 12.3 37.7 60.9 19.8 32.6 107.0 12.9 15.3 93.4 32.0 0.8 0.0 3.0 64.2 8.08 

S.D 51 l.l 2.6 2.0 0.5 0.7 11.5 0.5 0.8 34.5 8.2 0.3 0.0 0.9 8.1 1.35 

Si~ifi個師 NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN DU AN AN 

NS:Notsi~自由ntly diff町田t仕omthe∞ntrol group 
AN: Analysis by v四回ce(on争waylayout). 

DU: Analysis by Dunnett's test. 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 26・1・3.Hematological findings offemale rats at the end ofthe administration period 

CPN 100mg'kg 

F町naleNo. RBC HGB H匝natocrit MCV MCH MCHC Plate1et PT APTT WBC Ne喝trophil Eosinophil Basophil Monocyte Lymphocyte Reticu10cyte 

10000/fJL gJ，乱 % 江 pg gJ，ι 10000/，ドL sec. sec 100/fJL % % % % % % 

F03029 604 11.8 35.6 58.9 19.5 33.1 120.8 12.9 13.9 86.5 25.5 。.2 0.0 2.7 71.6 8.65 

F03031 601 12.2 37.1 61.7 20.3 32.9 104.4 13.0 16.4 65.8 27.7 1.2 0.2 4.9 66.0 8.13 

F03033 600 12.2 37.2 62.0 20.3 32.8 104.1 12.5 14.5 97.7 35.3 0.5 。。 3.6 60.6 7.37 

F03035 647 12.4 38.3 59.2 19.2 32.4 132.0 12.6 13.8 94.0 33.1 0.9 。。 4.7 61.3 6.29 

F03036 648 12.8 39.3 60.6 19.8 32.6 140.8 13.6 13.3 82.1 47.3 0.6 0.0 4.0 48.1 8.87 

N凹nh町 offernales 5 5 5 5 5 5 5 5 5 5 

Me曲 620 12.3 37.5 60.5 19.8 32.8 12u.4 12.9 14.4 85.2 33.8 0.7 0.0 4.0 61.5 7.86 

S.D 25 0.4 1.4 1.4 0.5 0.3 16.4 0.4 1.2 12.5 8.5 0.4 0.1 0.9 8.7 1.05 

Sigpifi岨n白 NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN DU AN AN 

NS:Notsi伊国国ntlydiff町田t世'omthe∞ntro1ll1'OUp.
AN: Analysis by vari回出(one-waylayout). 

DU:Analys包byDunnett's t田t.
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 26-1・4.Hematological findings offemale rats at the end ofthe administration period 

CPN 300rrザkg

FemaleNo. RBC HGB He:町田tocrit MCV MCH 加ICHC Platelet PT APTT WBC Neutrophil Eos血ophil Basophil 加lonocyte Lymphocyte Reticulocyte 

10000/ドL gjι % ι pg 亜dL 10000/pL sec. sec. 100/pL % % % % % % 

F04039 668 12.8 38.2 57.2 19.2 33.5 135.3 13.4 14.7 103.5 18.6 0.3 。。 5.2 75.9 6.43 

F04040 735 13.1 38.9 52.9 17.8 33.7 116.5 13.4 16.2 58.9 13.4 0.5 0.2 6.8 79.1 6.00 

F04041 667 12.8 39.2 58.8 19.2 32.7 114.1 12.6 15.8 55.1 25.8 0.5 0.0 6.9 66.8 8.16 

F04045 606 11.4 34.7 57.3 18.8 32.9 164.7 12.7 15.2 53.5 24.8 0.6 。。 4.5 70.1 10.93 

F04048 639 12.6 38.3 59.9 19.7 32.9 131.1 13.0 15.8 62.9 27.8 1.0 。。 5.4 65.8 11.30 

N町池町offemales 5 5 5 5 5 5 5 5 5 5 

Me皿 663 12.5 37.9 57.2 18.9 33.1 132.3 13.0 15.5 66.8 22.1 0.6 。。 5.8 71.5 8.56 

S.D. 48 0.7 1.8 2.7 0.7 0.4 20.3 0.4 0.6 20.8 5.9 0.3 0.1 1.1 5.8 2.47 

Signi盟国nce NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN DU AN AN 

Signifi回国Iydiff町田tfrom the control group (*: P<0.05， **: P<O目。1).
NS: Not significantly diff町田t世'omthe control group. 

AN: Analysis by vari組問(one-waylayout). 

DU: Analysis by Dunnett's test. 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 26・2・1.Hematological findings of female rats at the end of the administration period， satellite group 

Control (vehicle: com 0め

Fe皿aleNo RBC HGB H田nato町jt MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eos泊ophil Basophil Monocyte Ly皿tph∞yte Reticulo氾:yte
100∞/μL 量& % 包 pg 6ι 10000/1ドL sec. sec. 100/1μL % % % % % % 

F05049 636 12.1 35.3 55.5 19.0 34.3 82.0 12.1 11.7 ~ 33.4 14.1 3.3 0.0 3.6 79.0 2.98 

F05050 683 12.8 38.7 56.7 18.7 33.1 87.9 12.3 14.7 38.1 17.3 1.8 0.0 1.6 79.3 4.17 

F05051 677 13.0 38.7 57.2 19.2 33.6 75.4 12.6 13.6 43.4 17.1 1.8 0.0 3.2 77.9 3.25 

F05052 669 13.6 40.1 59.9 20.3 33.9 90.6 12.2 15.1 54.0 14.0 1.7 0.0 2.8 81.5 3.80 

F05053 717 12目9 38.7 54.0 18.0 33.3 89.5 12.1 13目9 44.3 18.2 1.4 。。 2.5 77.9 2.99 

Numberoffi匝nal田 5 5 

Me血 676 12.9 38.3 56.7 19.0 33.6 85.1 12.3 13.8 42.6 16.1 2.0 0.0 2.7 79.1 3.44 

S.D 29 0.5 1.8 2.2 0.8 0.5 6.3 0.2 1.3 7.7 2.0 0.7 。。 0.8 1.5 0.53 

~: Remeasurement (the sharp variation ofthe 1ight scatteringwas not det回 edin the reaction in the flfst me田町田町t.)
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Combined repeat dose and reproductive/developmental toxicity screening test ofCyclopentanone by oral administration in rats 

Appendix 26-2-2. Hematological findings offemale rats at the end ofthe administration period， satellite group 

CPN 300 mg'kg 

FemaleNo. RBC HGB H田盟国oc口t MCV MCH MCHC Platelet PT APTT WBC N田 trophil Eosinophil Basophil Monocyte 

100∞liJL gj，乱 % 且 pg 百札 100∞/μL sec S国. 100/1件 % % % % 

F06056 697 a 12.9 a 38.0 a 54.5 a 18.5 a 33.9 a 84.8 a 12.3 a 13.1 a 49.7 a 19.0 a 0.8 a 0.2 a 5.8 a 

F06057 740 13.1 38.6 52.2 17.7 33.9 98.2 11.8 15.6 50.2 9.1 1.6 0.0 3.2 

F06058 669 13.0 38.5 57.5 19.4 33.8 81.3 11.9 13.4 58.1 15.0 1.0 0.0 2.8 

F06059 812 14.5 41.8 51.5 17.9 34.7 115.9 12.5 15.5 49.8 14.9 1.2 0.0 3.2 

F06060 684 13.4 38.8 56.7 19.6 34.5 87.2 11.9 15.4 25.2 34.5 1.6 。。 3.2 

Nu皿k到roffi自国I田 4 4 4 4 4 4 4 4 4 4 4 4 4 4 

Mean 726 13.5 39.4 54.5 18.7 34.2 95.7 12.0 15.0 45.8 18.4 1.4 。。 3.1 

S.D. 65 0.7 1.6 3.1 1.0 0.4 15.2 0.3 1.1 14.3 11.1 0.3 0.0 0.2 

Sign部閣nce NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Stat白t1叩1皿ethod TT TT TT TT TT TT TT TT TT TT AW  TT TT TT 

NS:Not si伊出C阻 tlydi宜町田t音omthe control group 

TT: Analy sis by Stu細川ーt剖

AW: Analysis by Aspin-Welch t・t田t

a， Excluded量om伽何回a1ysis(祖国theticd国th)
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Ly田Iphocyte Reticulocyte 

% % 

74.2 a 2.69 a 

86.1 2.75 

81.2 3.24 

80.7 2.69 

60.7 3.94 

4 4 

77.2 3.16 

11.3 0.58 

NS NS 

AW  TT 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 26-3・1.Hematological findings of female rats at the end of the recovery period 

Contro1 (vehicle: com oil) 

FemaleNo RBC HGB Hematoロit MCV MCH MCHC Plate1et PT APTT WBC Neutrophil Eosinophil B田ophil Monocyte Lymphocyte Reticu10cyte 

10000/1IL g'ι % fL pg g'ι 10000/，件 sec. sec. 100/，μL % % % % % % 

F05054 840 14.9 44.3 52.7 17.7 33.6 91.2 11.0 11.4 44.9 12.7 2.0 0.0 2.4 82.9 3.42 

F05055 735 13.4 40.6 55.2 18.2 33.0 95.7 12.2 16.9 76.6 20.6 1.7 0.0 4.3 73.4 3.50 

F05056 718 13.6 40.4 56.3 18.9 33.7 83.5 11.4 15.0 41.0 17目3 2.9 0.0 3.7 76.1 3.17 

F05057 755 14.3 42.1 55.8 18.9 34.0 71.3 12.6 14.8 45.2 19.9 1.1 0.0 3.8 75.2 2.81 

F05058 790 13.9 41.5 52.5 17.6 33.5 109.4 11.6 13.7 30.3 16.2 3.6 0.0 2.6 77.6 2.43 

N umber of females 5 5 5 5 5 5 

Mean 768 14.0 41.8 54.5 18.3 33.6 90目2 11.8 14.4 47.6 17.3 2.3 。。 3.4 77.0 3.07 

S.D. 49 0.6 1.6 1.8 0.6 0.4 14.2 0.6 2.0 17.3 3.2 1.0 0.0 0.8 3.6 0.45 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 26・3・2.Hematological findings of female rats at the end of the recovery period 

CPN 300 mg'kg 

FemaleNo. RBC HGB Hematocrit MCV MCH MCHC Plate1et PT APTT WBC Neutrophil Eosinophi1 Basophil Monocyte Lymphocyte Reticu10cyte 

10000/μL g'dL % ι pg g'dL 10000/!JL sec. sec. 100/!JL % % % % % % 

F06061 754 13.5 40.2 53.3 17.9 33.6 88.9 11.7 12.6 47.7 23.4 1.0 。。 3.1 72.5 3.58 

F06062 747 13.8 40.1 53.7 18.5 34.4 92.9 12.6 16.0 36.8 15.8 1.1 。。 3.8 79.3 2.96 

F06063 762 13.6 40.1 52.6 17.8 33.9 96.8 11.5 16.6 49.9 9.8 2.2 。。 3.4 84.6 2.61 

F06064 748 13.1 39.1 52.3 17.5 33.5 95.7 12.1 14.6 59.5 30.4 2.0 0.2 3.5 63.9 3.14 

F06065 697 13.0 39.3 56.4 18.7 33.1 88.2 11.6 16.7 39.3 23.6 0.8 。。 3.3 72.3 2.97 

N山nb町 offemal田 5 5 5 5 5 5 5 5 5 

Mean 742 13.4 39.8 53.7 18.1 33.7 92.5 11.9 15.3 46.6 20.6 1.4 。。 3.4 74.5 3.05 

S.D 26 0.3 0.5 1.6 0.5 0.5 3.9 0.5 1.7 9.1 7.9 0.6 0.1 0.3 7.8 0.35 

Sign自国lce NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistica1 method TT TT TT TT TT TT AW  TT TT TT TT TT TT AW  TT TT 

SilJl自白川1ydiff町叩tfrom the contro1 group (*: P<0.05， **: Pく0.01).

NS:Not sign泊四国1ydi宜er四t昔。mthe∞ntro1group. 
TT: Ana1ysis by Stud田tlst-test 

A W: Ana1ysis by Asp皿.-Welch t-test. 

259 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix 27-1-1. Biochemical findings of male rats at the end of the administration period 

Control (vehicle: com oil) 

Total Total 

MaleNo. Total protein Albumin A/G Glucose cholesterol Triglyceride Phospholipid AST ALT y-GTP LDH Bileacid BUN Cr田tinine bilirubin ALP 

wι WdL mwdL mwdL mwdL mwdL UIL UIL UIL UIL 阿nol/L mwdL mwdL mwdL UIL 

M01001 5.1 3.5 2.19 132 31 32 62 66 28 。 98 8.7 14.2 0.31 0.04 351 

M01002 5.4 3.5 1.84 125 56 39 88 54 32 。 230 46.7 12.1 0.32 0.06 454 

M01003 5.3 3.5 1.94 155 59 93 99 42 25 。 133 9.8 10.4 0.24 0.06 591 

M01004 5.6 3.5 1.67 116 52 45 86 51 23 。 65 8.4 10目4 0.27 0.05 482 

M01005 5.3 3.5 1.94 128 59 41 93 60 27 。 46 4.8 13.5 0.28 0.07 505 

N田nb町 ofmales 5 5 5 

Mean 5.3 3.5 1.92 131 51 50 86 55 27 。 114 15.7 12.1 0.28 0.06 477 

S.D. 0.2 。。 0.19 15 12 24 14 9 3 。 73 17.4 1.7 0.03 0.01 87 

Control (vehicle: com oil) 

Inor伊lic
MaleNo. phosphorus Ca Na K CI 

mgdL mgdL mEqlL mEqlL mEqlL 

MOIOOl 5.5 9.0 143.9 3.69 111.2 

MOI002 5.7 9.2 144.7 3.67 111.0 

MOI003 5.7 9.3 144.5 3.82 109.6 

M01004 5.8 9.4 145.1 3.70 109.3 

MOI005 5.8 9.4 144.4 3.69 110.8 

N umber of males 5 5 5 5 5 

Me叩 5.7 9.3 144.5 3.71 110.4 

S.D. 0.1 0.2 0.4 0.06 0.9 
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Combined repeat dose and rl叩roductive/developmentaltoxicity screening test of Cyc1opentanone by oral adminis仕ationin rats 

Appendix 27-1-2. Biochemical findings ofmale rats at the end ofthe adminis仕ationperiod 

CPN 30mwJ<g 

Total 

MaleNo. Total prot田n A1bumin A/G G1ucose cho1estero1 Triglyceride Phospholipid ASf ALT y-GTP LDH Bileacid BUN 

!ifdL ダ'dL m!ifdL m!ifl札 m!ifdL m!ifdL UIL UIL uι UIL 開nollL m!ifdL 
M02013 5.7 3.7 I目85 150 50 46 84 54 28 103 7.5 11.1 

M02014 5.8 3.7 1.76 138 61 40 98 54 30 56 7.4 12.6 

M02015 5.5 3.5 1.75 113 47 22 77 50 23 。 191 23.4 10.7 

M02016 5.2 3.4 1.89 137 60 35 87 54 27 。 102 13.2 11.5 

M02017 5.7 3.7 1.85 126 55 40 92 47 22 。 35 20.7 13.4 

N凹nb町 ofmales 5 5 5 

Mean 5.6 3目6 1.82 133 55 37 88 52 26 97 14.4 11.9 

S.D. 0.2 。目l 。目06 14 6 9 8 3 3 60 7.4 1目I

Signific担問 NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statisti田lmethod AN AN AN AN AN AN AN AN AN AN AN AN AN 

NS: Not signifi曲目1ydi汀町田t世omthe contro1 group 

AN: Analysis by v阻回開(one-way1ayout) 

KW: Analysis by Kruskal-Wallis' t田t(one-way 1ayout). 

CPN 30mgkg 

Inor伊 lic

MaleNo. phosphorus Ca Na K Cl 

mgdL mgdL mEq/L mEq/L mEq/L 

M02013 5.2 9.4 143.8 3.63 109.6 

M02014 5.4 9.4 142.9 3.85 108.9 

M02015 5.5 9.0 146.1 3.82 111.5 

M02016 5.7 8.9 144.4 3.72 111.5 

M02017 5.6 9.6 144.4 3.93 110.7 

Number ofmales 5 5 5 5 5 

M回n 5.5 9.3 144.3 3.79 110.4 

S.D. 0.2 0.3 1.2 0.12 1.2 

Significance NS NS NS NS NS 

Statistical method KW AN AN AN AN 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

KW: Analysis by Kruskal-Wallis' test (one-way layout). 
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Total 

er，田tinine b出rubin ALP 

m!ifdL m!ifdL UIL 

0.23 0.07 624 

0.30 0.07 406 

0.24 0.06 427 

0.28 0.07 591 

0.25 0.07 479 

0.26 。目07 505 

0.03 0.00 98 

NS NS NS 

AN AN AN 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 27-1-3. Biochemical findings ofmale rats at the end ofthe administration period 

CPN 100mW!<g 
Tot叫

MaleNo. Total protein Albumin AfG Glucose ぬolest町01 Trigly聞 de Phospholipid AST ALT y.GTP LDH Bileacid BUN 

g/<ι 量dl m!!'dL 叫dL m!!"ι m!!'dL uι UIL UIL UIL 戸nol/L m!!"ι 

M03025 5.3 3.4 1.79 144 54 26 83 50 27 133 10.7 14.9 

M03026 5.7 3.6 1.71 132 61 38 94 47 25 83 13.3 12.3 

M03027 4.9 3.2 1.88 125 34 19 57 57 27 42 6.4 13.0 

M03028 5.6 3.6 1.80 136 65 55 101 50 22 。 136 10.0 14.4 

M03029 5.9 3.8 1.81 123 62 66 99 52 24 。 66 18.1 13.5 

N国nb町 ofmales 5 5 5 5 5 5 

M田n 5.5 3目5 1.80 132 55 41 87 51 25 92 11.7 13目6

S.D. 0.4 0.2 0.06 9 13 20 18 4 2 41 4.3 1.0 

Signi目白n田 NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN 

NS: Not significantly different世omthe control group 

AN: Analy sis by v富田n田 (on...waylayout). 

KW: Analysis by Kruskal.Wallis' t田t(on ... way layout) 

CPN 100 mg'k:g 

InorJ?i1l1ic 

MaleNo. phosphorus Ca Na K Cl 

mgldL mgldL mEqlL mEqlL mEqlL 

M03025 4.9 9.1 144.3 3.43 110.6 

M03026 5.2 9.2 144.2 3.86 111.0 

M03027 6.2 8.3 144.3 4.12 112.9 

M03028 5.8 9.5 145.6 3.94 113.0 

M03029 6.0 10.0 146.4 3.68 111.1 

Number ofmales 5 5 5 5 5 

M伺n 5.6 9.2 145.0 3.81 111.7 

S.D. 0.5 0.6 1.0 0.26 1.1 

Significance NS NS NS NS NS 

Statistical method KW AN AN AN AN 

NS: Not significantly different企omthe control group. 

AN: Analysis by variance(one-way layout). 

KW: Analysis by Kruskal-Wallis' test (聞かwaylayout). 
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Total 

Cr回.tinine bilirubin ALP 

m!!，dL m!if札 UIL 

0.30 0.06 607 

0.26 0.06 453 

0.26 0.04 357 

0.27 0.06 590 

0.22 0.05 597 

5 

0.26 0.05 521 

0.03 0.01 111 

NS NS NS 

AN AN AN 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 27-1・4.Biochemical findings ofmale rats at the end ofthe administration period 

CPN 3∞m&'J<g 
Total 

MaleNo. Total protein Albumin AlG Glucose cholesterol Tri匝y叩 de Phospholipid AST ALT y-GTP LDH Bileacid BUN 

gldL 量dl mgl，ι mgldL mgl'札 mgldL UIL UIL UIL uι 凹nol/L mgldL 

M04037 5.8 3.6 1.64 133 69 35 100 43 26 。 191 16.4 14.2 

M04038 5.7 3.7 1.85 141 63 37 100 68 37 106 34.0 14.l 

M04039 5.3 3.6 2.l2 135 50 18 76 51 24 47 11.0 12.4 

M04040 5.9 3.8 1.81 125 51 25 80 49 25 57 23.3 10.8 

M04041 5.6 3.7 1.95 132 61 10 87 60 26 63 6.5 14.7 

N田nb町 ofmal田 5 5 5 5 5 

M田n 5.7 3.7 1.87 133 59 25 89 54 28 93 18.2 13.2 

S.D. 0.2 。目l 0.l8 6 11 11 10 59 10目B 1.6 
Signifi叩 1国 NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistil国lmethod AN AN AN AN AN AN AN AN AN AN AN AN AN 

NS: Not signi日叩tlydif伽田.tfromthe∞ntrol group 
AN: Analysis by var担n田 (one同waylayout). 

KW:Analysisby Kruskal-Wallis't田t(one-way layout). 

CPN 300 mglkg 

Inorganic 

MaIeNo. phosphorus Ca Na K Cl 

mg'dL mg'dL mEqlL mEqlL mEqlL 

M04037 4.9 9.9 144.0 3.61 109.7 

M04038 5.0 9.1 145.1 3.52 110.3 

M04039 5.7 9.2 144.3 3.85 111.9 

M04040 6.0 9.3 145.6 3.75 109.1 

M04041 5.5 8.8 143.1 3.53 109.2 

Number ofmales 5 5 5 5 5 

Mean 5.4 9.3 144.4 3.65 110.0 

S.D. 0.5 0.4 1.0 0.14 1.1 

Signifiωnce NS NS NS NS NS 

StatisticaI method KW  AN AN AN AN 

NS: Not signific四 tlydifferent from the control group. 

AN: AnaIysis by variance (one-way layout). 

KW: Analysis by Kruskal-WaIlis' test (one-way layout). 
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Total 

Cr田tinine bilirubin ALP 

mgldL mgldL UIL 

0.26 0.06 399 

0.28 0.07 307 

0.22 0.05 465 

0.20 0.08 454 

0.33 0.06 375 

5 

0.26 0.06 400 

0.05 0.01 64 

NS NS NS 

AN AN AN 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 27・2・1.Biochemical findings of male rats at the end of the recovery period 

Contro1 (vehic1e: com oil) 

Total Total 

MaleNo. Total prote田 Albu皿皿 A/G Gluc沿se cho1田tero1 Tri前ceride Phospholipid AST ALT r-GTP LDH Bileacid BUN Cr，田誌面皿e bi1irub田 ALP 

g'dL 園dL 田正'dL 血g'1ι E量札 mg'dL U/L U/L U/L U/L 開noVL mg'1ι 田正ι 皿.g'1ι U/L 

M01008 5.4 3.6 2.00 138 64 35 88 55 23 。 67 10.0 13.6 0.36 0.06 434 

M01009 6.1 3.9 1.77 154 89 53 128 56 25 。 72 6.5 14.5 0.28 0.06 370 

M01010 5.6 3.7 1.95 132 61 28 88 57 30 。 107 10.7 13.6 0.32 0.05 334 

M01011 5.9 3.9 1.95 144 70 53 105 58 21 。 63 9.8 14.4 0.32 0.06 296 

M01012 5.7 3.6 1.71 160 68 56 103 93 42 。 248 11.3 15.7 0.27 0.06 491 

Nu皿berof皿ales 5 5 5 5 5 

M自国 5.7 3.7 1.88 146 70 45 102 64 28 。 111 9.7 14.4 0.31 0.06 385 

S.D 0.3 0.2 0.13 11 11 13 16 16 。 78 1.9 0.9 0.04 0.00 78 

Control (vehicle: com oil) 

Inor伊mc

MaleNo. phosphorus Ca Na K Cl 

mgdL mgdL mEqlL mEqlL mEqlL 

MOI008 5.3 9.0 143.3 3.90 111.5 

MOI009 5.4 10.1 144.2 3.61 112.5 

MOI010 6.4 9.4 144.9 3.97 112.7 

MOI011 5.6 9.7 142.9 4.01 109.5 

MOI012 6.0 9.6 145.5 3.74 111.7 

Number ofmales 5 5 5 5 5 

Mean 5.7 9.6 144.2 3.85 111.6 

S.D. 0.5 0.4 1.1 0.17 1.3 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix 27-2・2.Biochemical findings of male rats at the end of the recovery period 

CPN 300m!ifkg 
Total 

MaleNo. Total protein Albu皿皿 A/G Glucose cholest町01 Tri匝y闇 de Phospholipid AST ALT y.GTP LDH Bile回 d BUN 

!ifdL !ifdL m!ifdL m!if'札 皿.!if乱 血!ifdL U/L U/L U/L U/L 阿古01ι E司dL

M04044 5.5 3.5 1.75 154 41 66 71 67 29 。 110 15.9 14目l

M04045 6.1 3.6 1.44 148 89 40 113 75 38 391 14.5 17.0 

M04046 5.9 3.8 1.81 131 95 29 113 49 25 40 15.8 12.4 

M04047 5.5 3.5 1目75 128 56 52 84 62 35 62 12.5 12.7 

M04048 5.5 3.6 1.89 142 75 51 106 51 34 83 5.4 13.4 

Nu皿h町of田d田 5 5 5 5 5 

M田n 5.7 3.6 1.73 141 71 48 97 61 32 。 137 12.8 13.9 

S.D. 0.3 0.1 0.17 11 23 14 19 11 5 。 144 4.4 1.8 

Si伊1自国n田 NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statisti回1皿ethod TT TT TT TT TT TT TT TT TT TT TT TT TT 

NS:Not sign町田ntlydi庄町田t世0皿the∞ntrol group. 
TT: Analysis by Stud囲内t-t田t.

AW: Analysis by Aspin-Welch t-t田t

CPN 300 mglkg 

Inor伊mc

MaleNo. phosphorus Ca Na K Cl 

mwdL mwdL mEqIL mEqIL mEqlL 

M04044 7.0 9.3 143.8 3.91 109.2 

M04045 6.5 9.9 144.3 4.30 112.3 

M04046 6.2 9.7 144.3 4.03 109.8 

M04047 6.1 9.4 144.8 3.71 110.0 

M04048 5.5 9.8 144.5 3.85 111.3 

Numbぽ ofmales 5 5 5 5 5 

Mean 6.3 9.6 144.3 3.96 110.5 

S.D. 0.6 0.3 0.4 0.22 1.3 

Significance NS NS NS NS NS 

Statistical method TT TT TT TT TT 

NS: Not significantly diffiぽent仕'Omthe control group~ 

TT: Analysis by Student's t幽test.

A W: Analysis by Aspin-Welch t-test. 
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試験番号R-15-005

Total 

Creatinine bilirubin ALP 

m!if'乱 m!if'ι U/L 

0.31 0.06 335 

0.31 0.08 515 

0.32 0.07 447 

0.24 0.04 411 

0.25 0.05 336 

5 5 

0.29 0.06 409 

。目04 0.02 77 

NS NS NS 

TT AW  TT 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 28-1・1.Biochemical findings of female rats at the end of the administration period 

Control (vehicle∞mo町
Total Total 

F田n副eNo Totalprote旧 Albumin A/G Glucose chol田terol Triglyceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Cr同 tin血e bilirubin ALP 

gldL ダ'dL mgldL mgldL mgldL mgldL UIL UIL UIL UIL 阿nolJL mgldL mgldL mgldL uι 
FOIOOI 5.2 3.7 2.47 120 44 25 82 167 43 。 77 9.9 9.8 0.29 0.07 212 

FOI005 5.7 3.9 2.17 114 54 23 99 81 33 。 191 63.3 12.8 0.28 0.07 239 

FOI006 5.6 3.9 2.29 124 59 29 108 108 38 。 205 6.4 13.3 0.24 。目06 236 

FOI007 5.6 3.7 1.95 102 44 28 85 94 45 。 45 12.9 13.5 0.32 0.06 390 

FOIOl2 5.8 4.0 2.22 107 46 12 95 86 51 。 49 14.4 16.8 0.38 0.08 380 

N山nb町 offernales 5 5 5 5 5 5 5 

M回n 5.6 3.8 2.22 113 49 23 94 107 42 113 21.4 13.2 0.30 0.07 291 

S.D目 0.2 0.1 0.19 9 II 35 7 78 23.6 2.5 0.05 0.01 86 

Contro1 (vehic1e: com oil) 

Inorganic 

FemaleNo. phosphorus Ca Na K C1 

mgldL mgldL mEq/L mEq/L mEq/L 

F01001 6.9 9.4 142.3 3.62 112.6 

F01005 8.5 10.1 144.0 3.65 109.8 

F01006 6.2 9.5 142.3 3.17 109.7 

F01007 6.0 9.4 140.6 4.11 109.0 

F01012 5.1 9.6 143.1 3.82 111.3 

Number offemales 5 5 5 5 5 

Mean 6.5 9.6 142.5 3.67 110.5 

S.D. 1.3 0.3 1.3 0.34 1.5 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 28・1-2.Biochemical fmdings offemale rats at the end ofthe adminis仕ationperiod 

CPN 30mg'kg 
Total 

F町naleNo. Total prote田 Albumin A/G Glucose chol田t町01 Tri国y削 de Phospholipid AST ALT y-GTP LDH Bileacid BUN 
gldL 1語dL mgldL mgl，札 mgl，ι mgldL UIL UIL UIL UIL 戸nollL mgl，ι 

F02013 5.8 4.0 2.22 125 36 41 77 78 37 。 99 6.4 12.9 
F02016 5.9 4目。 2.11 111 68 35 125 90 42 219 25.5 16.7 
F02018 5.8 4.0 2.22 108 66 35 123 89 38 145 11.0 9目7
F02020 5.5 3.5 1.75 108 43 14 82 94 48 296 8.6 13.7 
F02022 5.7 3.9 2.17 100 52 22 108 91 36 58 15.3 13.6 
Numb町of伽nales 5 5 5 
Me祖 5.7 3.9 2.09 110 53 29 103 88 40 163 13.4 13.3 

S.D. 0.2 。目2 0.20 9 14 11 23 95 7.5 2.5 
Si郡 1日田且田 NS NS NS NS NS NS NS NS NS NS NS NS NS 
Statisti四lmethod AN AN AN KW AN AN AN KW AN AN AN AN AN 
NS: Not signi日曲目lydi庄町田t音omthe control group. 
AN: Analysis by v町間開(聞か.waylayout). 
KW: Analysis by Kruskal-Wallis' t出 (0時 waylayout). 

CPN 30mg'kg 

Inor伊nic

FemaleNo. phosphorus Ca Na K CI 

mw乱 mwdL mEqlL mEqlL mEqlL 

F02013 7.0 9.9 140.5 3.78 110.2 

F02016 7.5 10.2 143.9 3.44 111.4 

F02018 5.5 9.3 143.1 ~ 3.68 110.6 

F02020 6.6 9.7 144.6 3.64 113.7 

F02022 6.8 9.5 143.4 3.67 111.0 

N umber of female哩 5 5 5 5 5 

M伺n 6.7 9.7 143.1 3.64 111.4 

S.D. 0.7 0.3 1.6 0.12 1.4 

Significance NS NS NS NS NS 

Statistical method AN AN AN AN AN 

NS: Not significantly different企omthe∞ntrol group. 
AN: Analysis by varianω(one-way layout). 

KW: Analysis by Kruskal-WalIis' test (one-way layout). 

~: Remeasurememt (the differenωbetween two measured values exceeded the permissible limit.) 
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試験番号R-15-005

Total 
Cr同tinine bilirubin ALP 
mgl，ι mgl，ι UIL 

0.28 0.06 381 
0.32 0.06 162 
0.36 0.07 250 
0.32 0.04 441 
0.38 0.07 159 
5 
0.33 0.06 279 
0.04 0.01 128 
NS NS NS 
AN AN AN 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 28-1-3. Biochemical findings offemale rats at the end ofthe administration period 

CPN 100m俳g

Total 

FemaleNo Total prote四 Albumin A/G Glucゅse chol田t町01 Trigiyc町;de Phospholipid AST ALT 

gj'札 gjdL mgjdL mgjdL mWdL mgjdL UIL UIL 

F03029 5.6 3.9 2.29 123 70 49 126 193 69 

F03031 5.9 4.0 2.11 120 53 30 96 93 42 

F03033 5.6 3.9 2.29 121 45 19 87 118 44 

F03035 5.7 3.7 1.85 120 51 20 98 81 35 

F03036 5.8 4.0 2.22 124 55 22 101 72 35 

N山nberoffi回国les 5 5 5 5 5 5 

Mean 5.7 3.9 2.15 122 55 28 102 III 45 

S.D目 0.1 0.1 0.18 2 9 13 15 49 14 

Significance NS NS NS NS NS NS NS NS NS 

Statisti曲lmethod AN AN AN KW  AN AN AN KW  AN 

NS: Not signifi醐 tiydi蜘阻tfrom thec沿ntrolgroup

AN: Analysis by v叩叩田(one-waylayout). 

KW: Analysis by Kruskal-Wallis' t田t(one-way layout) 

CPN 100 mglk:g 

Inorganic 

FemaleNo. phosphorus Ca Na K Cl 

mwdL mwdL mEq/L mEq/L mEqlL 

F03029 5.3 9.8 141.9 3.35 108.9 

F03031 6.5 10.2 141.7 4.08 107.9 

F03033 6.6 9.4 144.1 3.60 111.0 

F03035 6.8 10.0 144.7 3.55 113.5 

F03036 5.9 9.6 144.1 3.58 111.4 

Numbぽ offemales 5 5 5 5 5 

Mean 6.2 9.8 143.3 3.63 110.5 

S.D. 0.6 0.3 1.4 0.27 2.2 

Significance NS NS NS NS NS 

Statistical method AN AN AN AN AN 

NS: Not significantly diffcぽ∞t企omthe control group. 

AN: Analysis by variance (one-way layout). 

KW: Analysis by Kruskal-Wallis' test (one-way layout). 

γ-GTP 
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UIL 

Total 

LDH Bile acid BUN Cr，田.tinine b出rubin ALP 

U白い 凹nollL mgj，ι mgjdL m正札 UIL 

175 28.2 13.5 0.29 。目06 251 

45 9.9 16.3 0.32 0.06 145 

104 23.9 14.9 0.49 0.07 278 

142 3.9 15.4 0.38 0.05 179 

186 15.8 11.7 0.33 0.07 294 

5 5 5 

130 16.3 14.4 0.36 0.06 229 

57 9.9 1目B 0.08 0.01 65 

NS NS NS NS NS NS 

AN AN AN AN AN AN 

'
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 28-1・4.Biochemical findings offemale rats at the end ofthe administration period 

CPN 300 m&'!<g 
Total 

F師団leNo. Total protein Albumin A/G Glucose chol田t町01 Trigly捌 de Phospholipid ASf ALT y-GTP LDH Bile acid BUN 
gI，ι gldL mgldL mgl，札 mgldL mgldL UIL UIL UIL UIL 戸nolん mgldL 

F04039 5.8 3.7 1.76 119 60 20 102 69 43 41 15.1 16.3 

F04040 6.0 4.0 2.00 113 59 16 103 76 43 。 74 43.7 16.9 

F04041 6.0 3.9 1.86 110 70 19 115 64 38 。 72 27.1 15.1 

F04045 5.3 3.5 1.94 114 61 14 98 90 35 。 299 4.9 12.7 

F04048 6.2 4.1 1.95 114 46 II 80 71 36 。 118 21.0 15.5 

Number of fernales 5 5 5 5 

M田n 5.9 3.8 1.90 114 59 16 100 74 39 。 121 22.4 15.3 

S.D. 0.3 0.2 0.09 3 9 4 13 10 4 103 14.5 1.6 

Si伊1自国nce NS NS NS NS NS NS NS NS NS NS NS NS NS 
Statistical method AN AN AN KW AN AN AN KW AN AN AN AN AN 
NS: Not significantly di官町田t世omthe control group. 
AN: Analysis by variance (one-way layout) 
KW: Analysis by Kruskal-Wallis' test (one-way layout). 

CPN 300 mg'kg 

Inorganic 

FemaleNo. phosphorus Ca Na K CI 

m~ザdL mgldL mEqlL mEqlL mEqIL 

F04039 7.0 9.5 144.7 4.10 110.4 

F04040 5.8 9.8 144.3 3.85 111.3 

F04041 5.5 9.9 145.3 3.87 112.7 

F04045 6.3 9.2 144.6 3.83 113.3 

F04048 5.4 9.8 143.8 3.70 109.2 

Number offc田lales 5 5 5 5 5 

Mean 6.0 9.6 144.5 3.87 111.4 

S.D. 0.7 0.3 0.6 0.14 1.7 

Signi仕組ce NS NS NS NS NS 

Statistical method AN AN AN AN AN 

NS: Not significant1y different from the control group. 

AN: Analysis by variance (one-way layout). 

KW: Analysis by Kruskal-Wallis' test (one-way layout). 
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試験番号R-15-005

Total 
Cr田t血血e bilirubin ALP 
mgldL mgl，ι UIL 

0.32 0.06 405 

0.26 0.07 233 

0.36 0.05 204 

0.39 0.05 175 

0.38 0.06 215 

5 5 

0.34 0.06 246 

0.05 0.01 91 

NS NS NS 
AN AN AN 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 28-2・1.Biochemical findings of female rats at the end of the administration period， satellite group 

Control (vehicle: com oil) 

Total Total 

FemaleNo. Total protein Albu皿血 A/G Glucose cholesterol Triglyceride Phosp holip id AST ALT y-GTP LDH Bileacid BUN Cr出血血e b出rubin ALP 

蛍dL g'dL mg/ι mg/ι mg/dL 皿島f乱 U/L U/L U/L U/L lU1101/L 皿g'dL 皿g'dL mg/dL U/L 

F05049 5.0 3.4 2.13 89 38 7 69 62 19 。 70 3.7 21.6 0.36 0.06 215 

F05050 6.3 4.3 2.15 125 70 8 124 82 28 。 56 37.0 16.9 0.46 0.08 355 

F05051 5.4 3.6 2.00 102 48 6 84 67 21 。 116 8.6 18.9 0.42 0.06 328 

F05052 6.1 4.3 2.39 108 53 13 107 59 26 。 47 13.1 18.9 0.43 0.06 152 

F05053 5.6 3.9 2.29 98 55 7 99 86 27 。 32 9.2 22.3 0.44 0.07 379 

Nu皿，beroff，自国1曲 5 5 5 5 

Mean 5.7 3.9 2.19 104 53 97 71 24 。 64 14.3 19.7 0.42 0.07 286 

S.D. 0.5 0.4 0.15 13 12 21 12 4 。 32 13.1 2.2 0.04 0.01 98 

Contro1 (vehicle: corn oil) 

Inorganic 

FemaleNo. phosphorus Ca Na K C1 

mgldL mgldL mEqlL mEqlL mEqlL 

F05049 5.4 9.1 143.4 3.42 113.1 

F05050 4.9 9.0 143.0 4.00 111.6 

F05051 5.4 9.0 144.6 3.26 113.9 

F05052 4.5 9.4 144.9 3.65 112.1 

F05053 5.0 9.3 142.9 3.66 112.5 

Number offemales 5 5 5 5 5 

M伺n 5.0 9.2 143.8 3.60 112.6 

S.D. 0.4 0.2 0.9 0.28 0.9 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 28・2-2.Biochemical findings offemale rats at the end ofthe administration period， satellite group 

CPN 300m!l'kg 
Total 

F町田1eNo Total protein A1bumin AlG G1ucose cholest町01

重dL 耳dL m!ifdL m!ifdL 
F06056 6.0 a 4.1 a 2.16 a 79 a 65 a 

F06057 5.8 4.3 2.87 144 66 

F06058 5.6 3.9 2.29 105 57 

F06059 6.1 4.3 2.39 105 68 

F06060 5.9 4.2 2.47 119 85 

N山由町off，回目1es 4 4 4 4 4 

M田n 5.9 4.2 2目51 118 69 

S.D. 0.2 0.2 0.25 18 12 

Si伊沼田畳間 NS NS NS NS NS 

Statistical method TT TT TT TT TT 

Signific血t1ydiffi町田t仕'omthe∞ntro1groupけ:P<0.05，判:P<O.OI)
NS: Not signi日cant1ydiffer則合omthe contro1 group. 

TT: Analysis by Student's t.t田t.

a，E田Iudedfrom data剖叫ysis(曲目theticd剖 h).

CPN 300 mg'kg 

Inorganic 

FemaleNo. phosphorus Ca Na K 

mgldL mgldL mEqlL mEqlL 

F06056 6.7 a 9.5 a 140.3 a 12.28 a，# 

F06057 4.3 9.2 144.2 3.32 

F06058 5.2 9.4 144.0 3.61 

F06059 3.9 9.3 142.4 3.52 

F06060 3.8 9.3 144.5 3.64 

Numb巴roffemales 4 4 4 4 

Mean 4.3 9.3 143.8 3.52 

S.D. 0.6 0.1 0.9 0.14 

Significan∞ NS NS NS NS 

Statistical method TT TT TT TT 

Significantly different仕'omthe control group (*: P<0.05， **: P<O.OI). 
NS: Not significantly different合'omthe control group. 

TT: Analysis by Student's t-test. 

a， Excluded合omdata analysis (a目白theticdeath). 

#， The specimen was diluted to two folds with distilled water 

Tri匝y棚 de Phospholipid AST 

m!ifdL m!ifdL UIL 

10 a 129 a 96 a 

10 117 63 

9 105 85 

12 122 52 

12 148 57 

4 4 4 

11 123 64 

2 18 15 

NS NS NS 

TT TT TT 

Cl 

mEqlL 

110.5 a 

111.7 

111.0 

110.2 

113.5 

4 

111.6 

1.4 

NS 

TT 
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ALT 

UIL 

32 a 

29 

27 

21 

20 

4 

24 

4 

NS 

TT 

y.GTP 

UIL 

o a 
o 

4 

0 

NS 

TT 

LDH 

UIL 

264 a 

107 

49 

53 

67 

4 

69 

26 

NS 

TT 

Bi1eaロd BUN 
μmol/L m!ifdL 
17.8 a 14.8 a 

5.2 14.0 

24.9 17.1 

7.7 15.2 

22.2 18.6 

4 4 

15.0 16.2 

10.0 2.0 

NS 

TT TT 

試験番号R-15-005

Total 
Creatinine bilirubin ALP 

m!ifdL m!ifdL UIL 

0.42 a 0.11 a 231 a 

0.35 0.06 172 

0.42 0.10 539 

0.37 0.08 312 
。目44 0.07 221 

4 4 4 

0.40 0.08 311 

0.04 0.02 163 

NS NS NS 

TT TT TT 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 28-3・1.Biochemical日ndingsof female rats at the end of the recovery period 

Contro1 (vehicle: com oil) 

Total 

FemaleNo. Total protein A1bum血 A/G G1ucose cho1田tero1 Trigly田ride Phospholipid AST ALT y-GTP LDH Bile acid BUN 

&，dL ダdL m&'dL m&，dL m&'dL m&，dL UIL U月L UIL UIL 問。lι m&'dL 

F05054 6.2 4.2 2.10 185 113 35 164 91 41 105 23.8 13.4 

F05055 5目6 3.7 1.95 118 58 26 107 72 25 62 5目9 12.4 

F05056 6.2 4.2 2.10 155 74 23 133 117 50 158 16.7 13.8 

F05057 5目6 3.5 1.67 118 74 12 123 62 25 40 15.3 13.7 

F05058 5.9 4.0 2.11 134 71 15 114 59 19 。 83 8.2 11.6 

N田nberoff<開1ales 5 5 5 5 5 5 5 5 

M田n 5.9 3.9 1.99 142 78 22 128 80 32 。 90 14.0 13.0 

S.D. 0.3 。目3 0.19 28 21 9 22 24 13 。 45 7.1 0.9 

Contro1 (vehicle: corn oil) 

Inor伊 lic

FemaleNo. phosphorus Ca Na K C1 

mgldL mgldL mEqIL mEqlL mEqIL 

F05054 4.4 9.7 144.5 3.97 111.9 

F05055 6.5 9.4 144.5 3.72 111.6 

F05056 5.0 9.9 145.2 3.66 111.0 

F05057 5.7 9.4 143.4 4.03 112.5 

F05058 6.3 9.5 145.8 3.73 111.4 

Number offc田la1es 5 5 5 5 5 

M切n 5.6 9.6 144.7 3.82 111.7 

S.D. 0.9 0.2 0.9 0.17 0.6 
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Total 

Creatinine b出rubin ALP 

m&，.札 m&'dL UIL 

0.43 0.05 142 

0.32 0.07 246 

0.36 0.08 249 

0.34 0.07 220 

0.33 0.07 169 

5 

0.36 。目。7 205 

0.04 0.01 48 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 28-3・2.Biochemical findings of female rats at the end of the recoveηrperiod 

CPN 300 mwkg 
Total 

FemaleNo. Total protein A1bumin A/G Glucose cho1estero1 Trigly悶 ide Phospholipid ASf ALT y-GTP LDH Bileacid BUN 
ダ'dL 百札 mg/ι mw.ι mg/dL mw，札 uι uι U/L U/L JUllol/L mwdL 

F06061 5.7 3.9 2.17 164 65 27 121 63 19 。 44 11.8 20.0 
F06062 5.9 3.8 1.81 139 50 10 97 59 25 。 147 16.2 13.4 
F06063 5.9 4.0 2.11 140 61 12 110 59 20 。 39 9.1 13.1 
F06064 6.0 3.9 1.86 153 53 8 93 64 24 62 12.9 13.9 
F06065 6.3 4.2 2.00 138 74 12 123 77 37 131 26.3 15.2 
N山由町offc師団les 5 5 5 
M田X】 6.0 4目。 1.99 147 61 14 109 64 25 85 15.3 15.1 
S.D. 0.2 0.2 0.16 11 10 8 14 7 7 。 51 6.7 2.8 
Si伊1自国n田 NS NS NS NS NS NS NS NS NS NS NS NS NS 
Statistical method TT TT TT TT TT TT TT AW TT TT TT TT TT 
Signi自国ntlydiffo町田tfrom the contro1 groupけ:P<0.05，帥:P<O.OI)
NS:Notsi伊i自国ntlydiffi古田，tfrom the contro1 group. 
TT: Analysis by Stud田.t'st-test. 
AW: Analysis by Aspin-We1ch t-t副

CPN 300mダkg

Inorganic 

FemaleNo. phosphorus Ca Na K Cl 

mwdL mwdL mEqlL mEqlL mEqlL 

F06061 5.3 9.6 144.5 3.61 112.1 

F06062 6.2 9.5 144.7 4.07 109.5 

F06063 6.3 9.6 143.7 3.95 109.8 

F06064 6.0 9.5 143.3 3.72 107.9 

F06065 7.1 9.8 144.7 3.51 109.3 

Numbぽ offc田 lales 5 5 5 5 5 

Mean 6.2 9.6 144.2 3.77 109.7 

S.D. 0.6 0.1 0.6 0.23 1.5 

Signific岨 ce NS NS NS NS * 

Statistical method TT TT TT TT TT 

Significantly different企omthe control group (*: Pく0.05，**: Pく0.01).
NS: Not significantly di庄町田t丘omthe control group. 

TT: Analysis by Student's t-test. 

A W: Analysis by Aspin-Welch t-test. 
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Total 
Cr回.tinine bilirubin ALP 
mw.札 mw，ι U/L 
0.47 0.07 401 
0.31 0.08 207 
0.37 0.05 185 
0.40 0.08 237 
0.37 0.07 126 
5 
0.38 。目07 231 
0.06 。目。l 103 
NS NS NS 
TT TT TT 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 29-1・1.Organ weights of male rats at the end of the administration period 
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Appendix 29-1-1 (continued). Organ weights ofmale rats at the end ofthe adminis住ationperiod 

Contro1 (vehicle:∞moil) 
MaleNo. 

前日
v

d

目。加
.m

一
V
L
 

A
U
B
 
凶コ
uu

均
一
個

M01001 

M01002 

M01003 

M01004 

M01005 

M01006 

M01007 

Nurnber ofmales 

M伺且

S.D. 

Testis (R) 

(mg) (mgg) 
1475.9 

1900.8 

1599.6 

1702.7 

1762.3 

1724.0 a 

1899.9 

6 

1723.5 

168.0 

2.868 

3.596 

3.218 

3.307 

3.590 

4.087 a 

3.763 

6 

3.390 

0.326 

Testis (L) 

(mg) (mgg) 
1562.7 

1938.2 

1561.9 

1696.0 

1804.3 

1705.9 a 

1829.7 

1732.1 

152.4 

6 

3.037 

3.667 

3.142 

3.294 

3.675 

4.044 a 

3.624 

6 

3.407 

0.285 

Testes 

(mg) (mgg) 
3038.6 

3839.0 

3161.5 

3398.7 

3566.6 

3429.9 a 

3729.6 

6 

3455.7 

315.6 

5.905 

7.263 

6.360 

6.602 

7265 

8.132 a 

7.387 

6.797 

0.601 

Epididymis (R) 

(mg) (mgg) 

6 

623.8 

720.7 

665.3 

610.9 

626.7 

535.3 a 

698.0 

6 

657.6 

44.6 

1.212 

1.363 

1.338 

1.187 

1.277 

1.269 a 

1.382 

6 

1.293 

0.081 

E:pididymis (L) 

(mg) (mgg) 
625.6 

691.5 

615.4 

602.1 

573.4 

556.3 a 

692.4 

633.4 

48.6 

6 

1.216 

1.308 

1.238 

1.170 

1.168 

1.319 a 

1.371 

6 

1.245 

0.080 

1249.4 

1412.2 

1280.7 

1213.0 

1200.1 

1091.6 a 

1390.4 

6 

1291.0 

90.3 

2.428 

2.672 

2.576 

2.356 

2.445 

2.588 a 

2.754 

6 

2.539 

0.155 

a， Exc1uded企omdata analysis (saαificed dwing the administration pぽiod)
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 29・1・1(continued). Organ weights ofmale rats at the end ofthe adminis仕ationperiod 

Control (vehicle: corn oil) 

MaleNo. Body Prostate， v田tral Seminalv田ic1田 Thyroid gland Adrenal gl叩d(R) Adrenal gland (L) Adr即 alglands 

weight (g) (mg) (mglg) (mg) (mglg) (mg) (mglg) (mg) (mglg) (mg) (mglg) (mg) (mglg) 

MOiOOl 514.6 608.1 1.182 1766.7 3.433 21.9 0.043 29.0 0.056 28.2 0.055 57.2 0.111 

M01002 528.6 724.2 1.370 1850.1 3.500 25.2 0.048 23.9 0.045 25.5 0.048 49.4 0.093 

M01003 497.1 328.1 0.660 1727.6 3.475 26.2 0.053 23.2 0.047 25.7 0.052 48.9 0.098 

M01004 514.8 793.6 1.542 1894.4 3.680 27.0 0.052 28.3 0.055 31.4 0.061 59.7 0.116 

M01005 490.9 498.7 1.016 1441.5 2.936 22.6 0.046 22.8 0.046 22.3 0.045 45.1 0.092 

M01006 421.8 a 627.2 a 1.487 a 1637.7 a 3.883 a 17.7 a 0.042 a 32.8 a 0.078 a 30.4 a 0.072 a 63.2 a 0.150 a 

M01007 504.9 530.0 1.050 1629.5 3.227 18.9 0.037 22.6 0.045 26.4 0.052 49.0 0.097 

Numb町 ofmales 6 6 6 6 6 6 6 6 6 6 6 6 6 

M回 n 508.5 580.5 1.137 1718.3 3.375 23.6 0.047 25.0 0.049 26.6 0.052 51.6 0.101 

S.D. 13.7 167.2 0.307 164.5 0.259 3.1 0.006 2.9 0.005 3.0 0.006 5.6 0.010 

a， Excluded from data ana1ysis (saα沼田dduring the administration period). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕組onin rats 

Appendix 29・1・2.Organ weights of male rats at the end of the administration period 

CPN 30m!j'kg 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 29・1-2(continued). Organ weights ofmale rats at the end ofthe adminis回tionperiod 

CPN 30 mg'kg 

MaleNo. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymidω 

(mg) (mg'g) (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) 

M02013 1764.2 3.685 1722.3 3.598 3486.5 7.283 657.2 1.373 645.8 1.349 1303.0 2.722 

M02014 1507.9 3.128 1505.0 3.122 3012.9 6.251 683.5 1.418 641.9 1.332 1325.4 2.750 

M02015 1865.2 3.911 1814.1 3.804 3679.3 7.715 706.3 1.481 635.7 1.333 1342.0 2.814 

加102016 1747.0 3.508 1795.7 3.606 3542.7 7.114 632.1 1.269 622.5 1.250 1254.6 2.519 

M02017 1694.1 3.420 1703.4 3.439 3397.5 6.859 637.4 1.287 616.2 1.244 1253.6 2.531 

M02018 1773.4 3.581 1761.5 3.557 3534.9 7.138 608.5 1.229 628.1 1.268 1236.6 2.497 

M02019 1560.0 3.081 1601.0 3.162 3161.0 6.242 628.6 1.241 651.6 1.287 1280.2 2.528 

M02020 1716.1 2.982 1690.0 2.937 3406.1 5.920 609.9 1.060 627.3 1.090 1237.2 2.150 

M02021 1625.4 3.838 1654.1 3.906 3279.5 7.744 553.8 1.308 551.3 1.302 1105.1 2.609 

M02022 1973.2 3.790 2052.6 3.943 4025.8 7.733 637.4 1.224 674.7 1.296 13 12.1 2.520 

M02023 1799.7 3.655 1857.8 3.773 3657.5 7.428 631.9 1.283 599.2 1.217 1231.1 2.500 

M02024 2016.3 3.674 1955.7 3.564 3972.0 7.238 678.2 1.236 675.3 1.231 1353.5 2.466 

Number ofmales 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 1753.5 3.521 1759.4 3.534 3513.0 7.055 638.7 1.284 630.8 1.267 1269.5 2.551 

S.D. 151.2 0.308 150.4 0.319 298.1 0.621 40.0 0.107 33.5 0.070 67.1 0.170 

Signifiωnce NS NS NS NS NS NS NS NS NS NS NS NS 

StatisticaI method AN DU AN DU AN DU AN AN KW  KW  AN AN 

NS: Not significantIy di丘町entfrom the contro1 group. 

DT: Analysis by Dunnett type m関nrank test. 

KW: Analysis by Kruskal-Wa1lis' t民t(one-way 1ayout). 

AN: Analysis by variance (one-way 1ayout). 

DU: Analysis by Dunnett's test. 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 29・1・2(continued). Organ weights ofmale rats at the end ofthe administration period 

CPN30 mg'kg 

MaleNo Body Prostate， ventral Senunal vesicles Thyroid g1and Adr田 alg1and (R) Adrenal g1and (L) A合enalgI田ds

weight(。 (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) 

M02013 478.7 687.5 1.436 1660.0 3.468 18.7 0.039 26.6 0.056 27.3 0.057 53.9 。ー113

M02014 482.0 688.7 1.429 1722.8 3.574 26.6 0.055 21.9 0.045 23.7 0.049 45.6 0.095 

M02015 476.9 540.1 1.133 1815.9 3目808 23.6 0.049 24.4 0.051 27.2 0.057 51.6 0.108 

M02016 498.0 563.0 1.131 1335.3 2.681 15.7 0.032 23.2 0.047 30.3 0.061 53.5 0.107 

M02017 495.3 468.9 0.947 1774.3 3.582 27.5 0.056 28.7 0.058 31.8 0.064 60.5 0.122 

M02018 495.2 563.1 1.137 1685.8 3.404 23.3 0.047 31.9 0.064 34目7 0.070 66.6 0.134 

M02019 506.4 525.5 1.038 1615.2 3.190 20.3 0.040 21.8 0.043 22.2 0.044 44.0 0.087 

M02020 575.4 329.3 0.572 1423.5 2.474 24.9 0.043 29.8 0.052 31.5 0.055 61.3 0.107 

M02021 423.5 443.1 1.046 1093.1 2.581 15.8 0.037 23.1 0.055 26.9 0.064 50.0 0.118 

M02022 520.6 594.7 1.142 1149.1 2.207 30.8 0.059 27.2 0.052 32.6 0.063 59.8 0.115 

M02023 492.4 557.2 1.132 2158.5 4.384 26.0 0.053 32.9 。目067 35.7 0.073 68.6 。目139

M02024 548.8 673.2 1.227 1549.7 2.824 26.2 0.048 28.9 0.053 35.1 0.064 64.0 0.117 

Number ofma1es 12 12 12 12 12 12 12 12 12 12 12 12 12 

M伺n 499.4 552.9 1.114 1581.9 3.181 23.3 0.047 26.7 0.054 29.9 0.060 56.6 0.114 

S.D 37.9 105.8 0.224 297.8 。目638 4.7 0.008 3.8 0.007 4.5 0.008 8.0 0.015 

Sign出C血 ce NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method DT AN AN AN DU AN AN AN DU AN DU AN DU 

NS: Not significantly different from the contro1 group 

DT: Analysis by Dunnett type m回nrank test 

AN: Analysis by vari血 ce(one-way layout) 

DU: Analysis by Dunnett's t田t.
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Combined repeat dose and r，叩roductive/developmentaltoxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 29・1・3.Organ weights ofmale rats at the end ofthe administration period 

CPN 100 mg'kg 

Ma1eNo. Body 

weight (g) 

主1een
(mg) (mll'g) 

M03025 

M03026 

M03027 

M03028 

M03029 

M03030 

M03031 

M03032 

M03033 

M03034 

M03035 

M03036 

515.2 2067.8 

484.4 2016.8 

422.9 203ι9 

504.5 2018.2 

536.6 2087.4 

508.6 1966.1 

526.8 1963.2 

548.1 1998.2 

485.6 2003.4 

483.1 2007.7 

45唱.6 2064.6 

470.0 1950.4 

12 12 

495.4 2015.1 

35.3 43.4 

NS NS 

Number ofma1田

M曲n

S.D 

Si伊ifi四国

stat回i国1method DT KW  

NS: Not significant1y different from the∞ntrol group 
DT: Ana1ysis by Dunnett type m田n目nkt田t

KW: Ana1ysis by K田 k時Wa11is'回 t(one-w町 I町out)
AN: Analysis by v回目団(one岬町l町out).

DU: Analysis by Dunnett's t由仁

Brain 

(mg) (mll'g) 

4.014 

4.164 

4.817 

4.000 

3.890 

3.866 

3.727 

3.646 

4.126 

4.156 

4.502 

4.150 

12 

4.088 

0.323 

NS 
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0.7.判
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0.623 
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0.819 
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H朗氏

(mg) (mll'g) 

2.974 14202.4 

2.733 14085.5 

3.121 998丘5

3.130 13403.4 

2.672 18403.2 

2.985 15778.6 

2.694 14514.0 

2.566 14681.1 

2.877 1449ι1 

3.071 13980.4 

2.973 12021.1 

3201 12308.4 

12 12 

2.916 13988.4 

札207 2063.0 

NS NS 

AN KW  
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Liver 

何回 (mll'g) 

27.567 

29.078 

23.614 

26.568 

34.296 

31.024 

27.551 

26.785 

29.852 

28.939 

26.213 

26.188 

28.140 

2.758 

NS 

AN 

12 

1646.1 

1663.7 

1573.1 

1582.6 

1886.5 

2010.2 

1705.9 

1709.7 

1793.7 

1537.0 

1477.9 

1753.4 

12 

1695.0 

151.5 

NS 

AN 

型主主旦
(mg) (mll'g) 

3.195 

3.435 

3.720 

3.137 

3.516 

3.952 

3.238 

3.119 

3.6同

3.182 

3.223 

3.731 

12 

3.429 

0.287 

NS 

DT 

1637.3 

1574.1 

1524.9 

1515.0 

1868.0 

2043.2 

1735.0 

1640.3 

1758.1 

1521.4 

1724.6 

1756.5 

12 

1691.5 

157.7 

NS 

AN 

3.178 

3.250 

3.606 

3.003 

3.481 

4.017 

3.293 

2.993 

3.620 

3.149 

3.761 

3.737 

12 

3.424 

0.328 

NS 

DU 

3283.4 

3237.8 

3098.0 

3097.6 

3754.5 

4053.4 

3440.9 

3350.0 

3551.8 

3058.4 

3202.5 

3509.9 

12 

3386.5 

296.6 

NS 

AN 

試験番号R-15-005

Kidn町S

(mg) (mll'g) 

6.373 

6.684 

7.326 

6.140 

6.997 

7.970 

6.532 

6.112 

7.314 

6.331 

6.983 

7.468 

12 

6.853 

0.587 

NS 

DT 

947.6 

901.0 

812.6 

789.6 

897.1 

903.5 

803.1 

885.8 

719.1 

888.1 

782.9 

534目。
12 

822.0 

112.5 

NS 

AN 

1.839 

1.860 

1.921 

1.565 

1.672 

1.776 

1.524 

1.616 

1.481 

1.838 

1.707 

1.136 

12 

1.661 

0.218 

NS 

AN 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 29-1-3 (continued). Organ weights ofmale rats at the end ofthe administration period 

CPN 100 mg'kg 

Ma1eNo. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides 

(mg) (mg'g) (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) 

M03025 1625.8 3.156 1666.9 3.235 3292.7 6.391 649.8 1.261 655.3 1.272 1305.1 2.533 

M03026 1615.3 3.335 1617.5 3.339 3232.8 6.674 600.9 1.241 622.4 1.285 1223.3 2.525 

M03027 1706.1 4.034 1673.1 3.956 3379.2 7.991 662.4 1.566 656.2 1.552 1318.6 3.118 

M03028 1733.3 3.436 1658.7 3.288 3392.0 6.723 662.5 1.313 654.4 1.297 1316.9 2.610 

M03029 1442.9 2.689 1427.8 2.661 2870.7 5.350 656.5 1.223 636.1 1.185 1292.6 2.409 

M03030 1666.8 3.277 1674.2 3.292 3341.0 6.569 651.8 1.282 603.8 1.187 1255.6 2.469 

M03031 1690.6 3.209 1642.6 3.118 3333.2 6.327 635.5 1.206 629.8 1.196 1265.3 2.402 

M03032 1680.2 3.065 1674.7 3.055 3354.9 6.121 554.6 1.012 546.9 0.998 1101.5 2.010 

M03033 1580.4 3.255 1689.3 3.479 3269.7 6.733 671.9 1.384 633.6 1.305 1305.5 2.688 

M03034 1705.1 3.529 1582.7 3.276 3287.8 6.806 614.0 1.271 601.2 1.244 1215.2 2.515 

M03035 1766.5 3.852 1720.2 3.751 3486.7 7.603 723.5 1.578 675.1 1.472 1398.6 3.050 

M03036 1707.6 3.633 1700.7 3.619 3408.3 7.252 634.8 1.351 607.7 1.293 1242.5 2.644 

Number ofma1es 12 12 12 12 12 12 12 12 12 12 12 12 

M伺n 1660.1 3.373 1644.0 3.339 3304.1 6.712 643.2 1.307 626.9 1.274 1270.1 2.581 

S.D. 85.9 0.360 77.3 0.338 152.8 0.688 41.5 0.154 34.2 0.140 73.0 0.291 

Signifiωnce NS NS NS NS NS NS NS NS NS NS NS NS 

Statistica1 method AN DU AN DU AN DU AN AN KW  KW  AN AN 

NS:Not s明白ωnt1ydi貸釘entfrom the contro1 group. 

DT: Ana1ysis by Dunnett type me組問nktest. 

KW: Ana1ysis by Kruska1-Wa11is' test (one-way layout). 

AN: Ana1ysis by variance (one-way layout). 

DU: Ana1ysis by Dunnett's test. 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕組onin rats 

Appendix 29・1・3(continued). Organ weights of male rats at the end of the administration period 

CPN 100mgkg 

Ma1eNo. Body Prostate， v町ltra1 S田叫na1v田ic1es Thyroid g1血d Adrena1 g1and (R) Adr朗a1g1and (L) Adrena1 g1ands 

W目。t(g) (mg) (m!ifg) (mg) (m!ifg) (mg) (m!ifg) (mg) (m!ifg) (mg) (m!ifg) (mg) (m!ifg) 

M03025 515.2 406.5 0.789 1621.5 3.147 25.1 0.049 27.5 0.053 29.2 0.057 56.7 0.110 

M03026 484.4 678.2 1.400 1777.4 3.669 22.4 0.046 26.7 0.055 29.9 0.062 56.6 0.117 

M03027 422.9 527.3 1.247 2102.5 4.972 22.5 0.053 25.0 0.059 27.0 0.064 52.0 0.123 

M03028 504.5 715.9 1.419 1777.1 3.522 28.3 0.056 21.9 0.043 21.8 0.043 43.7 0.087 

M03029 536.6 709.1 1.321 1666.9 3.106 22.7 0.042 32.7 0.061 32.5 0.061 65.2 0.122 

M03030 508.6 531.4 1.045 1673.2 3.290 23.2 0.046 30.0 0.059 33.3 0.065 63.3 0.124 

M03031 526.8 661.9 1.256 1667.1 3.165 21.9 0.042 22.6 0.043 26.4 0.050 49.0 0.093 

M03032 548.1 669.7 1.222 1467.2 2.677 18.9 0.034 29.6 0.054 28.5 0.052 58.1 0.106 

M03033 485.6 458.4 0.944 1937.0 3.989 21.6 0.044 24.1 0.050 24.5 0.050 48.6 0.100 

M03034 483.1 882.7 1.827 1469.8 3.042 24.3 0.050 30.2 0.063 34.9 0.072 65.1 0.135 

M03035 458.6 590.8 1.288 1652.2 3.603 17.4 0.038 24.9 0.054 25.2 0.055 50.1 0.109 

M03036 470.0 631.7 1.344 1592.9 3.389 17.6 0.037 28.3 0.060 28.3 0.060 56.6 0.120 

Numb町 ofma1es 12 12 12 12 12 12 12 12 12 12 12 12 12 

M田n 495.4 622.0 1.259 170M 3.464 22.2 0.045 27.0 0.055 28.5 0.058 55.4 0.112 

8.D. 35.3 128.9 0.261 180.9 0.585 3.1 0.007 3.3 0.007 3.8 0.008 6.9 0.014 

Signi自国n田 NS NS NS NS NS NS NS NS NS N8 NS NS NS 

Statistical method DT AN AN AN DU AN AN AN DU AN DU AN DU 

NS: Not signi目白川1ydifferent仕'omthe contro1 group. 

DT: Ana1ysis by Dunnett typem田nrank t田t.

AN: Analysis by variance (one-way layout). 

DU: Ana1ysis by Dunnett's t田t
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix 29司1・4.Organ weights ofmale rats at the end ofthe administration period 

CPN 300 mglkg 

MaleNo Body B回血 Thymus H田rt Liver Ki命1町 (R) Ki血町 (L)

weight(g) (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) (mg) (mj曲 (mg) (mg'g) 

M04037 457.8 2010.7 4.392 253.2 0.553 1342.2 2.932 13864.9 30.286 1671.1 3.650 1589.7 3.472 

M04038 452.4 1852.9 4.096 278.5 0.616 1341.3 2.965 12756.6 28.198 1595.8 3.527 1632.3 3.608 

M04039 436.8 2185.6 5.004 217.7 0.498 1318.0 3.017 12141.3 27.796 1681.0 3.848 1688.9 3.867 

M04040 468.8 2060.8 4.396 186.6 0.398 1662.9 3.547 12766.3 27.232 1946.0 4.151 1879.4 4.009 

M04041 438.1 1854.0 4.232 226.2 0.516 1356.7 3.097 12323.2 28.129 1580.1 3.607 1534.8 3.503 

M04042 465.8 2034.6 4.368 305.8 0.657 1313.4 2.820 12755.7 27.384 1755.9 3.770 1736.4 3.728 

M04043 422.1 1949.4 4.618 194.8 0.462 1292.3 3.062 11636.5 27.568 1475.2 3.495 1562.9 3.703 

N国nb町 ofma1田 7 7 7 7 7 7 7 

M田n 448.8 1992.6 4.444 237.5 0.529 1375.3 3.063 12606.4 28.085 1672.2 3.721 1660.6 3.699 

S.D 17.1 118.7 0.295 43.8 0.089 128.7 0.232 694.2 1.035 150.1 0.227 119.5 0.193 

Signi自由n田 NS * NS NS NS NS NS NS NS NS 

白紙isticalmethod DT KW  DT AN AN AN AN KW  AN AN DT AN DU 

Signifi田川Iydi官erent貴'omthe control group (本:P<0.05， **: P<O.OI) 
NS: Not signifi田川Iydiff，町田tfrom the ∞ntrol group. 

DT: Analysis by D山metttypem田nrank t田t

KW: Analysis by Kruskal・Wallis't出 (one-waylayout) 

AN: Analysis by varian田 (one-w町 layout).

DU: Analysis by Dunnett's t田t
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Ki血町S Spl悶

{白羽 (m唾愈 (m且 (mg'g) 

3260.8 7.123 688.3 1.503 

3228.1 7.135 716.9 1.585 

3369.9 7.715 630.0 1.442 

3825.4 8.160 830.2 1.771 

3114.9 7.110 685.3 1.564 

3492.3 7.497 550.1 1.181 

3038.1 7.198 834.1 1.976 

7 7 

3332.8 7.420 705.0 1.575 

264.6 0.399 102.3 0.251 

NS NS NS 

AN DT AN AN 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 29-1・4(continued). Organ weights ofmale rats at the end ofthe administration period 

CPN 300 mglkg 

Ma1e No. Testis (R) Testis (L) Testes Epididymお(R) Epididymis (L) 

(mg) (mglg) (mg) (mglg) (mg) (mglg) (mg) (mglg) (mg) (mglg) 

M04037 1769.4 3.865 1766.9 3.860 3536.3 7.725 618.0 1.350 633.0 1.383 

M04038 1801.3 3.982 1820.6 4.024 3621.9 8.006 700.6 1.549 633.7 1.401 

M04039 1744.3 3.993 1850.3 4.236 3594.6 8.229 693.3 1.587 678.8 1.554 

M04040 2046.9 4.366 2097.8 4.475 4144.7 8.841 734.8 1.567 751.6 1.603 

M04041 1486.9 3.394 1521.9 3.474 3008.8 6.868 557.1 1.272 534.9 1.221 

M04042 1638.4 3.517 1661.6 3.567 3300.0 7.085 574.5 1.233 527.3 1.132 

M04043 1759.0 4.167 1742.3 4.128 3501.3 8.295 672.8 1.594 660.3 1.564 

N田nbぽ ofma1es 7 7 7 7 7 7 7 7 7 7 

M伺且 1749.5 3.898 1780.2 3.966 3529.7 7.864 650.2 1.450 631.4 1.408 

S.D. 169.8 0.343 177.9 0.359 345.4 0.697 67.7 0.159 79.3 0.181 

Signifiωnce NS * NS * NS * NS NS NS NS 

Statistica1 method AN DU AN DU AN DU AN AN KW  KW  

Si伊ficantlydi質問ntfrom the∞ntrol group (*: P<0.05， **: P<O.OI). 
NS: Not signifiω凶lydifferent合omthe control group. 

DT: Analysis by Dunnett type mωn rank test. 

KW: Ana1ysis by Kruska1・Wallis'test (one.司wayIayout) 

AN: Analysis by variance (one-way Iayout). 

DU: Analysis by Dunnett's test. 
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Epididymides 

(mg) (mglg) 

1251.0 2.733 

1334.3 2.949 

1372.1 3.141 

1486.4 3.171 

1092.0 2.493 

1101.8 2.365 

1333.1 3.158 

7 7 

1281.5 2.859 

144.2 0.334 

NS NS 

AN AN 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 29・1・4(continued). Organ weights of male rats at the end of the administration period 

CPN 300 mglkg 

MaleNo. Body Prostate， ventraI Seminal v田icl田 Thyroid gl血d A世田lalgland (R) Adr回algland (L) 

W回ght(g) (mg) (mwg) (mg) (mwg) (mg) (mwg) (mg) (mwg) (mg) (mwg) 

M04037 457.8 552.9 1.208 1848.7 4.038 27.4 0.060 26.2 0.057 27.3 0.060 

M04038 452.4 443.8 0.981 2039.7 4.509 24.5 0.054 29.5 0.065 31.5 0.070 

M04039 436.8 535.4 1.226 1738.2 3.979 25.4 0.058 31.4 0.072 31.7 0.073 

M04040 468.8 559.5 1.193 1813.5 3.868 18.8 0.040 29.7 0.063 34.8 0.074 

M04041 438.1 486.9 1.111 1973.2 4.504 24.7 0.056 30.2 0.069 30.5 0.070 

M04042 465.8 779.3 1.673 1554.6 3.337 25.1 0.054 28.2 0.061 31.0 0.067 

M04043 422.1 555.8 1.317 1944.0 4.606 24.6 0.058 27.2 0.064 29.8 0.071 

Numb町 ofmaI田 7 7 7 7 7 7 7 7 7 7 7 

M田n 448.8 559.1 1.244 1844.6 4.120 24.4 0.054 28.9 0.064 30.9 0.069 

S.D. 17.1 106.1 0.216 163.8 0.454 2.6 0.007 1.8 0.005 2.3 0.005 

Signi自cance 場権 NS NS NS NS NS NS •• NS ** 

Statistical method DT AN AN AN DU AN AN AN DU AN DU 

Signi自国nt1ydiffi町田t仕omthe∞ntro1 group (*: P<0.05，判・P<O.OI).
NS: Not significant1y diff町'ent仕omthe contro1 group. 

DT: Analysis by Dunnetl type m回nrank t田t

AN: Analysis by varian田 (one-way1ayout). 
DU: Ana1ysis by Dunnett's t田t.

284 

試験番号R-15-005

Adrenalgl剖 ds

(mg) (mwg) 

53.5 0.117 

61.0 0.135 

63.1 0.144 

64.5 0.138 

60.7 0.139 

59.2 0.127 

57.0 0.135 

7 7 

59.9 0.134 

3.7 0.009 

NS 市川肺

AN DU 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix 29-2・1.Organ weights of male rats at the end of the recovery period 

Control (vehicle:∞moil) 
MaleNo Body B回皿 Thy皿us H国民 Liv町 Kidn町(R) Kidn可 (L) Kidn町S Spleeロ

weigbt(訪 (mg) (田'i/f!) (田lf!) (mg'f!) (田f!) (田g'f!) (mf!) (田19'9) (由。 (田19'f!) {皿』。 (田g'g) (mg) {田正副 (皿g) (mg'f!) 

MOI008 490.5 2059.7 4.199 400.9 0.817 1401.6 2.857 12737.9 25.969 1665.6 3.396 1591.1 3.244 3256.7 6.640 827.7 1.687 

MOI009 501.9 2116.3 4.217 238.5 0.475 1543.0 3.074 14391.4 28.674 1604.6 3.197 1592.0 3.172 3196.6 6.369 734.4 1.463 

MOIOIO 519.4 2135.8 4.112 206.5 0.398 1379.9 2.657 13577.8 26.141 1659.8 3.196 1667.6 3.211 3327.4 6.406 715.9 1.378 

MOIOII 546.9 1888.4 3.453 384.5 0.703 1622.0 2.966 14416.8 26.361 1801.7 3.294 1674.6 3.062 3476.3 6.356 655.2 1.198 

MOI012 513.9 2026.2 3.943 248.1 0.483 1400.1 2.724 13204.3 25.694 1681.5 3.272 1682.9 3.275 3364.4 6.547 859.2 1.672 

Number ofmales 5 5 5 5 5 5 5 5 5 

M田n 514.5 2045.3 3.985 295.7 0.575 1469.3 2.856 13665.6 26.568 1682.6 3.271 1641.6 3.193 3324.3 6.464 758.5 1.480 

S.D. 21.3 98.0 0.316 90.1 0.177 107.4 0.171 736.9 1.202 72.6 0.083 46.0 0.083 106.8 0.124 83.7 0.206 

Appendix 29-2-1 (continued). Organ weights ofmale rats at the end ofthe recovery period 

Control (vehicle: com oil) 

MaleNo. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides 

(mg) (mglg) (mg) (mglg) (mg) (mglg) (mg) (mglg) (mg) (mglg) (mg) (mglg) 

MOI008 1896.1 3.866 1928.4 3.931 3824.5 7.797 659.1 1.344 687.0 1.401 1346.1 2.744 

MOI009 1539.3 3.067 1506.1 3.001 3045.4 6.068 671.9 1.339 723.1 1.441 1395.0 2.779 

M01010 2020.9 3.891 2007.4 3.865 4028.3 7.756 775.0 1.492 742.6 1.430 1517.6 2.922 

MOIOll 1590.0 2.907 1588.9 2.905 3178.9 5.813 636.6 1.164 632.8 1.157 1269.4 2.321 

MOI012 1695.4 3.299 1571.0 3.057 3266.4 6.356 591.9 1.152 610.1 1.187 1202.0 2.339 

Number ofmales 5 5 5 5 5 5 5 5 5 5 5 5 

M伺 E 1748.3 3.406 1720.4 3.352 3468.7 6.758 666.9 1.298 679.1 1.323 1346.0 2.621 

S.D. 204.8 0.453 229.8 0.502 431.2 0.950 67.7 0.142 56.9 0.139 120.9 0.274 
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試験番号R-15-005

Combined repeat dose and reproductive/deve1opmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 29-2・1(continued). Organ weights ofmale rats at the end ofthe recovery period 

Control (vehic1e:∞rnoil) 
MaleNo. Body Prostate， ventra1 S田ninalv田ic1es Thyroid g1and Adrenal g1and (R) Adrenal g1and (L) Adrenal g1ands 

W目。t(。 (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) 

M01008 490.5 464.4 0.947 1437.5 2.931 17.5 0.036 21.2 0.043 22.8 0.046 44.0 0.090 

M01009 501.9 440.4 0.877 1752.8 3.492 19.2 0.038 24.0 0.048 24.9 0.050 48.9 0.097 

MOI010 519.4 1044.2 2.010 1805.0 3.475 16.8 0.032 19.1 0.037 19.6 0.038 38.7 0.075 

M01011 546.9 463.6 0.848 1237.2 2.262 19.4 0.035 22.1 0.040 21.8 0.040 43.9 0.080 

M01012 513.9 700.4 1.363 1714.8 3.337 19.5 0.038 22.2 0.043 24.2 0.047 46.4 0.090 

Numb町 ofmales 5 5 5 5 5 5 5 5 5 5 5 5 5 

M回n 514.5 622.6 1.209 1589.5 3.099 18.5 0.036 21.7 0.042 22.7 0.044 44.4 0.086 

S.D. 21.3 258.5 0.494 242.9 0.520 1.2 0.002 1.8 0.004 2.1 0.005 3.8 0.009 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 29-2・2.Organ weights of male rats at the end of the recovery period 

CPN 300 mg'kg 

Ma1eNo Body 

weight (g) 

B四m

(mg) ('宵1fIg)

Thymus 
(mg) (mg'g) 

Liv町

(m国 (mg'g)

Ki血ey(R) 

(mg) (mg'g) 
型生2
(mg) (mg'g) 

日田氏

(岱唱。 (mg'g)

Kidn町 (L)

(mg) (mg'g) 

Sp1een 

(mg) (mg'g) 

545.0 2162.5 

558.6 2063.4 

507.9 1901.4 

478.9 1891.4 

541.6 2048.3 

5 5 

526.4 2013.4 

32.5 115.5 

NS NS 
TT TT 

3.968 405.6 0.744 1339.3 2.457 15206.4 27.902 1680.6 3.084 1620.2 

3.694 223.5 0.400 1552.6 2.779 16361.4 29.290 1644.2 2.943 1630.6 

3.744 312.4 0.615 1527.4 3.007 14242.7 28.042 1614.6 3.179 1614.2 

3.949 139.0 0.290 1439.8 3.006 12885.8 26.907 1624.2 3.392 1607.2 

3.782 230.2 0.425 1545.0 2.853 14443.3 26.668 1826.8 3.373 1863.6 

5 5 5 5 5 5 5 5 

3.827 262.1 0.495 1480.8 2.820 14627.9 27.762 1678.1 3.194 1667.2 

札124 101.0 0.182 91.0 0.226 128札3 1.044 86.9 0.191 110.1 

~ ~ ~ ~ ~ ~ ~ ~ ~ ~ 

TI TI TI TI TI TI TI TI TI TI 

1.426 

1.716 

1.705 

1.455 

1.345 
5 
1.529 

0.170 

NS 
TT 

M04044 

M04倒5

M04046 

Mωω7 

M04048 

2.973 3300.8 

2.919 32下4.8

3.178 3228.8 

3.356 3231.4 

3441 3690.4 

5 5 

3.173 3345.2 

a229 195.3 

NS NS 
TI TT 
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 Numb町ofma1田
M国n

S.D 

Signifi倒閣

ι368 805.2 

0417 106.8 

NS NS 
AW TT Statistica1 method 

NS: Not signi自由ntlydi町町田1tfrom the control grゅup.
TT: Ana1ysis by Student's t-t田t
AW: Ana1ysis by Aspin-We1ch t-t借t

Appendix 29-2・2(continued). Organ weights of male rats at the end of the recovery period 

CPN 300 mglkg 

Male No. T田t凶 (R)

(mg) (mwg) 

T田t包(L)

(mg) (mwg) 

T田t回

(mg) (mwg) 

Epididymis (R) 

(mg) (mwg) 

Epididymides 

(mg) (mwg) 

Epididymis (L) 

(mg) (mwg) 

M04044 

M04045 

M04046 

M04047 

M04048 

1677.3 

2038.4 

1818.3 

1494.5 

1754.6 

5 

1756.6 

198.9 

3.078 

3.649 

3.580 

3.121 

3.240 

1734.4 

1917.4 

1842.4 

1536.5 

1834.0 

3411.7 

3955.8 

3660.7 

3031.0 

3588.6 

3.182 

3.433 

3.627 

3.208 

3.386 

6.260 

7.082 

7.208 

6.329 

6.626 

709.1 

704.8 

669.4 

598.4 

617.9 

5 

659.9 

50.2 

NS 

TT 

1.301 

1.262 

1.318 

1.250 

1.141 

731.2 

717.1 

665.0 

609.8 

666.7 

5 

678.0 

48.2 

NS 

TT 

1.342 

1.284 

1.309 

1.273 

1.231 

5 

1.288 

0.041 

1440.3 

1421.9 

1334.4 

1208.2 

1284.6 

5 

1337.9 

2.643 

2.545 

2.627 

2.523 

2.372 

5 

2.542 

0.108 

NS 

TT 

Number of males 5 5 5 5 5 5 

3.334 

0.264 

1772.9 6

9
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147.3 

NS 

TT 

96.5 

NS NS NS NS 

TT S，tatistiω1 method TT TT 

NS:Not s刷 fic制 Iydi助国ltfrom the ∞直trolgro叩・
TT: Analysis by Student's t-test. 

A W: Analysis by Aspin司Welcht-t凶t.

AW 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 29-2-2 (continued). Organ weights of male rats at the end of the recovery period 

CPN 300 mg'kg 

MaleNo. Body Prostate， ventral Seminal vesicles Thyroid gland Adrenal gl皿d(R) Adrenal gland (L) 

weight (g) (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) 

M04044 545.0 519.6 0.953 1932.2 3.545 28.8 0.053 19.9 0.037 21.3 0.039 

M04045 558.6 486.4 0.871 1694.3 3.033 24.6 0.044 23.1 0.041 26.2 0.047 

M04046 507.9 611.1 1.203 1926.6 3.793 19.1 0.038 20.6 0.041 21.0 0.041 

M04047 478.9 685.4 1.431 2323.3 4.851 21.8 0.046 27.9 0.058 26.4 0.055 

M04048 541.6 633.5 1.170 1771.4 3.271 22.0 0.041 26.7 0.049 28.5 0.053 

Number of rnales 5 5 5 5 5 5 5 5 5 5 5 

Mean 526.4 587.2 1.126 1929.6 3.699 23.3 0.044 23.6 0.045 24.7 0.047 

S.D. 32.5 82.3 0.221 242.6 0.705 3.7 0.006 3.6 0.008 3.3 0.007 

Significance NS NS NS NS NS NS NS NS NS 

Statistical method TT AW  TT TT TT TT TT TT TT TT TT 

Significantly di任b問ntfrom the control group (*: Pく0.05，**: P<O.OI)目

NS: Not significantly different from the control group目

TT: Analysis by Student's t-test 

AW: Analysis by Aspin-Welch t-test守
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Adrenal gl田 ds

(mg) (mg'g) 

41.2 0.076 

49.3 0.088 

41.6 0.082 

54.3 0.113 

55.2 0.102 

5 5 

48.3 0.092 

6.7 0.015 

NS NS 

TT TT 



試験番号R-15-005

Combined repeat dose and r叩roductive/developmentaltoxicity screening test ofCyclopentanone by oral adminis回 tionin rats 

Appendix 30・1-1.Organ weights of female rats at the end of the administration period 

Contro1 (叶lic1e:∞moil)

FemaleNo 

F01001 

F01002 

F01003 

F01004 

F01005 

F01006 

F01007 

F01008 

F01009 

F01010 

F01011 

F01012 

N山nberoffi四1al田

M田n

S.D 

B四mBody 

weight(玉虫 (mg) (mgl回

302.8 1888.4 

310.9 1826.5 

348.6 1915.5 

341.8 1902.3 

335.5 1933.1 

29ι4 2055.2 

303.6 1948.3 

320.1 1847.6 

295.0 1957.1 

352.5 2047.5 

283.5 1933.0 

309.0 1917.7 

12 12 

31ι6 1931.0 

22.8 68.0 

6.236 

5.875 

5.495 

5.566 

5.762 

6.934 

6.417 

5.772 

6.634 

5.809 

6.818 

6.206 

12 

6.127 

0.489 

Thymus H出 Liv町 Kidn，町(R) Kidnl町 (L) 主主主i
(m，訪 (mglg) (mg) (mglg) (mg) (mglg) (mg) (mglg) (mg) (mglg) i盟一一一血盟
196.8 

212.8 

162.5 

178.4 

329.7 

305.0 

201.3 

155.1 

146.3 

247.9 

216.8 

217.7 

12 

214.2 

56.6 

札650 892.9 

且684 980.4 

0.466 1069.9 

0.522 1063.0 

0.983 1135.3 

1.029 1005.7 

0.663 945.7 

0.485 1075.0 

0.496 987.3 

0.703 1016.1 

0.765 1018.9 

0.705 995.6 

12 12 

0.679 1015.5 

0.182 64.3 

2.94円~ 8794.0 29.042 87臥0

3.153 9368.0 30.132 1102.3 

3.069 11303.8 32.426 1188.1 

3.110 11328.8 33.145 1127.1 

3.384 1115札3 33.235 1064.8 

3.393 954ι1 32.207 973.1 

3.115 9531.8 31.396 93ι0 

3.358 10375.6 32.414 1154.8 

3.347 9717.6 32.941 1151.7 
2.883 1071札9 30.386 1038.5 

3.594 8693.7 30.666 992.7 

3.222 9404.0 30.434 857.2 

12 12 12 12 

3.215 9993.7 31.535 1038.0 

0.206 94ι5 1.381 112.6 

2.873 869.3 

3.546 1034.2 

3.408 1138.7 

3.298 1136.2 

3.174 1025.6 

3.283 981.0 

3.083 911.7 

3.608 1055.4 

3.904 1081.0 

2.946 989.9 

3.502 968.0 

2.774 849.8 

12 12 

3.283 1003.4 

0.333 94.4 

2.871 1739.3 

3.326 2136.5 

3.266 2326.8 

3.324 2263.3 

3.057 2090.4 

3.310 1954.1 

3.003 1847.7 

3.297 2210.2 

3.664 2232.7 

2.808 2028.4 

3.414 1960.7 

2.750 1707.0 

12 12 

3.174 2041.4 

0.275 205.0 

5.744 

6.872 

6.675 

6.622 

6.231 

6.593 

6.086 

6.905 

7.568 

5.754 

6.916 

5.524 

12 

6.458 

0.601 

Appendix 30-1-1 (continued). Organ weights of female rats at the end of the administration period 

Contro1 (vehic1e:∞moil) 
Fen1aleNo. 

F01001 

F01002 

F01003 

FOI004 

F01005 

F01006 

F01007 

F01008 

F01009 

FOIOIO 

F01011 

F01012 

N田nb町 offi町田1es

M田n

S.D 

Ovary(R) 

(mg) (mglg) 

50.6 

43.0 

53.9 

56.5 

49.7 

47.4 

59.4 

65.1 

51.2 

46.0 

55.8 

58.1 

12 

53.1 

6.3 

0.167 

0.138 

0.155 

0.165 

0.148 

0.160 

0.196 

0.203 

0.174 

0.130 

0.197 

0目188

12 

0.168 

0.024 

Ovary(L) 

(mg) (mglg) 

61.5 

58.9 

58.4 

61.3 

56.5 

57.3 

49.7 

47.7 

55.3 

52.6 

43.9 

45.8 

12 

54.1 

6.0 

0.203 

0.189 

0.168 

0.179 

0.168 
0.193 

0.164 

0.149 

0.187 

0.149 

0.155 

0.148 

12 

0.171 

0.019 

Ovari田

(mg) (mglg) 

112.1 

101.9 

112.3 

117.8 

106.2 

104.7 

109.1 

112.8 

106.5 

98.6 

99.7 

103.9 

12 

107.1 

5.8 

0.370 

0目328

0.322 

0.345 

0.317 

0.353 
0.359 

0.352 

0.361 

0.280 

0.352 

0.336 
12 

0.340 

0.025 

Ut町田

(mg) (mglg) 

529.5 

638.6 

667.9 

887.6 

627.1 

653.2 

580.3 

607.5 

685.2 

578.3 

685.9 

561.6 

12 

641.9 

92.1 

289 

1.749 

2.054 

1.916 

2.597 

1.869 

2.204 

1.911 

1.898 

2.323 

1.641 

2.419 
1.817 

12 

工033

0.292 

Thyroid国血d Adr回 al匝朗d(R) Adrenal g1曲d(L)

{mg) (mglg) (mg) (mglg) (mg) (mgl回
15.4 

19.2 

13.5 

20.9 

14.8 

17.2 

13.8 

11.3 

24.9 

13.8 

15.5 

16.9 

12 

16.4 

3.7 

0.051 

0目062

0.039 

0.061 

0.044 

0.058 

0.045 

0.035 

0.084 

0.039 

0.055 

0.055 

12 

0.052 

0.013 

34.0 

34.7 

42.4 

34.4 

39.3 

42.3 

33.2 

41.4 

29.9 

36.8 

32.1 

31.1 

12 

36.0 

4.4 

0.112 

0.112 

0.122 

0.101 

0.117 

0.143 

0.109 

0.129 

0.101 

0.104 

0.113 

0.101 

12 

0.114 

0目013

39.2 

37.0 

44.7 

45.4 

37.7 

41.2 

36.1 

41.3 

30.3 

37.2 

37.2 

34.3 

12 

38.5 

4.2 

0.129 

0.119 

0.128 

0.133 

0.112 

0.139 

0.119 

0.129 

0.103 

0.106 

0.131 

0.111 

12 

0.122 

0.012 

生単E
(m国 (mglg)

695.7 

645.6 

926.4 

780.2 

857.3 

576.4 

606.7 

795.7 

595.4 

857.7 

755.5 

700.5 

12 

732.8 

114.6 

2.298 

2.077 

2.657 

2.283 

2.555 

1.945 

1.998 

2.486 

2.018 

2.433 

2.665 

2.267 

12 

2.307 

0.257 

Adr田 alg1皿ds

(mg) (mglg) 

73.2 

71.7 

87.1 

79.8 

77.0 

83.5 

69.3 

82.7 

60.2 

74.0 

69.3 

65.4 

12 

74.4 

7.9 

0.242 

0.231 

0.250 

0.233 

0.230 

0.282 

0.228 

0.258 

0.204 

0.210 

0.244 

0.212 

12 

0.235 

0.022 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 30・1・2.Organ weights of female rats at the end of the adminis佐ationperiod 

CPN 30mg'kg 

FemaleNo Body Brain Thymus H由民 Liv町 Kido町 (R) Ki血町 (L) Ki出町S Spl聞

weight (g) (mg) (mg'g) (mg) (mg'g) (mg) (mg'g) (mg) (m曲 (mg) (mg'曲 (mg) (mg'g) (mg) (mg'g) (mg) (mWg) 

F02013 296.4 1833.4 6.186 179.5 0.606 955.6 3.224 10578.1 35.689 986.8 3.329 988.3 3.334 1975.1 6.664 696.9 2.351 

F02014 285.6 1829.9 6.407 160.8 0.563 979.9 3.431 9798.5 34.308 1051.7 3.682 972.3 3.404 2024.0 7.087 667.2 2.336 

F02015 325.2 1994.2 6.132 98.0 0.301 1081.0 3.324 11100.6 34.135 967.4 2.975 1024.7 3.151 1992.1 6.126 905.7 2.785 

F02016 279.2 1942.3 6.957 161.2 0.577 1048.2 3.754 9694.2 34.721 963.6 3.451 953.0 3.413 1916.6 6.865 632.2 2.264 

F02017 287.0 2027.8 7.066 104.5 0.364 938.1 3.269 10099.9 35.191 1030.5 3.591 1070.5 3.730 2101.0 7.321 500.4 1.744 

F02018 348.9 1884.3 5.401 288.2 0.826 1093.0 3.133 11458.2 32.841 1053.4 3.019 1012.9 2.903 2066.3 5.922 791.7 2.269 

F02019 292.1 1813.1 6.207 250.4 0.857 1012.6 3.467 9924.0 33.975 1061.9 3.635 957.7 3.279 2019.6 6.914 675.0 2.311 

F02020 310.2 1974.3 6.365 262.2 0.845 1066.4 3.438 10691.2 34.466 1067.7 3.442 1080.7 3.484 2148.4 6.926 807.7 2.604 

F02021 293.4 1817.5 6.195 211.2 0.720 994.3 3.389 9175.2 31.272 976.6 3.329 1001.3 3.413 1977.9 6.741 633.0 2.157 

F02022 294.7 1819.0 6.172 198.3 0.673 984.5 3.341 8685.1 29.471 824.8 2.799 783.0 2.657 1607.8 5.456 547.3 1.857 

F02023 337.8 a 1964.0 a 5.814 a 412.9 a 1.222 a 1039.0 a 3.076 a 11855.5 a 35.096 a 1096.1 a 3.245 a 1074.1 a 3.180 a 2170.2 a 6.425 a 696.2 a 2.061 a 

F02024 300.0 1974.4 6.581 222.8 0.743 1000.4 3.335 9344.6 31.149 1146.4 3.821 1132.9 3.776 2279.3 7.598 754.3 2.514 

N四百b町 offemal田 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 

M曲n 301.2 1900.9 6.334 194.3 0.643 1014.0 3.373 10050.0 33.383 1011.9 3.370 997.9 3.322 2009.8 6.693 691.9 2.290 

S.D 20.2 82.8 0.446 61.2 0.185 51.4 0.160 843.3 1.959 82.8 0.323 90.5 0.327 166.3 0.629 117.7 0.301 

Si伊i日間間 NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistica1 method AN DU DU AN AN AN DU AN AN AN DU AN DU AN DU AN AN 

Significantly di古田otfromthe∞ntro1 group (*: P<0.05. **: P<O.OI) 
NS: Not significant1y diffi問 otfrom the∞ntro1 group 
AN: Analysis by variance(one-w町 l町out).
DU: Analysis by D山mett'st田t

KW: Analysis by Kruskal.・Wallis't剖 (one-way1ayout) 
DT: Analysis by Dunnett type m田n悶此test

a， Excluded from data田 alysis(not pl暗闇t)
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 30・1-2(continued). Organ weights offemale rats at the end ofthe administration period 

CPN 30mO:g 
F岨 aleNo. Ov町 (R) Ov町 (L) Ov叩田 Uterus Thyroid gland Adr田algl岨d(R) Adr田algl岨d(L) Adr田副gl血ds

(皿.g) (血yfg) (皿。 (田yfg) (血。 (myfg) (田'g) (田yfg) (mg) (ml百g) (mg) (myfg) (皿g) (myfg) (mg) (田.yfg)

F02013 50.8 0.171 65.5 0.221 116.3 0.392 664.6 2.242 15.8 0.053 36.4 0.123 40.2 0.136 76.6 0.258 

F02014 68.0 0.238 60.9 0.213 128.9 0.451 710.6 2.488 14.8 0.052 35.1 0.123 41.7 0.146 76.8 0.269 

F02015 61.5 0.189 50.0 0.154 111.5 0.343 880.9 2.709 18.8 0.058 36.3 0.112 38.3 0.118 74.6 0.229 

F02016 47.3 0.169 44.8 0.160 92.1 0.330 635.1 2.275 16.8 0.060 31.3 0.112 35.2 0.126 66.5 0.238 

F02017 50.6 0.176 51.2 0.178 101.8 0.355 723.1 2.520 18.3 0.064 36目2 0.126 41.1 0.143 77.3 0.269 

F02018 68.6 0.197 42.2 0.121 110.8 0.318 643.7 1.845 16.3 0.047 38.4 0.110 42.5 0.122 80.9 0.232 

F02019 49.0 0.168 59.9 0.205 108.9 0.373 583.0 1.996 16.8 0.058 26.7 0.091 28.1 0.096 54目B 0.188 

F02020 48.3 0.156 51.3 0.165 99.6 0.321 652.9 2.105 17.8 0.057 36.5 0.118 39.8 0.128 76.3 0.246 

F02021 67.7 0.231 59.8 0.204 127.5 0.435 750.2 2目557 13.1 0.045 30.7 0.105 35.0 0.119 65.7 0.224 

F02022 49.9 0.169 40.0 0.136 89.9 0.305 595.8 2.022 17.3 0.059 30.2 0.102 34.7 0.118 64.9 0.220 

F02023 37.7 a 0.112 a 42.1 a 0.125 a 79.8 a 0.236 a 440.7 a 1.305 a 17.3 a 0.051 a 25.3 a 0.075 a 29.9 a 0.089 a 55.2 a 0.163 a 

F02024 50.2 0.167 63.9 0.213 114.1 0.380 738.7 2.462 14.9 0.050 35.4 0.118 37.5 0.125 72.9 0.243 

N田nberof females II II II 11 11 II II II II 11 11 11 II II II 11 

M田a 55.6 0.185 53目6 0.179 109.2 0.364 689.0 2.293 16.4 0.055 33.9 0.113 37.6 0.125 71.6 0.238 

S.D. 8.8 0.027 8.9 0.034 12.7 0.048 84.5 0.276 1.7 0.006 3.6 0.010 4.2 0.014 7.7 0.024 

Si餌ifil回nce NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Stat担ticalmethod AN AN AN AN KW DU AN DU AN AN AN AN DT AN AN AN 

Si伊自制1ydiff<町田tfromthe∞ntro1 group (.: P<0.05，帥:P<O.OI).
NS: Not signific副 1yd町町田tfro田 thecontro1 group. 

AN: Analysis by vari血白(one-way1ayout). 

DU: Analysis by Dunnett's t田t.

KW: Analysis by Kruskal-WalIis' t剖 (one-w町 1ayout)

DT: Analysis by Dunnett type四国nrankt田L

a， Exc1uded仕。m伽la血alysis(not pregn皿t).
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis回 tionin rats 

Appendix 30・1・3.Organ weights offemale rats at the end ofthe administration period 

CPN 100mg匂

FemaleNo. Brヨ血 Thymus H闘は Liv町 主主主型 Kidn町 (L)

試験番号R-15-005

聖堂豆i Sp1聞Body 

weight (g) (mg) (mglg) (mg) (mglg) (問。 (mgllω (mg) (mglg) (mg) (mglg) (mg) (mglg) (mg) (mglg) (mg) (mglg) 

F03025 

F03026 

F03027 

F03028 

F03029 

F03030 

F03031 

F03032 

F03033 

F03034 

F03035 

F03036 

N国nbぽ of自emal田

M田n

S.D 

Signifi国n白

Statisti国1method

301.7 1827.6 6.058 112.3 札372 1027.3 

318.4 1879.9 5.904 198.8 札624 1014.0 

326.4 1785.0 5.4ω145.2 0.445 9判.7

260.6 b 1792.1 b 6.877 b 85.8 b 0.329 b 872.6 b 

314.4 1930.6 6.141 219.4 0.698 1000.8 

311.5 1851.7 5.944 214.4 0.688 898.1 

338.7 1838.7 5.429 357.3 1.055 1031.7 

303.3 1741.2 5.741 218.0 0.719 947.0 

283.1 1740.2 6.147 19且6 0.673 870.1 

314.1 c 2088.5 c 6制ゆ c 407.6 c 1.298 c 944.8 c 

315.9 1789.4 5.664 219.4 0.695 1019.9 

3446 193ι5 5.620 253.2 止735 1060.2 

10 10 10 10 10 10 

315.8 1832.1 5.812 212.9 0.670 981.4 

18.o 70.0 0.266 65.0 0.182 62.9 

NS 本 N哩 NS NS NS 

AN DU DU AN AN AN 

Signifi曲目1ydiffer，回tfromthe∞ntro1group (*: P<0.05， **: P<O.OI) 
NS: Not signi自白川1ydiffi町田tfromthe∞ntrolgroup 
AN: Analysis by variance(one-way layout). 

DU: Ana1ysis by Dunnett's t田t

KW:Ana1y拙 byKruska1-Wa11is' t副 (00令W可 1ayout)

DT: Analysis by Dunnett type m回且悶nkt田t.

b， Exc1uded骨'omdata analysis (tota11itt町 10ss).

c，E皿ludedfrom data田a1ysis(not∞pu1at剖).

3.405 8739.2 28.967 820.8 2.721 802.5 2.660 1623.3 5.381 543.2 1.800 

3.185 1160札3 36.433 1016.1 3.191 999.9 3.140 2016.0 ι332 794.1 2.494 

2.894 10527.0 32.252 1094.1 3.352 981.2 3.006 2075.3 ι358 802.0 2.457 

3.348 b 9148.9 b 35.107 b 974.1 b 3.738 b 972.5 b 3.732 b 1946.6 b 7.470 b 491.3 b 1.885 b 

3.183 10538.0 33.518 964.2 3.067 946.6 3.011 191札S ι078 650.6 2.069 

2.883 10361.0 33.262 946.0 3.037 954.0 3.063 1900.0 6.1 00 795.3 2.553 

3.046 10608.6 31.322 1045.8 3.088 987.1 2.914 2032.9 6.002 697.8 2.060 

3.122 10097.6 33.292 1079.3 3.559 1131.7 3.731 2211.0 7.290 719.4 2.372 

3.073 9118.2 32.208 844.3 2.982 847.9 2.995 1692.2 5.977 616.1 2.176 

3.008 c 11600.8 c 3ι933 c 1108.2 c 3.528 c 1147.8 c 3.654 c 225ιo c 7.182 c 503.6 c 1.603 c 

3.229 10289.8 32.573 947.5 2.999 872.9 2.763 182u.4 5.763 684.5 2.167 

3077 10149.7 29.454 987.2 2.865 970.9 2.817 1958.1 5.682 659.8 1.915 

10 10 10 10 10 10 10 10 10 10 10 

3.110 10202.9 32.328 974.5 3.086 949.5 3.010 1924.0 6.096 696.3 2.206 

0.155 795.8 2.127 91.0 0.238 92.2 札292 177.1 0.513 84.7 札255

NS NS NS NS NS NS NS NS NS NS NS 

DU AN AN AN DU AN DU AN DU AN AN 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 30・1-3(continued). Organ weights of female rats at the end of the administration period 

CPN 100 mglkg 

F田 aleNo. Ov町 (R)

(田g) (血肉}

52.8 0.175 

60.8 0.191 

61.7 0.189 

53.6 b 0.206 b 

58.6 0.186 

51.3 0.165 

44.4 0.131 

50.1 0.165 

29.5 0.104 

52.1 c 0.166 c 

70.7 0.224 

47.9 0.139 

10 10 

52.8 0.167 

11.3 0.035 

NS NS 

AN AN 

F03025 

F03026 

F03027 

F03028 

F03029 

F03030 

F03031 

F03032 

F03033 

F03034 

F03035 

F03036 

Nu血.beroff<田ales

M田n

S.D 

Sig即日田2田

Statisti田lmethod

Ovary (L) 

(mg) (m!!，g) 

Ovari田

(回19) (m!!，:ω 
Uterus 

(mg) (回目';g)

Thyroid gland Adr血 algland (R) Adr租 algland(L) 

(mg) (四時) (瑚 (回目ゆ 伯母 (田副

14.8 0.049 

15.6 0.049 

14.0 0.043 

13.7 b 0.053 b 

22.5 0.072 

14.9 0.048 

22.2 0.066 

17.5 0.058 

22.3 0.079 

15.5 c 0.049 c 

19.0 0.060 

15.8 0.046 

10 10 

17.9 0.057 

3.4 0.012 

NS NS 

AN AN 

Adr四 algl田 ds

(皿g) (田!!，g)

b
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52.0 0.172 104.8 0.347 593.8 1.968 

45.4 0.143 106.2 0.334 664.1 2.086 

53.9 0.165 115.6 0.354 525.1 1.609 

60.2 b 0.231 b 113.8 b 0.437 b 2787.2 b 10.695 b 

60.3 0.192 118.9 0.378 767.3 2.441 

50.4 0.162 101.7 0.326 74ι2 2.396 

62.3 0.184 106.7 0.315 676.6 1.998 

53.7 0.177 103.8 0.342 554.4 1.828 

39.8 0.141 69.3 0.245 588.3 2.078 

43.9 c 0.140 c 96.0 c 0.306 c 2864.2 c 9.119 c 

56.4 0.179 127.1 0.402 636.8 2.016 

50.9 0.148 98.8 0.287 554.9 1.610 

10 10 10 10 10 10 

52.5 0.166 105.3 0.333 630.8 2.003 

66 0.018 15.4 0.044 82.4 0.279 

NS NS NS NS NS NS 

AN AN KW DU AN DU 

Si伊出C掴 tlydi汀町田t世'Omthe∞ntrol group (*・P<0.05，**: P<O.OI) 
NS: Not sigoifi国国Iydi町古田t仕'Omthe∞ntrol group. 
AN: Analysis by variance (one-way layout). 

DU: Analysis by Dunnett's t白t

KW: Analysis by Kruskal-Wallis' t田t(one-w町 layout)

DT:Analysis by Dunnett typem田皿rankt田L

b， Excluded仕0皿也脂血alysis(totallitt町 loss)
c， Excluded世。血血laanalysis (not∞pulated). 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 30・1・4.Organ weights offemale rats at the end ofthe administration period 

CPN3∞mg'kg 
FemaleNo Body 

weight (g) 

B回血

(n叫 (mg'g)

1.486 b F04037 

F04038 

F04039 

F04040 

F04041 

F04042 

F04043 

F04044 

F04045 

F04046 

F04047 

F04048 

266.4 b 1769.7 b 6.643 b 

310.7 1825.7 5.876 

305.5 1865.3 6.1 06 

279.2 1878.7 6.729 

322.3 1902.2 5.902 

301.7 2052.8 6.804 

299.1 1826.0 6.105 

295.9 1930.8 6.525 

299.9 1770.8 5.905 

309.8 1732.5 5.592 

317.9 1939.3 6.100 

276.6 1835.4 6.636 

11 11 11 

301.7 1869.0 6.207 

14.2 87.7 0.402 

NS NS NS 

AN DU DU 

Num'加。ffi田 al国

M田n

S.D 

Signifi岨nce

Statistical method 

Thymus 

(mg) (mg'g) 

H朗氏

(mg) (mglg) 

Liv町

(mg) (mglg) 
型坐旦型
(n場 (mglg)

型虫呈血
(mg) (mglg) 

試験番号R-15-005

Kidn町S

(mg) (mgig) 

7.678 b 395.8 b 

ι制1 620.5 

ι923 697.6 

ι843 5併9

5.997 633.6 

7.562 57，ι5 

7.272 919.8 

7.315 695.0 

6.152 609.7 

7.520 977.9 

7.287 871.7 

6.811 625.4 

11 11 

6.938 708.4 

0.522 145.7 

NS NS 

DU AN 

製旦
(mg) (宵1!Yg)

1.997 

2.283 

2.023 

1.966 

1.911 

3.075 

2.349 

2.033 

3.157 
2.742 

2.261 

11 

=p
、，-
n
S
J
W

抑
制
一

N

M

q
，.
A
U
-

Signi自由ntiydi町町田t世田nthe control grひup(本:P<0.05， ": P<O.OI) 
NS: Not signi日同国lydi町白百1t仕omthe control group. 

AN: Analysis by v阻祖国(one-waylayout) 
DU; Ana1ysis by Dunnett's t田t

KW: Analysis by Kruskal-Wallis'出 t(one-way layout) 
DT・Analysisby Dunnett type m曲nrank t田t

b，E皿:luded世om品ta剖 alysis(totallitter loss). 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 30・I・4(continued). Organ weights offemale rats at the end ofthe administration period 

CPN 300皿lifkg

FemaleNo. Ovary (R) Ovary (L) Ov回目 Uterus Thyroid gl皿d A古田algl血d(R) Adr血 algl皿d(L) Adr田alglands 

(mg) (m!ifg) (皿訪 (m!ifg) (mg) (m!ifg) (mg) (m!iflω (皿g) (田!ifg) (田g) {皿!ifg) (mg) (mjifg) (mg) (田!ifg)

F04037 68.9 b 0.259 b 36.9 b 。目139b 105.8 b 0.397 b 3463.2 b 13.000 b 16.0 b 0.060 b 46.6 b 0.175 b 48.6 b 0.182 b 95.2 b 0.357 b 

F04038 55.3 0.178 53.7 0.173 109.0 0.351 733.9 2.362 16.9 0.054 34.7 0.112 34.9 0.112 69.6 0.224 

F04039 65.2 0.213 50.3 0.165 115.5 0.378 627.0 2.052 18.5 0.061 33.8 0.111 40.3 0.132 74.1 0.243 

F04040 57.5 0.206 66.6 0.239 124.1 0.444 611.2 2.189 12.3 0.044 28.3 0.101 29.3 0.105 57.6 0.206 

F04041 65.5 0.203 69目3 0.215 134.8 0.418 732.7 2.273 25.5 0.079 29.0 0.090 31.8 0.099 60.8 0.189 

F04042 54.3 0.180 58.5 0.194 112.8 0.374 626.5 2.077 20.9 0.069 32.4 。目107 33.2 0.110 65.6 0.217 

F04043 58.5 0.196 53.6 0.179 112.1 0.375 860.6 2目877 18.3 0.061 37.3 0.125 38.7 0.129 76.0 0.254 

F04044 47.6 0.161 64.2 。目217 111.8 0.378 665.4 2.249 15.9 0.054 31.6 0.107 33.4 0.113 65.0 0.220 

F04045 54.8 0.183 57.7 0.192 112.5 0.375 728.6 2.429 16目S 0.056 30.6 0.102 33.8 0.113 64.4 0.215 

F04046 58.5 0.189 61.8 0.199 120.3 0.388 635.9 2.053 19.3 0.062 45.5 0.147 56.5 0.182 102.0 0.329 

F04047 61.0 0.192 54.7 0.172 115.7 0.364 653.4 2.055 21.8 0.069 29.8 0.094 29.8 0.094 59.6 0.187 

F04似S 56.5 0.204 46.0 0.166 102.5 0.371 632.6 2.287 21.9 0.079 28.7 0.104 33.0 0.119 61.7 0.223 

Number off回 al田 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 

Mean 57.7 0.191 57.9 0.192 115目6 0.383 682目5 2.264 18.9 0.063 32.9 0.109 35.9 0.119 68.8 0.228 

S.D. 5.1 0.015 7.1 。目024 8.5 0.026 74.9 0.242 3.6 0.011 5.0 0.016 7.6 0.024 12.5 0.039 

Si隣自由2田 NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN KW  DU AN DU AN AN AN AN DT AN AN AN 

Sigoifi阻 tlydi庄町田tfro皿thecontrol group (キ:P<0.05，紳:P<O.OI)

NS:Notsi伊泊四t砂diffi町田tfro皿the回目rolgroup 

AN: Analysis by varian田(on令waylayout). 

DU: Analysis by Dunnett's t田仁

KW: Analysis by Kruskal-Wa1lis' t田t(onoトwaylayout). 

DT: Analysis by Dunnett type 回国旦r鑑lkt田t.

b， Exclud吋仕0皿dataanalysis (totallitt町loss).
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 30-2-1. Organ weights offemale rats at the end ofthe administration period， satellite group 

Control (vehicle:∞moil) 
FemaleNo Body Bra担 Thym国 H闇 t Liv町 Kidn町 (R) Kidn町 (L) Kidn町S Sple回

weight (g) (田'g) (田正母 (mg) (田'wg) (回，g) {皿wg) (回。 {回gg) (田19) (mwg) (田9 (皿wg) (回19) (田正副 (回国 (mwg) 

F05049 300.0 1818.2 6.061 269.5 0.898 920.6 3.069 7262.1 24.207 970.2 3.234 975.5 3.252 1945.7 6.486 714.0 2.380 

F05050 284.7 1902.1 6.681 249.2 0.875 979.6 3.441 8052.9 28.286 939.2 3.299 957.0 3.361 1896.2 6.660 569.3 2.000 

F05051 294.7 2041.4 6.927 231.9 0.787 924.1 3.136 7382.7 25.052 935.3 3.174 898.6 3.049 1833.9 6.223 654.4 2.221 

F05052 268.5 1827.7 6.807 399.4 1.488 892.7 3.325 7387.7 27.515 847.9 3.158 854.5 3.182 1702.4 6.340 527.6 1.965 

F05053 260.4 1859.5 7.141 305.0 1.171 828.3 3.181 6291.7 24.162 781.5 3.001 758.5 2.913 1540.0 5.914 549.9 2.112 

Numheroff回 al田 5 5 5 5 5 5 5 

M白血 281.7 1889.8 6.723 291.0 1.044 909.1 3.230 7275.4 25.844 894.8 3.173 888.8 3.151 1783.6 6.325 603.0 2.136 

S.D. 16.9 90.9 0.407 66.4 0.287 55.1 0.151 631.8 1.929 78.0 0.111 87.2 0.175 163.9 0.282 78.4 0.170 

Appendix 30・2-1(continued). Organ weights offemale rats at the end of仕leadministration period， satellite group 

Control (vebicle:∞moil) 
F町田leNo Ovary (R) Ovary (L) OVaril田 Uterus Thyroid g1and Adrenaigl担 d(R) Adr田algland (L) Adre田191皿 ds

(mω (mgg) (mg) (mgg) (mg) (mgg) (mg) (mgg) (mg) (mWg) (mg) (mgg) (mg) (mg:ω (時) (mgg) 

F05049 58.0 0.193 63.3 0.211 121.3 0.404 430.8 l目436 18.9 0.063 38.6 0.129 42.0 0.140 80.6 0.269 

F05050 37.0 0.130 36.1 0.127 73.1 0.257 489.2 1.718 21.3 0.075 34.4 0.121 35目B 0.126 70.2 0.247 

F05051 43.8 0.149 47目4 0.161 91.2 0.309 555.6 1.885 18.2 0.062 34.3 0.116 35.1 0.119 69.4 0.235 

F05052 31.5 0.117 41.2 0.153 72.7 0.271 486.7 1.813 15.2 0.057 28.0 0.104 29.5 0.110 57.5 0.214 

F05053 36.8 0.141 42.3 0.162 79.1 0.304 324.0 1.244 18.4 0.071 25.6 0.098 28.3 0.109 53.9 0.207 

N山nb町of伽nal田 5 5 5 5 5 5 5 5 5 

M田n 41.4 0.146 46.1 0.163 87目5 0.309 457.3 1.619 18.4 0.066 32.2 0.114 34.1 0.121 66.3 0.234 

S.D. 10.2 0.029 10.4 0.030 20.3 0.057 86.6 0.270 2目2 0.007 5目3 0.013 5.5 0.013 10.7 0.025 
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Combined repeat dose and reproductive/developmental toxicity screening test ofCyclopentanone by oral administration in rats 

Appendix 30-2-2. Organ weights offemale rats at the end ofthe administration period， satellite group 

CPN 300 sl&'kg 

FemaleNo Body 

weigj1tω 
Br田

何回 (mg'g) 

Thym笠
(mg) (ロ耳目

H国民
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脳血町 (R)
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Ki血町S

(口湖 (沼恒g)
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Appendix 30・2-2(continued). Organ weights offemale rats at the end ofthe administration period， satellite group 

Ovary (R) 

(時:) (m脚

Ovary (L) 

(mg) (mglg) 

Ov回目

(mg) (mglg) 

Ut町us

(mg) (α耳yg)

TT TT TT TT 

Thyroid gl釦d Adr田 algland (R) Adr町田1gland(L) 

(mg) (mglg) (mg) (mglg) (mg) (mglg) 

TT TT 

全生竺是些当i
(mg) (mgl:ω 

F06056 

F06057 

F06058 

F06059 

F06060 

N田nb町 offi田 lales

M居間

S.D. 

Significance 

44.7 

40.9 

64.0 

50.3 

37.8 

0.177 

0.151 

0.222 

0.184 

0.137 

47.5 

10.3 

0.174 

0.033 

NS 

Statistical method TT TT 

NS:N凶 signi日開ntlydifferent世omthe∞ntrolgroup. 
TT: Analysis by Stud田 tlst-test. 

A W: Analysis by Aspin-We1ch t-t田t.
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 30・3・1.Organ weights of female rats at the end of the recovery period 

Control (vehic1e: com oil) 

FemaleNo. Body B悶皿 Thy皿us H曲rt Liv町 Kidney (R) Kidn町 (L) Kidn町S Spl田n

weigbt (g) (皿g) (mg'g) (mg) {田正副 (四回 (mg'g) {皿凪 (mg'g) (mg) (田.g'g) (田19) (mg'g) (皿9 (mg'g) (mg) (mg':ω 
F05054 325.8 1964.4 6.029 424.6 1.303 1318.5 4.047 8401.9 25.789 1123.8 3.449 1110.1 3.407 2233.9 6.857 448.9 1.378 

F05055 245.9 1933.3 7.862 256.7 1.044 832.1 3.384 5883.9 23.928 814.4 3.312 769.1 3.128 1583.5 6.440 531.0 2.159 

F05056 299.1 1907.7 6.378 389.5 1.302 919.7 3.075 7707.0 25.767 935.3 3.127 907.5 3.034 1842.8 6.161 559.8 1.872 

F05057 271.2 1783.2 6.575 275.8 1.017 923.8 3.406 6422.3 23.681 922.4 3.401 929.0 3.426 1851.4 6.827 512.9 1.891 

F05058 283.9 1910.2 6.728 220.6 0.777 795.7 2.803 6940.8 24.448 923.8 3.254 923.3 3.252 1847.1 6.506 423.3 1.491 

Nu田lherof females 5 5 5 5 5 

M田n 285.2 1899.8 6.714 313.4 1.089 958.0 3.343 7071.2 24.723 943.9 3.309 927.8 3.249 1871.7 6.558 495.2 1.758 

S.D 29.9 69.0 0.693 88.6 0.221 209.0 0.465 1002.8 1.002 111.9 0.127 121.3 0.171 232.4 0.290 57.2 0.319 

Appendix 30・3・1(continued). Organ weights of female rats at the end of the recovery period 

Control(v出c1e:∞moil)
F田a1eNo. Ovary (R) Ovary (L) Ovari田 Uterus Thyroid屈曲d Adr回a1gland(R) Adrenalgl阻 d(L) Adr田a1gl田ds

(mg) (mg'g) (mg) (rng'g) (mg) (rng'g) (mg) (mg'g) (mg) (mg'g) (m凶 (rng'g) (mg) (m百@ (mg) (mg'g) 

F05054 36.9 0.113 34.2 0.105 71.1 0.218 820.7 2.519 16.0 0.049 43.4 0.133 27.9 0.086 71.3 0.219 

F05055 33.8 0.137 22.0 0.089 55.8 0.227 518.0 2.107 16.9 0.069 24.1 。目098 26.2 0.107 50目3 0.205 

F05056 37.1 0.124 36.6 0.122 73.7 0.246 562目2 1.880 9.7 0.032 32目5 0.109 35.4 0.118 67.9 0.227 

F05057 30.1 0.111 37.3 0.138 67.4 0.249 417.1 1.538 21.7 0.080 29.3 0.108 31.2 0.115 60.5 0.223 

F05058 43.1 0.152 31.4 0.111 74.5 0.262 1413.6 4.979 19目。 0.067 29.6 0.104 33.0 0.116 62.6 0.221 

Numheroff，田l3les 5 5 5 5 5 

M曲n 36.2 0.127 32.3 0.113 68.5 0.240 746.3 2.605 16.7 0.059 31.8 0.110 30.7 。目108 62.5 0.219 

8.D. 4.8 0.017 6.2 0.018 7.6 0.018 401.6 1.374 4.5 0.019 7.2 0.013 3.7 0.013 8.1 0.008 
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試験番号R-15-005

Combined repeat dose and rl叩roductive/developmentaltoxicity screening test ofCyclopentanone by oral administration in rats 

Appendix 30・3・2.Organ weights of female rats at the end of the recovery period 

CPN 300田Ig'kg

Fe由aleNo. Body 

weightω 

主leen
(四国 (nぜ'g)

F06061 

F06062 

F06063 

F06064 

F06065 

267.1 1817.5 

297.2 1845.6 

250.5 191ι1 

290.9 2003.0 

271.4 1998.4 

5 5 

275.4 1916.1 

18.8 85.2 

NS NS 

Numberoffemales 

M国n

S.D 
Si伊1自国且国

B阻血

(mg) (田~g)
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6.210 

7.649 

6.886 

7.363 

出一附
Statistical method TT TT TT 

Si.伊祖国ntlydiffer四 tfromthe∞ntrol group (*: P<0.05， **: P<O.OI) 
NS:Notsi伊ifi曲目Iydifl伽四tfrom出e∞ntrolgroup 
TT: Analysis by Student's t-t田t

AW: Analysis by Aspin-Welch t-t田t
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Appendix 30・3・2(continued). Organ weights offemale rats at the end ofthe recovery period 

Ovacy (旦
(mg) (m!j'g) 

Ovacy (L) 

(mg) (m!j'g) 

Ovaii田

(mg) (m!j'g) 

主主Z笠l
(四g) (回!j'g)

3.764 1003.3 

3.416 984.6 

3.293 805.7 

3.605 974.4 

3.525 952.2 

5 

3.521 944.0 

0.180 79.5 

NS NS 

TT T1 

Kidn町 (L)
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 31・1.Macroscopic findings of male rats at the end of the adminis仕ationperiod 

試験番号R-15-005

一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一
Animal No. Fate Organs 

M0100l Liverl 

M01002 Li ver I 

M01003 AII organsl 

M01004 Adipose tissuel 

M01005 A 11 organsl 

M01006 s Hindl imbl 
Skinl 
Spleenl 
Thymusl 
Urinary bladderl 
Vertebral canall 

M01007 A 11 organsl 

S: Sacrificed during dosing period 

Findings 

Pale colored area 

Diaphragmatic nodule 

Within normal 1 imits 

Nodule 

Within normal 1 imits 

Swe 11 i ng 
Soi led fur 
Enlargement 
Small 
Distention 
Hemorrhage 

Within normal limits 
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Notes 

Between right and left medial lobes 

Yellowish. Around pancreas 

Ri ght 
Perineal area 

Lumbar region 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 31-1 (continued). Macroscopic fmdings of male rats at the end of the adminis仕ationperiod 

An i ma 1 No. Organs Findings Notes 

M02013 AII organs/ Within normal 1 imits 

M02014 AII organs/ Within normal 1 imits 

M02015 AII organs/ Within normal 1 imits 

M02016 AII organs/ Within normal limits 

M02017 A 11 organs/ Within normal limits 

M02018 A 11 organs/ Within normal limits 

M02019 A 11 organs/ Within normal limits 

M02020 A 11 organs/ Within normal limits 

M02021 AII organs/ Within normal 1 imits 

M02022 AII organs/ Within normal 1 imits 

M02023 A 11 organs/ Within normal 1 imits 

M02024 A 11 organs/ Within normal limits 
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試験番号R-15-005



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 31・1(continued). Macroscopic findings ofmale rats at the end ofthe administration period 

試験番号R-15-005

一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一
Animal No Organs Findings Notes 

M03025 AII organsl Within normal limits 

M03026 A 11 organsl Within normal limits 

M03027 AII organsl Within normal 1 imits 

M03028 AII organsl Within normal limits 

M03029 AII organsl Within normal limits 

M03030 A 11 organsl Within normal limits 

M03031 A 11 organsl Within normal 1 imits 

M03032 AII organsl Within normal limits 

M03033 AII organsl Within normal limits 

M03034 A 11 organsl Within normal limits 

M03035 A 11 organsl Within normal 1 imits 

M03036 AII organsl Within normal limits 
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Combined repeat dose and rl叩roductive/developmentaltoxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 31-1 (continued). Macroscopic findings of male rats at the end of the administration period 

試験番号R-15-005

一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一
Animal No Organs Findings Notes 

M04037 A 11 organs/ Within normal 1 imits 

M04038 A 11 organs/ Within normal limits 

M04039 Kidney/ Recessed area Left 

M04040 AII organs/ Within normal 1 imits 

M04041 A 11 organs/ Within normal limits 

M04042 A 11 organs/ Within normal limits 

M04043 AII organs/ Within normal limits 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 31-2. Macroscopic findings of male rats at the end of the recovery period 

An ima 1 No. 

M0100B 

M01009 

M010l0 

M010ll 

M01012 

一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一
Organs Findings Notes 

AII organs/ Within normal 1 imits 

A 11 organs/ Within normal 1 imits 

A 11 organs/ Within normal limits 

A 11 organs/ Within normal 1 imits 

AII organs/ Within normal 1 imits 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 31-2 (continued). Macroscopic findings of male rats at the end of the r切 overyperiod 

試験番号R-15-005

一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一
Animal No Organs Findings Notes 

M04044 AII organs/ Within normal limits 

M04045 A 11 organs/ Within normal 1 imits 

M04046 A 11 organs/ Within normal 1 imits 

M04047 Thymus/ Small 

M04048 Pituitary gland/ Cyst 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 32-1. Macroscopic findings offemale rats at the end ofthe administration period 

Animal No Organs Findings Notes 

F0100l AII organs/ Within normal 1 imits 

F01002 AII organs/ Within normal 1 imits 

F01003 AII organs/ Within normal 1 imits 

F01004 AII organs/ Within normal 1 imits 

F01005 AII organs/ Within normal 1 imits 

F01006 A 11 organs/ Within normal 1 imits 

F01007 A 11 organs/ Within normal 1 imits 

F01008 A 11 organs/ Within normal 1 imits 

F01009 A 11 organs/ Within normal limits 

F010l0 A 11 organs/ Within normal limits 

F010ll A 11 organs/ Within normal 1 imits 

F01012 Stomach/ Oark colored spot/area Mucosa. Glandular stomach 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 32-1 (continued). Macroscopic findings offemale rats at the end ofthe administration period 

試験番号R-15-005

一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一
An i ma 1 No. F ate Or gans Findings Notes 

F02013 AII organs/ Within normal limits 

F02014 AII organs/ Within normal limits 

F02015 A 11 organs/ Within normal 1 imits 

F02016 A 11 organs/ Within normal 1 imits 

F02017 A 11 organs/ Within normal limits 

F02018 AII organs/ Within normal limits 

F02019 AII organs/ Within normal limits 

F02020 11 eum/ Diverticulum 

F02021 A 11 organs/ Within normal 1 imits 

F02022 AII organs/ Within normal limits 

F02023 NP Vagina/ D i 1 atat i on Partial 

F02024 A 11 organs/ Within normal limits 

NP: Not pregnant 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral adminis回 tionin rats 

Appendix 32・1(continued). Macroscopic findings offemale rats at也eend of the administration period 

試験番号R-15-005

一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一
Animal No. Fate Organs 

F03025 

F03026 

F03027 

F03028 TL 

F03029 

F03030 

F03031 

F03032 

F03033 

F03034 NC 

F03035 

F03036 

A 11 organs/ 

AII organs/ 

A 11 organs/ 

Skin/ 
Thymus/ 

A 11 organs/ 

A 11 organs/ 

AII organs/ 

AII organs/ 

A 11 organs/ 

A 11 organs/ 

AII organs/ 

A 11 organs/ 

TL: tota 1 1 i tter loss NC: Not copu 1 ated 

Findings Notes 

Within normal limits 

Within normal 1 imits 

Within normal limits 

Soi led fur Perineal area 
Small 

Within normal limits 

Within normal 1 imits 

Within normal 1 imits 

Within normal limits 

Within normal limits 

Within normal 1 imits 

Within normal limits 

Within normal limits 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 32・1(continued). Macroscopic findings offemale rats at the end ofthe administration period 

試験番号R-15-005

一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一-----一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一
An i ma 1 No. Fate Organs 

F04037 

F04038 

F04039 

F04040 

F04041 

F04042 

F04043 

F04044 

F04045 

F04046 

F04047 

F04048 

TL Heart/ 
Liver/ 
Stomach/ 
Thymus/ 

A 11 organs/ 

A 11 organs/ 

A 11 organs/ 

AII organs/ 

A 11 organs/ 

Thymus/ 

A 11 organs/ 

Stomach/ 

A 11 organs/ 

A 11 organs/ 

A 11 organs/ 

TL: tota 1 1 i tter loss 

Findings 

Whitish spot 
Whitish area 
Thickening， mucosa 
Small 

Within normal limits 

Within normal limits 

Within normal 1 imits 

Within normal 1 imits 

Within normal limits 

Small 

Within normal limits 

Thickening， mucosa 

Within normal limits 

Within normal limits 

Within normal 1 imits 

309 

Notes 

Apex 
Right medial lobe 
Forestomach 

Forestomach 



Combined repeat dose and reproductive/developmentaI toxicity screening test of Cyclopentanone by oraI administration in rats 

Appendix 32-2. Macroscopic findings offemale rats at the end ofthe administration period， satellite group 

試験番号R-15-005

一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一
Animal No Organs Findings Notes 

F05049 AII organs/ Within normal 1 imits 

F05050 AII organs/ Within normal 1 imits 

F05051 AII organs/ Within normal 1 imits 

F05052 A 11 organs/ Within normal 1 imits 

F05053 AII organs/ Within normal 1 imits 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 32-2 (continued). Macroscopic findings offemale rats at the end ofthe administration period， satellite group 

試験番号R-15-005

一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一
Animal No Organs Findings Notes 

F06056 AII organsl Within normal I imits 

F06057 AII organsl Within normal I imits 

F06058 AII organsl Within normal I imits 

F06059 AII organsl Within normal I imits 

F06060 AII organsl Within normal I imits 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix 32-3. Macroscopic findings offemale rats at the end ofthe recovery period 

試験番号R-15-005

一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一
Animal No. 

F05054 

F05055 

F05056 

F05057 

F05058 

Organs 

Adrenal gland/ 

Liver/ 
Posterior vena cava/ 
Spleen/ 

AII organs/ 

AII organs/ 

AII organs/ 

AII organs/ 

Findings 

Enlargement 
Malposition 
Reddish area 

Abnormal lobulation 
Malposition 
Cyst 

Within normal I imits 

Within normal I imits 

Within normal I imits 

Within normal I imits 
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Notes 

Ri ght 

Left 

Left 
Caudate lobe 
Left side 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 32-3 (continued). Macroscopic findings offemale rats at the end ofthe recoveηperiod 

試験番号R-15-005

一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一
An i ma I No. Organs Findings Notes 

F06061 AII organs/ Within normal I imits 

F06062 AII organs/ Within normal I imits 

F06063 AII organs/ Within normal I imits 

F06064 AII organs/ Within normal I imits 

F06065 Allorgans/ Within normal I imits 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 33・1.Histopathological findings of male rats at the end of the adminis仕ationperiod [H.E. staining] 

試験番号R-15-005

ーーー一一一一一一一一一一一一一一一一---一一一一一一一一一一一一一ー『ーーー一一一一一一一一一一ー一一ーー一一一一一一一一一ーーーーー一一一一一一一一一一一一一ーーーーーーー一一一一一一ーー一一一一一一ーーーー一一一一一一一一一一ー一ー一一一ー一一一一ー一一一ーーー一一一一一一一一一一ーーーーー・ーー一一一一一一一一一一一一一一一一一ーーー一一一一一一一一一一一一一一ーーーー一一一一一一一一一一一一ーー一一一一一一一一一一ーーーーー一一一一一一一一一一一ーーーーーー一一一一一一一一一ーー一一一一一ーーー一一一一一一一一一一一ーーーー一一一ー一一一一ー一一一ーーー一一一一一一一一一ーーーーーーー
Animal No. 

M0100l 

Organs 

Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node. submandibular / 
Thyroid gland / 
Parathyroid gland / 
Thymus / 
Heart / 
Trachea / 
Lung / 
Bronchus / 
Li ver / 

Pancreas / 
Stomach / 
Duodenum / 
Jejunum / 
1 leum / 
Cecum / 
Colon / 
Rectum / 
Lymph node. mesenteric / 
Spleen / 

Kidney / 
Urinary bladder / 
Adrenal gland / 
Testis / 
Epididymis / 
Prostate / 
Seminal vesicle / 
Coagulating gland / 

Findings 

Within normal I imits 
Within normal I imits 
Cyst P 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Degeneration/fibrosis. myocardial I 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Fatty change. hepatocyte + 
Tension I ipidosis + 
Atrophy. acinar cel I I 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Deposit. pigment. brown + 
Hematopoiesis. extramedul lary + 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Cellular infi Itration. Iymphocyte I 
Within normal I imits 
Within normal I imits 

314 

Notes 

Focal 

Periportal 

Focal 

Interstitial 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis回 tionin rats 

Appendix 33・1(continued). Histopathological findings of male rats at the end of the administration period [H.E. staining] 

試験番号R-15-005

Animal No. Notes 

一一一ー一一一一一ーーーー一一一一ーー一一一一一一ー一ーーー一一一一一一一一一一一一一ーー一一一一一一一一一ー目ー一一一一一一一一一一一一一一一----ー一一ー一一一一一一一一一一ーーーー-ー一一一一一一一一一一一一一一一一一一ーーーーーー一一ーー』一一一一一一一一ー一一一----一一一ー一一ーー一一一一ー一一ー一一一一一一一一ー一一一一一ーーー一一一一一一一一一一ーーー一一一一一一一一一一一一一ー-ーーーーー一一ー一一一一一一一一一ー四一ー一一一一一一一一一一一一一一一一一一一一一ー
Organs Findings 

M0100l Eyeba 11 I 
Harderian gland I 
Sciatic nerve I 
Skeletal muscle I 
Femur I 
Marrow， femur I 
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H
刷
刊
凶
刊

M01002 Brain I 
Spinal cord I 
Pituitary gland I 
Submandibular gland I 
Subl ingual gland I 
Lymph node， submandibular I 
Thyroid gland I 
Parathyroid gland I 
Thymus I 
Heart I 
Trachea I 
Lung I 
Bronchus I 
Liver I Periportal 

With focal fibrosis 
Pancreas I 
Stomach I 
Duodenum I 
Jejunum I 
1 leum I 
Cecum I 
Colon I 
Rectum I 
Lymph node， mesenteric I 
Spleen I 

Within normal 1 imits 
Within normal 1 imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal I imits 
Within normal I imits 
Degeneration/fibrosis， myocardial z 
Within normal 1 imits 
Within normal 1 imits 
Within normal I imits 
Fatty change， hepatocyte z 
Nodule， hepatodiaphragmatic P 
Within normal 1 imits 
Within normal I imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal I imits 
Within normal I imits 

Within normal 1 imits 
Within normal 1 imits 
Deposit， pigment， brown土
Hematopoiesis， extramedul lary + 
Within normal 1 imits 

Focal 

Kidney I 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral adminis仕ationin rats 

Appendix 33・1(continued). Histopathological findings ofmale rats atthe end ofthe adminis仕ationperiod [H.E. staining] 

試験番号R-15-005

一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一
An ima 1 No 

M01002 

M01003 

Organs 

Urinary bladder / 

Adrenal gland / 

Testis / 

Epididymis / 

Prostate / 

Seminal vesicle / 

Coagulating gland / 

Eyeba 11 / 

Harderian gland / 

Sciatic nerve / 

Skeletal muscle / 

Femur / 

Marrow， femur / 

Brain / 

Spinal cord / 

Pituitary gland / 

Submandibular gland / 

Subl ingual gland / 

Lymph node， submandibular / 

Thyroid gland / 

Parathyroid gland / 

Thymus / 

Heart / 

Trachea / 

Lung / 

Bronchus / 

Liver / 

Pancreas / 

Stomach / 

Duodenum / 

Jejunum / 

11 eum / 

Cecum / 

Findings 

Within normal 1 imits 

Within normal limits 

Within normal limits 

Within normal limits 

Ce 11 u 1 ar i nf i 1 trat i on， 1 ymphocyte + 

Within normal limits 

Within normal 1 imits 

Within normal 1 imits 

Within normal 1 imits 

Within normal limits 

Within normal limits 

Within normal limits 

Within normal limits 

Within normal limits 

Within normal 1 imits 

Within normal 1 imits 

Atrophy， acinar cell 土

Within normal limits 

Within normal limits 

Within normal limits 

Within normal 1 imits 

Within normal limits 

Degeneration/fibrosis， myocardial 土
Within normal limits 

Hemorrhage + 

Within normal 1 imits 

Fatty change， hepatocyte 2+ 

Atrophy， acinar cell 土

Within normal limits 

Within normal limits 

Within normal limits 

Within normal 1 imits 

Within normal 1 imits 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 33・1(continued). Histopathological findings of male rats at the end of the administration period [H.E. staining] 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 33・1(continued). Histopathological findings of male rats at the end of the adminis佐ationperiod [H.E. staining] 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis佐ationin rats 

Appendix 33・1(continued). Histopathological findings ofmale rats at the end ofthe administration period [H.E. stainin副

試験番号R-15-005

一---一一一一一一一一一一一一一一---ーーーー一一一一一一一一一一一ーーー一ーーーーーーー一一一一一一一一一一一一ー一ーーー一一一一一一一一一一ーーーー一ー一一ー一一一一一ー一一一一ーーーー一一一一一ーーー一一一一一一一一ー一一ーーー一一一一一一一一一一一一一ーーーー一一一一一一一一一一一一一一ー一ー一一一一一一一一一一一一一一一一一一一一ー一一一一一一一一一一一一一一一一一一一一一一一一ー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ー
An ima 1 No. Fate Organs Findings Notes 

M01005 Parathyroid gland / Within normal 1 imits 
Thymus / Within normal 1 imits 
Heart / Within normal 1 imits 
Trachea / Within normal 1 imits 
Lung / Accumulation. foam cel 1 土 Alveolus 
Bronchus / Within normal 1 imits 
Liver / Microgranuloma士
Pancreas / Within normal 1 imits 
Stomach / Within normal 1 imits 
Duodenum / Within normal 1 imits 
Jejunum / Within normal 1 imits 
1 leum / Within normal 1 imits 
Cecum / Within normal 1 imits 
Colon / Within normal 1 imits 
Rectum / Within normal 1 imits 
Lymph node. mesenteric / Within normal 1 imits 
Spleen / Deposit. pigment. brown :t 

Hematopo i es i s. extramedu 11 ary :t 
Kidney / Basophi 1 ic tubule. cortex土
Urinary bladder / Within normal 1 imits 
Adrenal gland / Within normal 1 imits 
Testis / Within normal 1 imits 
Epididymis / Within normal 1 imits 
Prostate / Cellular infi Itration. Iymphocyte + Interstitial 
Seminal vesicle / Within normal 1 imits 
Coagulating gland / Within normal 1 imits 
Eyeba 11 / Within normal 1 imits 
Harderian gland / Cellular infi Itration. Iymphocyte :t Interstitial 
Sciatic nerve / Within normal 1 imits 
Skeletal muscle / Within normal 1 imits 
Femur / Within normal 1 imits 
Marrow. femur / Within normal 1 imits 

M01006 s Thymus / Atrophy :t 

S: Sacrificed during dosing period 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 33・1(continued). Histopathological findings of male rats at the end of the adminis仕ationperiod [H.E. staining] 

---一一一一一一一一一一一一一一一一ーーーー一一一一一一一一一一一一一一一一一一一ーーー一一一一一一一一一一一一一一一一一ーーーーーーーー一一一一一一一一一一一一一一一一一一一一一一ーー一一一一一一一一一一一一一一一一一一ー---ーーー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一---一一一一一一一一一一一一一一一一ーー自由ーー一一一一一一一一一一一一一一一一一---ー一一一一一一一一一一一一一一一一一回目ーーーーー一一一一一一一一一一一一一一一一一一一一一ーーーーー一一一一一一一一一一一一一一一一一ーーー一ー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ー
Animal No. Fate Organs 

M01006 s Liver / 
Spleen / 

Urinary bladder / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow. femur / 
Hematopoietic system / 
H i nd 1 imb / 

Marrow. others / 
Vertebral canal / 

S: Sacrificed during dosing period 

Findings 

Leukemic cel 1 + 
Depos i t. p i gment. brown ::t: 
1 ncrease. red pu 1 p + 
Leukem i c ce 1 1 2+ 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Leukemic cel 1 + 
Leukemic cel 1 3+ 
Leukemia. myeloid P 
Abscess ::t: 
Leukem i c ce 1 1 + 
Leukemic cell 3+ 
Leukemic cel 1 + 
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Sinusoid 

Red pulp 

Periosteum. Muscular layer 

Hair foll icle. With edema. Foot 
Muscular layer. Periosteum. Around tibia 
Vertebra. Tibia. Fibula 
Dura mater. Periosteum. Muscular layer 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 33-1 (continued). Histopathological findings ofmale rats at the end ofthe administration period [H.E. staining] 

一一一一一一一一一一----一一一一一一一一一一一一一ー回目ーー一一一一一一一一一一一一一一一一ーー白山一一一一一一一一一一一一一一一一一ー---一一一一一一一一一一一一ー--ーー一一一一一一一一一一一一一一一一ー----一一一一一一一一一一一一ー目白一一一一一一一一一一一一一一一四回ーー一一一一一一一一一一一一一一一一ーー---一一一一一一一一一一一一一一一一ー---一一一一一一一一一一一ーー司自ー一一一一一一一一一一一一一一一一一ー---ーー一一一
Animal No. 

M04037 

Organs 

Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node. submandibular / 
Thyroid gland / 
Parathyroid gland / 
Thymus / 
Heart / 
Trachea / 
Lung / 
Bronchus / 
Liver / 
Pancreas / 
Stomach / 
Duodenum / 
Jejunum / 

Findings 

Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 

Within normal I imits 
Within normal I imits 
Within normal I imits 
Degeneration/fibrosis. myocardial :t 
Within normal I imits 
Accumulation. foam cel I + 
Within normal I imits 
Fatty change. hepatocyte + 
Within normal I imits 
Within normal I imits 
Within normal I imits 

Within normal I imits 

Notes 

Focal 

Alveolus 

Periportal 

試験番号R-15-005

1 leum / Edema :t Lamina propria. With Iymphangiectasis 
Cecum / 
Colon / 
Rectum / 
Lymph node. mesenteric / 
Spleen / 

Kidney / 

Urinary bladder / 
Adrenal gland / 
Testis / 
Epididymis / 

Prostate / 
Seminal vesicle / 
Coagulating gland / 

Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Deposit. pigment. brown 2+ 
Hematopoiesis. extramedul lary + 
Basoph i I i c tubu I e. cortex ::t: 
Eos i noph i I i c body ::t: 
Mineral ization ::t: 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
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Proximal tubule 
Submucosa. Focal 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 33-1 (co則inued).Histopathological findings of male rats at the end of the administration period [H.E. staining] 

試験番号R-15-005

ーーーー一一一一一一一一一一一一一---一一一一一一一一一一一一一一一ーーーーー一一一一一一一一一一一ーーー一一一一一一一一一一一一一ーーー一一一一一一一ーー一一一一回一一一一一一一一一一一一ーーーーー一一一一一一一一一一一一一一ーーーー一一一一一ーーー一一一一一一一一一ーー一一一一一一一一一一一ー司自由ー一一一一一一一一一一一一一ーーーー一一一一一一一一一一一一一一ー------一一一一一一一一ー一一一ー一一一一一一一一一一一一一ーーー一一一一一一一一一一一一ーー一一一一一一一一一一一一一ーーーーー一一一一一一一一一一一一一ーーー一一一一一ーー一一一一一一一一一一一ーーーー一一一ーーーーーーー帽
Animal No. 

M04037 

M04038 

Continued 

Organs 

Eyeba 11 / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 

Femur / 
Marrow. femur / 

Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node. submandibular / 
Thyroid gland / 
Parathyroid gland / 

Thymus / 
Heart / 
Trachea / 
Lung / 
Bronchus / 
Liver / 
Pancreas / 
Stomach / 
Duodenum / 
Jejunum / 
1 leum / 
Cecum / 
Colon / 
Rectum / 
Lymph node. mesenteric / 
Spleen / 

Kidney / 

Findings 

Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal limits 
Within normal 1 imits 
Within normal 1 imits 

Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Ultimobranchial body P 
Within normal 1 imits 
Within normal 1 imits 
Degeneration/fibrosis. myocardial ~ 
Within normal 1 imits 
Accumulation. foam cel 1 ~ 
Within normal 1 imits 
Fatty change. hepatocyte ~ 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal limits 
Within normal 1 imits 
Deposit. pigment. brown + 
Hematopoiesis. extramedul lary + 

Basoph i 1 i c tubu 1 e. cortex ~ 
Eosinophi 1 ic body + 
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Notes 

Focal 

Alveolus 

Periportal 

Proximal tubule 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 33-1 (continued). Histopathological findings ofmale rats at the end ofthe administration period [H.E. staining] 

試験番号R-15-005

Animal No. Findings 
一一ーーー---ーーーーーーーーーーーーーーーー一一一一一ー一一一一一ー一一一一一一一一一一一一ーー一一一一一一一一ー一一一一一一一一一一ー一一一ーーー一一一一一一ーーーーー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ーーー-----ーー四百四回ーーー---ーー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ーーー-ーーーーー-------ーー一一一一一ーーーーー一一一一一一一一一一一一一一一ー一一ー一一一一一ー一一一一一一一一一一一一一一一ー一一一一一一一一ー一一一一ー

Organs 

M04038 Kidney / 
Urinary bladder / 
Adrenal gland / 
Testis / 
Epididymis / 
Prostate / 
Seminal vesicle / 
Coagulating gland / 
Eyeba 11 / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow. femur / 
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Renal pelvis 

Periarterial. Focal 

Periportal 
Focal 
Limiting ridge 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 33・1(continued). Histopathological fmdings ofmale rats at the end ofthe administration period [H.E. staining] 

試験番号R-15-005

一一一一一一一一一一一一ー一ーーー一一一一一一一一一一一一一一一一一一一一一ー一一一一一一一一ーーーー一ーー一ー一一一一一一一ー一一一一一一一一一ー一一一一ー--一一一一一一一一一一一一ー一一一一一一一一一一ーーーーー---ーーー一一一一一一一一一一一一一一一一一一ーーーー一一一一一一一一一一一一一ー一一一一一一一一一一一ーー一一ーー一一一一一一一一一一一一一一一一一一一一一ー一一一一ーー一ーーーーーーーー一一一一一一一一一ー一一一一ーーー一一ー一一ーーー一ー一一一一一一一一一一一一ー一一一一一一一ーーーーーーーー一一一一一一一一一一一一一一一一一一一一ー一一一ーーーー一一一一一一一一一一一一一ー
Animal No. 

M04039 

M04040 

Organs 

Cecum / 
Colon / 
Rectum / 
Lymph node. mesenteric / 
Spleen / 

Kidney / 
Urinary bladder / 
Adrenal gland / 
Testis / 
Epididymis / 
Prostate / 
Seminal vesicle / 
Coagulating gland / 
Eyeball / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow. femur / 

Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node. submandibular / 
Thyroid gland / 
Parathyroid gland / 
Thymus / 
Heart / 
Trachea / 
Lung / 
Bronchus / 

Findings 

Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Depos i t. P i gment. brown :t 
Hematopoiesis. extramedullary :t 
Fibrosis. focal :t 
W i th i n no rma I I i m i ts 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Dysplasia. retina P 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 

Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Accumulation. foam cel I :t 
Within normal I imits 
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Alveolus 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity soreening test of Cyclopentanone by oral administration in rats 

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the administration period [H.E. staining] 
一一一一一一一一ーーーーーー一一一ー一一一一一一一一一一一一一ーーーーーー一一一一一一一一一一一一一一ーーーーー一一一一ー一一一一一一一一一一一ーーーーーーー一一ーーーー一一一ーー一一一ーーーーー一一一一一ー一一一一一一一一一一ー一一一一一一一ーーーーーーーーーーーー一一一一一一一一一一一一一---ーー一一一一一ー一一一一一一一一ーー-ーーーーー一一一一ーーーー一一一ーー一一ーーーーーー一一一一一ー一一一一一一一一一一一一一一一一一ー-ーーーーーーーーーーー

Animal No. Organs Findings Notes 

M04040 Liver / 
Pancreas / 
Stomach / 
Duodenum / 
Jejunum / 
11 eum / 
Cecum / 
Colon / 
Rectum / 
Lymph node. mesenteric / 
Spleen / 
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Periportal 

Kidney / 
Urinary bladder / 
Adrenal gland / 
Testis / 
Epididymis / 
Prostate / 
Seminal vesicle / 
Coagulating gland / 
Eyeball / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow. femur / 

M04041 Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node. submandibular / 
Thyroid gland / 

Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 33・1(continued). Histopathological findings ofmale rats at the end ofthe adminis仕ationperiod [H.E. staining] 

An ima 1 No. 

M04041 

一一一一一一一一一一一一一一一一一一一ー一一一一ー一ーーーーーー一一一一一一一一一一一一一一一一一一一一一ー句ー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ー一ー一一一一一一一一一一一一一一一一一一一一一ーーーーー一一一一一一一一一一一一一一一一一一一一一一一一一一一ーーー一一ーーーーーーー一ー一一一一一一一一一一一一一一一一一一一ーーー一一一一一一一一一一一一一一一一一一一一一一一一一一ーーーーーーーー一一ー一一ーー一一一一一一一一一一一一一ー
Organs 

Parathyroid gland / 
Thymus / 

Heart / 
Trachea / 
Lung / 
Bronchus / 

Li ver / 
Pancreas / 
Stomach / 

Duodenum / 
Jejunum / 
1 leum / 
Cecum / 

Colon / 
Rectum / 
Lymph node. mesenteric / 
Spleen / 

Kidney / 

Urinary bladder / 

Adrenal gland / 
Testis / 
Epididymis / 

Prostate / 
Seminal vesicle / 
Coagulating gland / 

Eyeba 11 / 
Harderian gland / 

Sciatic nerve / 
Skeletal muscle / 

Femur / 
Marrow. femur / 

Findings 

Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 

Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 

Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Deposit. pigment. brown + 
Hematopoiesis. extramedul lary + 
Basoph i 1 i c tubu 1 e. cortex :t 
Eosinophi 1 ic body + 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Ce 11 u 1 ar i nf i 1 trat i on. 1 ymphocyte土
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 

Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 33-2. Histopathological findings ofmale rats at the end ofthe recovery period [H.E. staining] 

試験番号R-15-005

一一一一一一一一一一一ー一一一一ー一一一一一一一一一一一------一一一一一一一一一一一一ー一一一一ー一一一一一一一一一ーーー一一ー一一ー一一一一一一一一一一一一一ーーーーーーーーーー』一一一一一一ーーーーーーーーーーーーーーーーーーーーーーーー一一ー一一一一一一一----ーーーーーーーーーーーーー一一一一一一ーーーーーーーーーーーーーーーーーーー一一ー一一ーー一ーーーーーーーーーーーーーーーーーーーーーーーー一一一一一一一一一一一一一一一一一一一一一一
Anima I No. Organs Findings Notes 

M01008 Thyroid gland / Within normal I imits 

M01009 Thyroid gland / Ultimobranchial body P 

M010l0 Thyroid gland / Cellular infi Itration， Iymphocyte ::!:: Interst i t i a 1. Foca I 
Ultimobranchial body P 

M010ll Thyroid gland / Within normal I imits 

M01012 Thyroid gland / Within normal limits 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 33-2 (continued). Histopathological findings of male rats at the end of the recovery period [H.E. staining] 

試験番号R-15-005

一一一一一一一一ーーー一一一一一一一一一一一一一ー一一一一一一一ーーーーー一一一一一一一一一一ー一一一ーーーーーーーーー一一一ー一一ー一一ー『ーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーー一一ーーー一一一一一一一一一一一一ーーーーーーーーーーーーーーーーーーーーー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ー一一一一一一一一一一一一一ー一一一一一一一一一一一一一一一一ーーーーーーーー一一ー
Animal No. Organs Findings Notes 

M04044 Thyroid gland / Ultimobranchial body P 

M04045 Thyroid gland / Within normal I imits 

M04046 Thyroid gland / Within normal I imits 

M04047 Thyroid gland / Within normal I imits 
Thymus / Atrophy :t 

M04048 Pituitary gland / Cyst P 
Thyroid gland / Within normal I imits 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 34幽1.Histopathological findings of female rats at the end of the adminis佐ationperiod， satel1ite group [H.E. staining] 

Animal No. Organs Findings Notes 

F01001 Brain / Within normal 1 imits 
Spinal cord / Within normal 1 imits 
Pituitary gland / Within normal 1 imits 
Submandibular gland / Within normal 1 imits 
Subl ingual gland / W i th i n norma 1 1 i m i ts 
Lymph node， submandibular / W i th i n norma 1 1 i m i ts 
Thyroid gland / Within normal 1 imits 
Parathyroid gland / Within normal 1 imits 
Thymus / Within normal 1 imits 
Heart / Within normal 1 imits 
Trachea / Within normal 1 imits 
Lung / Accumulation， foam cel 1 + Alveolus 
Bronchus / Within normal 1 imits 
Liver / Within normal 1 imits 
Pancreas / Within normal 1 imits 
Stomach / Within normal 1 imits 
Duodenum / Within normal 1 imits 
Jejunum / Within normal 1 imits 
Ileum / Within normal 1 imits 
Cecum / Within normal 1 imits 
Colon / Within normal 1 imits 
Rectum / Within normal 1 imits 
Lymph node， mesenteric / Within normal 1 imits 
Spleen / Deposit， pigment， brown ::!:: 

Hematopoiesis， extramedul lary 2+ 
Kidney / Within normal 1 imits 
Urinary bladder / W i th i n norma 1 1 i m i ts 
Adrenal gland / Within normal 1 imits 
Ovary / Within normal 1 imits 
Uterus / Within normal 1 imits 
Vagina / Within normal 1 imits 
Eyeba 11 / Within normal 1 imits 
Harderian gland / Within normal 1 imits 
Sciatic nerve / Within normal 1 imits 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the administration period [H.E. staining] 
一一一一一一一一ーー-----一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ーー一一一ーーーーーー一一一一一一一一一一一一一一一一一一ーーーーーー一一一一一一一一一一一一一一ーー一一ーー一一一一一一一一一一ーーーー--ーーーー一一一一一一一一一一一一一ー一一一一一一一一ー一一一ー一一一一一一一ーーーーーー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ー一一一ーー一ーーーー一ーーー一一一一一一一一一一一一一一一一一一ーーーーーーー一一一一一一一一一一一一一一一一ー一一ーー一一一一一一一一ー-------一一一ー一一一一一一一ー一一一一一ー一一一一一ーーーー一一一ー
An ima 1 No. Organs Findings Notes 

F0100l Skeletal muscle / 
Femur / 
Marrow. femur / 
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Parathyroid gland / 
Thymus / 
Heart / 
Trachea / 
Lung / 
Bronchus / 
Liver / 
Pancreas / 
Stomach / 
Duodenum / 
Jejunum / 
11 eum / 
Cecum / 
Colon / 
Rectum / 
Lymph node. mesenteric / 
Spleen / 

Kidney / 
Urinary bladder / 
Adrenal gland / 
Ovary / 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 34-1 (continued). Histopathological findings offemale rats at the end ofthe administration period [H.E. staining] 
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Animal No. Organs Findings Notes 

F01005 Uterus / 
Vagina / 
Eyeball / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow. femur / 

Within normal I imits 
Within normal I imits 
Dysplasia. retina P 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 

F01006 Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node. submandibular / 
Thyroid gland / 
Parathyroid gland / 
Thymus / 
Heart / 
Trachea / 
Lung / 
Bronchus / 
Liver / 
Pancreas / 
Stomach / 
Duodenum / 
Jejunum / 
Ileum / 
Cecum / 
Colon / 
Rectum / 
Lymph node. mesenteric / 
Spleen / 
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Combined repeat dose and reproductive/developmental toxicity screening test ofCyclopentanone by oral adminis仕組onin rats 

Appendix 34-1 (continued). Histopathological findings offemale rats at the end ofthe administration period [H.E. staining] 

試験番号R-15-005

一一一一ーーーーーー-----一一一一一一一一一一一一一一一一一一一ーーー-------一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ーーーーー一一一一一一一一一一一一一一一一一一一一一一一一ー---ーーー一一一一一一一一一一一一一一一一一ー一一一一一一一一一一一一一一一一一一一一ー一一一一ーーーー目ー----ー一一一一一一一一一一一一一一一一一一一--------ー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ーーー一ー一一一一一一一一一一一一一一一一一一一一一一一ーーー目ーー一ー一一一一一一一一一一一一一一一一一一一一一一ー一一一一一一一一一一一一一一一一ー
Animal No. Organs Findings Notes 

F01006 Kidney / Within normal imits 
Urinary bladder / Within normal imits 
Adrenal gland / Within normal imits 
Ovary / Within normal imits 
Uterus / Within normal imits 
Vagina / Within normal imits 
Eyeball / Within normal imits 
Harderian gland / Within normal imits 
Sciatic nerve / Within normal imits 
Skeletal muscle / Within normal imits 
Femur / Within normal imits 
Marrow. femur / Within normal imits 

F01007 Brain / Within normal I imits 
Spinal cord / Within normal I imits 
Pituitary gland / Within normal I imits 
Submandibular gland / Within normal I imits 
Subl ingual gland / Within normal I imits 
Lymph node. submand i bu I ar / Within normal I imits 
Thyroid gland / Within normal I imits 
Parathyroid gland / Within normal I imits 
Thymus / W i th i n norma I I i m i ts 
Heart / Within normal I imits 
Trachea / Within normal I imits 
Lung / Accumulation. foam cel I :t Alveolus 
Bronchus / Within normal I imits 
Li ver / Within normal I imits 
Pancreas / Within normal I imits 
Stomach / Within normal I imits 
Duodenum / Within normal I imits 
Jejunum / Within normal I imits 
Ileum / Within normal I imits 
Cecum / Within normal I imits 
Colon / W i th i n norma I I i m i ts 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral adminis回 tionin rats 

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the administration period [H.E. staining] 

一一一一一一一一ー一一一一一一一一ー一一一一一一一一一一一一一一一ーーーーーーー一一一一一一ー一一ー一一ーーーーーー-ーー一ー一ー一---ーーーーーーー一一一一一一一一一一一一ー一一一ー一一ー一一一一一一一一一一一一一一一一一ーー一一ー一一ー一一一一一一ー一一一一一一一ー一一一一一一一一ーー一ーー-ーーーーー----一一ー-ーーーー-ーー-----一一一ー一一一一一一一ー------ーーーー一一一一一一一ーーーー
Animal No. Organs Findings Notes 

F01007 Rectum / 
Lymph node. mesenteric / 
Spleen / 
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Kidney / 
Urinary bladder / 
Adrenal gland / 
Ovary / 
Uterus / 
Vagina / 
Eyeba 11 / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow. femur / 

F01012 Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node. submand i bu 1 ar / 
Thyroid gland / 
Parathyroid gland / 
Thymus / 
Heart / 
Trachea / 
Lung / 
Bronchus / 
Li ver / 
Pancreas / 
Stomach / 
Duodenum / 

Within normal imits 
Within normal imits 
Within normal imits 
Within normal imits 
Within normal imits 
Within normal imits 
Within normal imits 
Within normal imits 
Within normal imits 
Within normal imits 
Within normal imits 
Within normal imits 
Within normal imits 
Necrosis. focal 土
W i th i n no rma 1 1 i m i ts 
W i th i n no rma 1 1 i m i ts 
Within normal 1 imits 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the administration period [H.E. staining] 

一一一一一一一一一ーーーー一一一一一一一一一一一一一一ーーー一一一一一一一一一一一一一ーーーー一一一一一一一一一一一一一一一一一ーーー一一一一一一一一一一一一一一一ーーーー一一一一一一一一一一一一----一ー一一一一一一一一一ーーーーー一一一一ー一一一一一一一一一一一一一一一一一一一一一一一一一一一ー一一一一一一一一ーーーー一一一一一一一一一一一一一一ーーー一一一一一一一一一一一一一一ーーーー一一一一一一一一一一一一一一一ーーーー一一一一一一一一一一一一一一一一ーーー一一一一一一一一一一一一ーーーーー一一一一一一一一一一一ーーーーーー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ーーー
An ima 1 No. Organs Findings Notes 

F01012 Jejunum / 
1 leum / 
Cecum / 
Colon / 
Rectum / 
Lymph node. mesenteric / 
Spleen / 
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Kidney / 
Urinary bladder / 
Adrenal gland / 
Ovary / 
Uterus / 
Vagina / 
Eyeba 11 / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the administration period [H.E. staining] 

Animal No. Fate Organs 

F02020 1 leum / 

F02023 NP Vagina / 

NP: Not pregnant 

ーーーー一一ー一一一一ーーー一一ーーー一一一一一一一一一一ー一一一一一一一一一一一一一ー一一ーーー一ーーーー一一ー一一一ーーー---白白山ーーーー一ー----ーーー一一一一ーー一ー一一一一一ーーー---------一一一一一ー一一ー一一一一一一一一一一ーーー一一一ーー一一一一一一一一一ーー一一一一一一一一一一一一一ーーーーーーーー一一一一一一一一一ーー一一ーーーーーーーーーーーーーーーー----目白ーー一『
Findings 

Thinning. muscular layer + 

Di latation. cystic P 
Mucinous degeneration 3+ 
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Focal. Diverticulum area 

W i th ce 11 deb r i s 
Mucosa 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the administration period [H.E. staining] 

一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一----ーーー一一一一一一一一一一一ーー一一一一一ー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ーー-----ー一一一一一一一一ーーー一一一一一一一一一一一一一一一一一一一一
Animal No. Fate Organs Findings 

F03028 TL Thymus / Atrophy 2+ 

TL: total I itter loss 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the adminis仕ationperiod [H.E. staining] 

An i ma 1 No. Fate Organs Findings Notes 

F04037 TL Thymus / 
Heart / 
Li ver / 

Atrophy 3+ 
Thickening. epicardium土
Fatty change. hepatocyte 2+ 
Necrosis. focal + 
Edema + 
Hyperplasia. squamous cel 1 + 
Ulcer + 

Apex 
Periportal 

Stomach / Lamina propria/submucosa. Forestomach 
Forestomach 
Forestomach 

F04039 Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node. submandibular / 
Thyroid gland / 
Parathyroid gland / 
Thymus / 
Heart / 
Trachea / 
Lung / 
Bronchus / 
Liver / 
Pancreas / 
Stomach / 
Duodenum / 
Jejunum / 
[Ieum / 
Cecum / 
Colon / 
Rectum / 
Lymph node. mesenteric / 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the administration period [H.E. staining] 

一一一一一一一一一一一一一一一一ー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ーーーーーー一ー一一一一一一一一一一一一一一一一一ー一一一一一一一一一一一一一ーーーーーー一一一一一ー一一ー一一一一一一一一一一ー一一ーー一一一一一一一一一一一一一一一一ーーーーー一一一一
Animal No. 

F04039 

F04040 

Organs 

Urinary bladder / 
Adrenal gland / 
Ovary / 
Uterus / 
Vagina / 
Eyeball / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow， femur / 

Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node， submandibular / 
Thyroid gland / 
Parathyroid gland / 
Thymus / 
Heart / 
Trachea / 
Lung / 

Bronchus / 
Liver / 
Pancreas / 
Stomach / 
Duodenum / 
Jejunum / 
1 I eum / 
Cecum / 
Colon / 

Findings 

Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 

Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Hyperp I as i a， ep i the I i a I tubu I e/cord ::t: 
Within normal I imits 
Within normal I imits 

Notes 

Accumulation. foam cel I ::t: Alveolus 
Microgranuloma ::t: 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
W i th i n norma I I i m i ts 
Within normal I imits 
Within normal I imits 

Within normal I imits 
Within normal I imits 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 34-1 (continued). Histopathological fmdings of female rats at the end of the administration period [H.E. staining] 

試験番号R-15-005

An ima 1 No. Findings Notes Organs 

F04040 Rectum / 
Lymph node. mesenteric / 
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Kidney / 
Urinary bladder / 
Adrenal gland / 
Ovary / 
Uterus / 
Vagina / 
Eyeba 11 / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow. femur / 

F04041 Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node. submandibular / 
Thyroid gland / 
Parathyroid gland / 
Thymus / 
Heart / 
Trachea / 
Lung / 
Bronchus / 
Liver / 
Pancreas / 
Stomach / 
Duodenum / 

Within normal imits 
Within normal imits 
Within normal imits 
Within normal imits 
Within normal imits 
Within norma imits 
Within norma imits 
Within norma imits 
Within norma imits 
Within norma imits 
Within norma imits 
Within norma imits 
Within norma imits 
Within norma imits 
Within norma imits 
Within norma imits 
Within norma imits 

339 



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix 34・1(continued). Histopathological findings of female rats at the end of the administration period [H.E. staining] 

試験番号R-15-005

Animal No. Notes Organs Findings 
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Kidney / 
Urinary bladder / 
Adrenal gland / 
Ovary / 
Uterus / 
Vagina / 
Eyeball / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow. femur / 

F04043 Thymus / Atrophy + 

F04045 Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node. submandibular / 
Thyroid gland / 
Parathyroid gland / 
Thymus / 
Heart / 
Trachea / 

Within normal I imits 
Within normal I imits 
Hyperplasia. epithel ial tubule/cord土
Within normal I imits 
Within normal I imits 

Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test ofCyclopentanone by oral adminis住ationin rats 

Appendix 34-1 (continued). Histopathologica1 findings offemale rats at the end ofthe administration period [H.E. staining] 

Animal No. Organs Findings Notes 
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Bronchus / 
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Urinary bladder / 
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Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
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F04048 Brain / 
Spinal cord / 
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Submandibular gland / 
Subl ingual gland / 
Lymph node. submandibular / 
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Within normal 1 imits 

341 



試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the administration period [H.E. staining] 
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Kidney / 
Urinary bladder / 
Adrenal gland / 
Ovary / 
Uterus / 
Vagina / 
Eyeba 11 / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow. femur / 
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Appendix 34-2. Histopathological findings offemale rats at the end ofthe adminis仕ationperiod， satellite group [H.E. staining] 

試験番号R-15-005

ーーーーーーーーーーーーーー一一一ーーーーー一一ーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーー一一一一一一一ー一一一一一ー一一一

Animal No. Organs Findings Notes 

F05049 Brain / Within norma imits 
Spinal cord / Within norma imits 
Pituitary gland / Within norma imits 
Submandibular gland / Within norma imits 
Subl ingual gland / Within norma imits 
Lymph node， submandibular / Within norma imits 
Thyroid gland / Ultimobranchial body P 
Parathyroid gland / Within norma imits 
Thymus / Within norma imits 
Heart / Within norma imits 
Trachea / Within norma imits 
Lung / Accumu 1 at i on. foam ce 1 1 ::!:: Alveolus 
Bronchus / Within norma imits 
Li ver / Within norma imits 
Pancreas / Within norma imits 
Stomach / Within norma imits 
Duodenum / Within norma imits 
Jejunum / Within norma imits 
[Ieum / Within norma imits 
Cecum / Within norma imits 
Colon / Within norma imits 
Rectum / Within norma imits 
Lymph node， mesenteric / Within norma imits 
Spleen / Deposit， pigment， brown + 

Hematopoiesis， extramedul lary + 

Kidney / Within normal 1 imits 
Urinary bladder / Within normal 1 imits 
Adrenal gland / Within normal 1 imits 
Ovary / Within normal 1 imits 
Uterus / Within normal 1 imits 
Vagina / Within normal 1 imits 
Eyeba 11 / Within normal limits 
Harderian gland / Within normal limits 
Sciatic nerve / Within normal limits 
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Appendix 34-2 (continued). Histopathological findings offemale rats at the end ofthe administration period， satellite group [H.E. staining] 
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Animal No Organs Findings Notes 

F05049 Skeletal muscle / 
Femur / 
Marrow， femur / 

Within normal limits 
Within normal limits 
Within normal limits 

F05050 Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node， submandibular / 
Thyroid gland / 
Parathyroid gland / 
Thymus / 
Heart / 
Trachea / 
Lung / 
Bronchus / 
Li ver / 
Pancreas / 
Stomach / 
Duodenum / 
Jejunum / 
Ileum / 
Cecum / 
Colon / 
Rectum / 
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Spleen / 

Within normal I imits 
Within normal I imtts 
Within normal I imits 
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Within normal limits 
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Within normal limits 
Within normal limits 
Within normal I imits 
Within normal I imits 
Within normal limits 
Within normal limits 
Within normal limits 

Kidney / 
Urinary bladder / 
Adrenal gland / 
Ovary / 
Uterus / 

Deposit， pigment， brown 2+ 
Hematopoiesis， extramedul lary + 
Within normal I imits 
Within normal I imits 
Within normal limits 
Within normal limits 
Within normal I imits 
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Appendix 34・2(continued). Histopathological findings of female rats at the end of the adminis仕ationperiod， satellite group [H.E. staining] 

Animal No. 

F05050 

F05051 

ーーーーーーーーーーーーーーーーーーーーーーーーーーーーー一一一一ーーー一一一一一一一ーーー一一一一一一一一一一一ー一一一一一一一一一ーーーーーーーーーーーーーーーー一一一一一一一一一一一一ーーーー一一一一一一一一ー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ー一一一一一一一
Organs 

Vagina / 

Eyeba 11 / 
Harderian gland / 

Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow， femur / 

Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Sublingual gland / 
Lymph node， submandibular / 
Thyroid gland / 
Parathyroid gland / 

Thymus / 
Heart / 
Trachea / 
Lung / 
Bronchus / 
Liver / 
Pancreas / 

Stomach / 
Duodenum / 
Jejunum / 
Ileum / 

Gecum / 
Golon / 
Rectum / 
Lymph node， mesenteric / 

Spleen / 

Kidney / 

Findings 

Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 

Within normal 1 imits 
Within normal 1 imits 

Within normal 1 imits 
Within normal 1 imits 

Within normal 1 imits 
Within normal 1 imits 
Gyst P 
Within normal 1 imits 

Within normal 1 imits 
Within normal 1 imits 

W i th i n norma 1 1 i m i ts 
W i th i n norma 1 1 i m i ts 

Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Accumulation， foam cel 1土
Within normal 1 imits 
Fatty change， hepatocyte I 

Within normal 1 imits 
Within normal 1 imits 
W i th i n norma 1 1 i m i ts 
W i th i n norma 1 1 i m i ts 
Within normal 1 imits 

Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 

Within normal 1 imits 
Deposit， pigment， brown 2+ 
Hematopoiesis， extramedul lary + 

Within normal 1 imits 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 34-2 (continued). Histopathological findings offemale rats at the end ofthe administration period， satellite group [H.E. staining] 

ーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーー一一一一一一一一一一ー一一一一一一一一一一一ー一一一一一一ーーー一一一一一ーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーー一一ー一一ー一一一一一一一一ー一一一一一一一一一ー一一一一一一一一ー一一一一ーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーー-ーーーーーーーーーーーーーーーーーーーーーーーーーーーーーー
Animal No. Organs Findings Notes 

F05051 Urinary bladder / Within normal 1 imits 
Adrenal gland / Within normal limits 
Ovary / Within normal limits 
Uterus / Within normal limits 
Vagina / Within normal limits 
Eyeba 11 / Within normal 1 imits 
Harderian gland / Ce 11 u 1 ar i nf i 1 trat i on， 1 ymphocyte土 Interstitial 
Sciatic nerve / Within normal 1 imits 
Skeletal muscle / Within normal 1 imits 
Femur / Within normal 1 imits 
Marrow， femur / Within normal 1 imits 

F05052 Brain / Within normal imits 
Spinal cord / Within normal imits 
Pituitary gland / Within normal imits 
Submandibular gland / Within normal imits 
Subl ingual gland / Within normal imits 
Lymph node， submandibular / Within norma imits 
Thyroid gland / Within norma imits 
Parathyroid gland / Within norma imits 
Thymus / Within norma imits 
Heart / Within norma imits 
Trachea / Within norma imits 
Lung / Within norma imits 
Bronchus / Within norma imits 
Li ver / Within norma imits 
Pancreas / Within norma imits 
Stomach / Within norma imits 
Duodenum / Within norma imits 
Jejunum / Within norma imits 
1 leum / Within normal imits 
Cecum / Within normal limits 
Colon / Within normal 1 imits 
Rectum / Within normal 1 imits 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 34-2 (continued). Histopathological findings offemale rats at the end ofthe administration period， satellite group [H.E. staining] 

一一一一一一一ーーー一一一一一一一一一一一ー一一一一一一一一一一一一一一一一一ー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ーー-ーー一一ーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーー一一一ー一一一一一一一一一一一一一一一一一一ー一一一一一一一ーーーーーーーーーーーーー

Animal No. Organs Findings Notes 

F05052 Lymph node， mesenteric / 
Spleen / 

Within normal 1 imits 

Kidney / 
Urinary bladder / 
Adrenal gland / 
Ovary / 
Uterus / 
Vagina / 
Eyeba 11 / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow， femur / 
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F05053 Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node， submandibular / 
Thyroid gland / 
Parathyroid gland / 
Thymus / 
Heart / 
Trachea / 
Lung / 
Bronchus / 
Li ver / 
Pancreas / 
Stomach / 
Duodenum / 
Jejunum / 

Within normal 1 imits 
Within normal 1 imits 
Within normal limits 
Within normal limits 
Within normal limits 
Within normal limits 
Ultimobranchial body P 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal.1 imits 
Within normal 1 imits 
Within normal limits 
Within normal limits 
Within normal limits 
Within normal limits 
Within normal limits 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕組onin rats 

Appendix 34-2 (continued). Histopathological findings offemale rats at the end ofthe adminis仕ationperiod， satellite group [H.E. staining] 

ーーーーーーーーーーーーーーーーーー一一一一一一一一一一一ーーーーーーーーーーーーーーーーーーー一一一一一一一一一一一一一一一ー一一ーーーーーーーーーーーーーーーーーーーーーーー一一一一ーーー一一一一一一一ー一一ーーーーー--ーーーーーーーーーーーーーーーーーーーーー一ーー一一一一一一一一一ーーーーーーーーーーーーーーーー一一一一一ー一一一一一一ーーーーーーーーーーーーーーーーーーー一一一一一一一一一一一一一一一一ーーーーーーーーーーーーーーーーーーーーーーーーーー一一一一一一一一一一一一ー一一ー一一ーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーー一ー一一一一一一ー

Animal No. 

F05053 

Organs 

[Ieum / 
Cecum / 
Colon / 
Rectum / 
Lymph node， mesenteric / 
Spleen / 

Kidney / 
Urinary bladder / 
Adrenal gland / 
Ovary / 
Uterus / 
Vagina / 
Eyeba 11 / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow， femur / 

Findings 

Within normal 1 imits 
Within normal limits 
Within normal limits 
Within normal limits 
Within normal limits 
Deposit， pigment， brown + 
Hematopoiesis， extramedul lary + 
Basoph i 1 i c tubu 1 e， cortex :t 
Within normal 1 imits 
Within normal limits 
Within normal limits 
Within normal limits 
Within normal limits 
Within normal limits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal limits 
Within normal limits 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 34-2 (continued). Histopathological findings offemale rats at the end ofthe administration period， satellite group [H.E. staining] 

ーーーーーーーーーーーー一一一一一一一一一一一ーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーー一一ー一一ー一一一一一一一一一一一ーーーーーーーーーーーーーーーーーーーーー一一ー一一一一一一一ー一一一一一一一一一一一一一一一一一一一ーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーー一一一一一一一一一ーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーー一一一ー一一一ーーー一一一一一一一ー『ーーーーーーーーーーーーーーーーー一一一ーーーー一一一一一一一ー一一一一一一一一一ーー一一一一一一ーーーーーーーーーーーーーーーーーーーーーー

Animal No. Organs Findings Notes 

F06056 Brain / Within normal 1 imits 
Spinal cord / Within normal 1 imits 
Pituitary gland / Within normal limits 
Submandibular gland / Within normal 1 imits 
Subl ingual gland / Within normal 1 imits 
Lymph node， submandibular / Within normal 1 imits 
Thyroid gland / Within normal 1 imits 
Parathyroid gland / Within normal limits 
Thymus / Within normal 1 imits 
Heart / Within normal limits 
Trachea / Within normal 1 imits 
Lung / Metap 1 as i a， osseous ::!:: Focal 
Bronchus / Within normal limits 
Li ver / Within normal 1 imits 
Pancreas / Within normal 1 imits 
Stomach / Within normal 1 imits 
Duodenum / Within normal limits 
Jejunum / Within normal 1 imits 
[Ieum / Within normal limits 
Cecum / Within normal 1 imits 
Colon / Within normal 1 imits 
Rectum / Within normal limits 
Lymph node， mesenteric / Within normal limits 
Spleen / Deposit， pigment， brown 2+ 

Hematopoiesis， extramedul lary + 
Kidney / Basoph i 1 i c tubu 1 e， cortex ::!:: 
Urinary bladder / Within normal 1 imits 
Adrenal gland / Within normal 1 imits 
Ovary / Within normal limits 
Uterus / Within normal limits 
Vagina / Within normal 1 imits 
Eyeba 11 / Within normal 1 imits 
Harderian gland / Within normal 1 imits 
Sciatic nerve / Within normal 1 imits 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 34-2 (continued). Histopathological findings offemale rats at the end ofthe administration period， satellite group [H.E. staining] 

Animal No. 

F06056 

F06057 

Organs 

Skeletal muscle / 
Femur / 
Marrow. femur / 

Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node. submandibular / 
Thyroid gland / 
Parathyroid gland / 
Thymus / 
Heart / 
Trachea / 
Lung / 
Bronchus / 
Li ver / 
Pancreas / 

Stomach / 
Duodenum / 
Jejunum / 
1 leum / 
Cecum / 
Colon / 
Rectum / 
Lymph node. mesenteric / 
Spleen / 

Kidney / 

Urinary bladder / 
Adrenal gland / 

Findings 

Within normal limits 
W i th i n norma I I i m i ts 
Within normal I imits 

W i th i n norma I I i m i ts 
Within normal limits 
Within normal limits 
Within normal limits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Accumulation. foam cel I z 
Within normal limits 
Fatty change. hepatocyte z 
Atrophy. acinar cel I z 
Cellular infi Itration. Iymphocyte z 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal limits 
Within normal limits 
Within normal I imits 
Deposit. pigment. brown 3+ 
Hematopoiesis. extramedul lary + 
Basoph i I i c tubu I e. cortex z 
Mineral ization + 
Within normal I imits 
Within normal I imits 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis回 tionin rats 

Appendix 34-2 (continued). Histopathological findings of female rats at the end of the administration period， satellite group [H.E. staining] 
ーーーーーーーーーーーーーーーーーーーー一一一一一一一一一一一一一一一一一一一一ー一一一一一一一ー一一一一一一一一一ーーーーーーーーーーーー一ー一一一ー一ーーーーーーーーーーーーーーーーーーーーーー一一一一一一一一一一一一ーーーーー一一一一一一一一一一一一一一一ーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーー一一一ー一一一一一一一一一一一一一一一一一一一一ー一一一一一一ー一一一一一一一一一ーー------ーーーーー一一ーーーーーーーーーーーーーーーーーーーーーーー一一ー一一一一一一一一一一一一一一ーー一一一一一一一一一一一一一一一一ーーーーーーーーーーーーーーーーー

Anima I No. Organs Findings Notes 

F06057 Ovary / 
Uterus / 
Vagina / 
Eyeball / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow. femur / 

Within normal limits 
Within normal limits 
Within normal limits 
Within normal limits 
Within normal limits 
Within normal limits 
Within normal limits 
Within normal limits 
Within normal limits 

F06058 Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node. submandibular / 
Thyroid gland / 
Parathyroid gland / 
Thymus / 
Heart / 
Trachea / 
Lung / 
Bronchus / 
Liver / 
Pancreas / 
Stomach / 
Duodenum / 
Jejunum / 
Ileum / 
Cecum / 
Colon / 
Rectum / 
Lymph node. mesenteric / 
Spleen / 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis仕ationin rats 

Appendix 34-2 (continued). Histopathological findings offemale rats at the end ofthe administration period， satellite group [H.E. staining] 

Animal No Organs Findings Notes 

F06058 Spleen / Hematopoiesis， extramedul lary + 

Kidney / Within normal imits 
Urinary bladder / Within normal imits 
Adrenal gland / Within normal imits 
Ovary / Luteinized fol licle， cystic + 
Uterus / Within normal imits 
Vagina / Within normal imits 
Eyeba 11 / Within normal imits 
Harderian gland / Within normal imits 
Sciatic nerve / Within normal imits 
Skeletal muscle / Within normal imits 
Femur / Within normal imits 
Marrow， femur / Within normal imits 

F06059 Brain / Within normal imits 
Spinal cord / Within normal imits 
Pituitary gland / Within normal imits 
Submandibular gland / Within normal imits 
Subl ingual gland / Within normal imits 
Lymph node， submandibular / Within normal imits 
Thyroid gland / Ultimobranchial body P 
Parathyroid gland / Within norma imits 
Thymus / Within norma imits 
Heart / Within norma imits 
Trachea / Within norma imits 
Lung / Within norma imits 
Bronchus / Within norma imits 
Liver / Within norma imits 
Pancreas / Within norma imits 
Stomach / Within norma imits 
Duodenum / Within norma imits 
Jejunum / Within norma imits 
[Ieum / Within norma imits 
Cecum / Within norma imits 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral administration in rats 

Appendix 34-2 (continued). Histopathological findings offemale rats at the end ofthe adminis仕ationperiod， satellite group [H.E. staining] 

ーーーーーーーーーー一一一一一一一一一一一一ーーーーー一一一一一一一ーーー一一ーー四ーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーー-ー一ーー-ー一一一一一一一一一一一一一ーーーーーーーーーーーー四ーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーー回目ーーーーーーーーーーーーー一一ーーー一一一一一一一一一一一一一一一一一一一一一一一ーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーーー一一一ー一一一一一一一一一一一一一一一一ーーーーーーーーーーー司ー

Animal No. 

F06059 

F06060 

Organs 

Colon / 
Rectum / 
Lymph node， mesenteric / 
Spleen / 

Kidney / 
Urinary bladder / 
Adrenal gland / 
Ovary / 
Uterus / 
Vagina / 
Eyeball / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow， femur / 

Brain / 
Spinal cord / 
Pituitary gland / 
Submandibular gland / 
Subl ingual gland / 
Lymph node， submandibular / 
Thyroid gland / 
Parathyroid gland / 
Thymus / 
Heart / 
Trachea / 
Lung / 
Bronchus / 
Li ver / 
Pancreas / 
Stomach / 

Findings 

Within normal I imits 
Within normal I imits 
Within normal I imits 
Deposit， pigment， brown 2+ 
Hematopoiesis， extramedul lary + 
Mineral ization :t 
Within normal I imits 
Within normal I imits 
Luteinized foll icle， cystic :t 
Within normal I imits 
Within normal limits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 

Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Ultimobranchial body P 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 
Accumulation， foam cel I土
Within normal I imits 
Fatty change， hepatocyte :t 
Within normal limits 
Within normal I imits 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 34-2 (continued). Histopathological findings offemale rats at the end ofthe administration period， satellite group [H.E. staining] 
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Animal No. 

F06060 

Organs 

Duodenum / 
Jejunum / 
1 leum / 
Cecum / 
Colon / 
Rectum / 
Lymph node. mesenteric / 
Spleen / 

Kidney / 
Urinary bladder / 
Adrenal gland / 
Ovary / 
Uterus / 
Vagina / 
Eyeba 11 / 
Harderian gland / 
Sciatic nerve / 
Skeletal muscle / 
Femur / 
Marrow. femur / 

Findings 

Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal limits 
Within normal limits 
W i th i n norma 1 1 i m i ts 
Within normal 1 imits 
Deposit. pigment. brown 2+ 
Hematopoiesis. extramedul lary + 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
W i th i n norma 1 1 i m i ts 
Within normal limits 
Within normal 1 imits 
Within normal limits 
Within normal 1 imits 
Within normal 1 imits 
Within normal 1 imits 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 34-3. Histopathological findings of female rats at the end of the recovery period [H.E. staining] 

試験番号 R-15-005

一一一一一一一一一一一一一一一ー一一ー一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一一ーーー一一一一一ー一一--一一一一一一一ー一一一一一一一一一一一ー一一ー一一一一一一一一一一一一ー一一一一一一一ー一一一一一一一一一一一一一一一一一一一一一一一一一ーーー一一一一一ー一一--
Animal No. 

F05054 

F05055 

F05056 

F05057 

F05058 

Organs 

Li ver / 

Spleen / 

Adrenal gland / 

Ovary / 
Uterus / 
Vagina / 

Adrenal gland / 
Ovary / 
Uterus / 
Vagina / 

Adrenal gland / 
Ovary / 
Uterus / 
Vagina / 

Adrenal gland / 
Ovary / 
Uterus / 
Vagina / 

Adrenal gland / 
Ovary / 
Uterus / 
Vagina / 

Findings 

Fatty change， hepatocyte ::t: 
Necros i s， foca I ::t: 
Deposit， pigment， brown 3+ 
Di latation， cystic ::t: 
Hematopoiesis， extramedul lary 2+ 
Hypoplasia + 
Mineral ization ::t: 
Within normal I imits 
Within normal I imits 
Within normal I imits 

Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 

Within normal I imits 
Within normal limits 
Within normal I imits 
Within normal I imits 

Within normal I imits 
Within normal I imits 
Within normal I imits 
Within normal I imits 

Within normal I imits 
Luteinized foll icle， cystic ::t: 
Within normal I imits 
Within normal I imits 
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Combined repeat dose and reproductive/deve1opmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 34-3 (continued). Histopathological findings of female rats at the end of the recovery period [H.E. staining] 

試験番号R-15-005
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Animal No. Organs Findings Notes 

F06061 Adrenal gland / Within normal limits 
Ovary / Within normal I imits 
Uterus / Within normal I imits 
Vagina / Within normal limits 

F06062 Adrenal gland / Within normal limits 
Ovary / Within normal limits 
Uterus / Within normal I imits 
Vagina / Within normal I imits 

F06063 Adrenal gland / Within normal I imits 
Ovary / Within normal limits 
Uterus / Within normal limits 
Vagina / Within normal limits 

F06064 Adrenal gland / Within normal limits 
Ovary / Within normal I imits 
Uterus / Within normal limits 
Vagina / Within normal limits 

F06065 Adrenal gland / Within normal I imits 
Ovary / Decreased number， corpus luteum + 
Uterus / Within normal limits 
Vagina / Within normal limits 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 35-1. Results of observations about es仕ouscycle 

Control (vehicle:∞moil) 

Preト田昌ingperiod

An回国l Pre-adm血目tratlonp田 od Ad血血istrationp四 od

no Stage Type M白血1田gth Type M曲nl四 gth Stage 

(days) (days) 

FOIOOI DDPEDDDPEDDDDE  5-day 5.0 DDPEDDPEDDDEDD  4-day 4.0 P PL 

FOI002 DDDEDDDEDDPEDD  4-day 4.0 DEDDDEDDPEDDDE  4-day 4.0 D D D PL 

FOI003 DDPEDDPEDDPEDD  4-day 4.0 PEDDPEDDPEDDDE  4-day 4.0 D D P PL 

FOI004 DPEDDPEDDPEDDP  4-day 4.0 EDDPEDDPEEDDDE  4/5・day 4.3 D D P PL 

FOI005 DDEDDDEDDPEDDD  4-day 4.0 EDDDEDDDEDDDED  4-day 4.0 D P PL 

FOI006 DDPEDDPEDDPEDD  4-day 4.0 P E DDDE  DDP  E DDP  E DD  4-day 4.0 P PL 

FOI007 DDDPEDDPEDDDED  4/5-day 4.3 DPEDDPEDDPEDDP  4-day 4.0 PL 

FOI008 DDPEDDPEDDPEDD  4-day 4.0 PEDDPEDDPEDDPE  4-ぬy 4.0 D D P PL 

FOI009 EDDDPEDDDPEDDD  5-day 5.0 PEDDDPEDDDEEDD  5-day 5.0 D P PL 

FOIOIO DDPEDDDEDDPEDD  4・day 4.0 PEDDPEDDPEDDPE  4-day 4.0 D D P PL 

FOIOll DDDPEDDDEDDDED  4/5-day 4.3 DPEDDDPEDDPPED  5-day 5.0 D P PL 

FOIOl2 EDDDDEDDDDEDDD  4/5・day 4.6 EDDDPEDDPEEDDP  5・day 5.0 PL 

M曲n 4.3 4.3 

S.D. 0.4 0.4 

(N) (12) (12) 

D， diestms; P， pro田tms;E， estms; PL， vaginalplug; SP， sp町四positive
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 35-2. Results of observations about es仕'Ouscycle 

CPN 30皿俳g

Pre-matingp町田d

Ani皿aI Pre-adt血 istrationperiod Adtn血ist国 ionperiod 

no Stage Type Me皿 l血gth Type M田nlength Stage 

(也IYS) (白lyS)

F02013 EDDDPEDDDPEDDD 5・day 5.0 PEDDDPEDDDEDDD 4/5・day 4.5 P PL 

F02014 DDEDDDPEDDDPED 5-day 5.0 DDPEDDDEEDDDPE 5-day 5.0 D D D P PL 

F02015 DDPEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 D D P PL 

F02016 DEDDDEDDDEDDDD 4/5-day 4.3 EDDPEDDPEDDPED 4-day 4.0 D P PL 

F02017 DDEDDDEDDDEDDD 4・day 4.0 EDDDEDDDEDDDED 4・day 4.0 D P PL 

F02018 DDDPEDDDPEDDDP 5-day 5.0 EDDDPEDDDPEDDD 5-day 5.0 P PL 

F02019 DDDEDDPEDDDEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 D D P PL 

F02020 PEDDDPEDDDPEDD 5-day 5.0 DPEDDDPEDDDPED 5-day 5.0 D D PL 

F02021 DPEDDPEDDPEDDP 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 D P PL 

F02022 EDDDDEDDPEDDPE 4/5-day 4.3 DDPEDDPEDDPEDD 4-day 4.0 P PL 

F02023 DDDEDDDEDDDEDD 4・day 4.0 DEDDDEDDPEDDDE 4-day 4.0 PL 

F02024 DDPEDDDEDDPEDD 4-day 4.0 PEDDPEDDPEDDDE 4-day 4.0 D D P PL 

M田n 4.4 4.3 

S.D. 0.5 0.5 

(N) (12) (12) 

D， diestrus; p， pro田trus;E， estrus; PL， vaginal plug; SP， sp町四positive
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 35-3. Results of observations about es仕'Ouscycle 

CPN 100 mglkg 

p"トmatingperiod

Animal Pre晴也ninist四tionperiod Ad皿血目tr司lOnp町iod

no Stage Type M回nl四gth Type M白血l四gth Stage 

(days) (days) 

F03025 DDDPEDDDPEDDDP 5-day 5.0 EDDPEDDDDEDDDP 4/5-day 4.5 E PL 

F03026 DDPEDDPEDDPEDD  4-也y 4.0 PEDDPEDDPEDDPE 4-day 4.0 D D P PL 

F03027 DDPEDDDPEDDDPE  5-day 5.0 DDDPEDDDPEDDDE 4/5-day 4.6 D D D PL 

F03028 DPEDDDPEDDPEED  5-day 5.0 DDEEDDDEDDDPED  4/5-day 4.5 D D P PL 

F03029 PEDDDEEDDDEDDD  4/5-day 4.5 DEDDDPEDDDEDDD  4/5-day 4.5 P PL 

F03030 DDEDDPEDDPEDDP 4-day 4.0 EDDPEDDPEDDPED  4-day 4.0 D P PL 

F03031 EDDPEDDPEDDPED  4-也y 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 

F03032 DDPEDDPEDDPEDD  4・day 4.0 DEDDPEDDPEDDPE 4・day 4.0 D D P PL 

F03033 PEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD  4-day 4.0 P PL 

試験番号R-15-005

Matingperiod 

Times ofvag血al

田trusobs町ved

F03034 DDPEDDPEDDPEDD  4-day、 4.0 PEDDPEDDPEDDPE 4-白y 4.0 DDDDDDDDDDDDDD  Not ∞pulated 

F03035 EDDDPEDDDPEDDD  5-day 5.0 

F03036 PEDDPEDDPEDDPE  4-day 4.0 

M回n 4.4 

S.D 0.5 

(N) (12) 

D， diestrus; p， pro田trus;E， estrus; PL， vaginal plug; SP， sperm positive 

EEDDDEEDDDEDDD  4/5-day 

DDPEDDPEDDPEDD  4-day 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 35・4.Results of observations about es仕'Ouscycle 

CPN 300皿g'kg

Pre-mating p町iod

Animal Pre-ad皿血1St悶tlonp町iod Ad皿血白tr司ionp町iod

no Stage Type M田nl叩gth Type M田nl<田19th Stage 

(days) (也.ys)

F04037 EDDPEDDPEDDPED 4-day 4.0 DPEDDPEEDDPEDD 4/5-day 4.5 P PL 

F04038 DDPEDDPEDDPEDD 4-day 4.0 PEDDDEDDPEDDPE 4-day 4.0 D D P PL 

F04039 DDDEDDDEEDDDPE 5-day 5.0 DDDPEDDDPEDDDP 5-day 5.0 PL 

F04040 EDDDEDDDEDDDED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 

F04041 EDDPEDDDEDDPED 4-da.y 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 

F04042 DDEDDPEDDPEDDP 4-da.y 4.0 EDDPEDDPEDDPED 4-day 4.0 D P PL 

F04043 DDDEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 D D P PL 

F04044 DPEDDPEDDPEDDP 4-day 4.0 EDDPEDDPEDDDPE 4/5・day 4.3 D D P PL 

F04045 DEDDDEDDDEDDPE 4-也y 4.0 DDPEDDPEDDDEDD 4-白y 4.0 P PL 

F04046 DEDDDEDDPEDDPE 4-也y 4.0 DDPEDDPEDDDEDD 4-day 4.0 D PL 

F04047 DDEDDPEDDPEDDP 4・白y 4.0 EDDPEDDPEDDPED 4-day 4.0 D P PL 

F04048 PEDDPEEDDDPEDD 5-day 5.0 DDEDDPEDDPEDDP 4-day 4.0 PL 

M回n 4.2 4.2 

S.D 0.4 0.3 

(N) (12) (12) 

D， diestrus; P， pro田trus;E， estrus; PL， vaginal plug; SP， sperm positive 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 36・1.Results of observations about reproductive performance 

Control (vehicle: com oil) 

Male FemaI巴 Pairing days 

no. no. Copulation Conception until copulation 

M01001 F01001 + + 2 

M01002 F01002 + + 4 

M01003 F01003 + + 4 

MOlO04 FOlO04 + + 4 

M01005 F01005 + + 3 

M01007 F01006 + + 2 

M01007 F01007 + + l 

M01008 F01008 + + 4 

M01009 F01009 + + 3 

M01010 FOlOlO + + 4 

MOlO11 FO 10 11 + + 3 

M01012 F01012 + + 

Total +: 12，・:0 +: 12，・:0

Mean 2.9 

S.D. 1.2 

制) (12) 

+， confinned 
-， not confinned 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc10pentョnoneby oral administration in rats 

Appendix 36-2. Results of observations about reproductive performance 

CPN30rr翠/kg

恥1ale Fernale Pairing days 

no. no. Copulation Conception until copulation 

M02013 F02013 + + 2 

M02014 F02014 + + 5 

M02015 F02015 + + 4 

M02016 F02016 + + 3 

M02017 F02017 + + 3 

M02018 F02018 + + 2 

恥102019 F02019 + + 4 

M02020 F02020 + + 3 

M02021 F02021 + + 3 

M02022 F02022 + + 2 

M02023 F02023 + 

M02024 F02024 + + 4 

Total +: 12，・:0 +: 11，・:1 

Mean 3.0 

S.D. 1.1 

制) (12) 

+，confirrned 

-， not confirrned 

362 

試験番号R-15-005



Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 36-3. Results of observations about reproductive performance 

CPN100n事/kg

Male Female Pairing days 

no. no. Copulation Conception until copulation 

M03025 F03025 + + 2 

M03026 F03026 + + 4 

M03027 F03027 + + 4 

M03028 F03028 + + 4 

M03029 F03029 + + 2 

M03030 F03030 + + 3 

M03031 F03031 + + 

M03032 F03032 + + 4 

M03033 F03033 + + 2 

お103034 F03034 Not copulated 

M03035 F03035 + + 2 

M03036 F03036 + + 2 

Total +: 11，四:1 +: 11， -: 0 

Mean 2.7 

S.D. 1.1 

制) (11) 

+， confirmed 

ー，not confirmed 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral adminis回 tionin rats 

Appendix 36・4.Results of observations about reproductive performance 

αN300時 /kg

Male Female Pairing days 

no. no. Copulation Conception until copulation 

M04037 F04037 + + 2 

M04038 F04038 + + 4 

M04039 F04039 + + l 

お104040 F04040 + + 1 

恥104041 F04041 + + 1 

M04042 F04042 + + 3 

M04043 F04043 + + 4 

M04似4 F04似4 + + 4 

M倒045 F04045 + + 2 

M倒046 F04046 + + 2 

M04047 F04047 + + 3 

M04048 F似048 + + 

Total +: 12，・:0 +: 12，・:0

Mean 2.3 

S.D. 1.2 

制) (12) 

+，con白百led

-， not confmned 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by oral adminis仕ationin rats 

Appendix 37・1.Observation of 0飽pring(Fi)

Control (vehicle: com oil) 

Da皿 No. E証emal

abnonnaliti回 b)

FOIOOI 

FOlO02 

FOlO03 

FOI004 

FOI005 

FOlO06 

FOI007 

FOlO08 

FOlO09 

FOIOIO 

FOIOll 

FOlO12 

Numb町 ofda血S

Total 

M田n

S.D 

% 

G田tation Nu凹b町 of

l田 gth ∞中O回

lut国

(也lyS)

22 15 

22 13 

22 19 

22 18 

22 18 

21 13 

22 17 

22 16 

22 16 

22 15 

22 17 

22 15 

12 12 

192 

21.9 16.0 

0.3 1.9 

Numb町 of

in司plan-

talion 

scars 

a幽
τ

2

J

。。。。勺，宅
M

勾，
4
u
d
U
F
3
4
U
A

守-、，“守，
a
u
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1

1

1

1

1

1

1

1

1

1

1

1

7

1

8

i

l

 

ー

;
l
 

I皿pl皿-

tation 

皿dex

(%) 

93.3 

100.0 

94.7 

100.0 

94.4 

100.0 

100.0 
100目。

100.0 

100.0 

94.1 

93.3 

12 

町

帥

向

附

了

+

+

下

97.5 

3.1 

100.0 

Numb町 of

offspr恒g

Number of offsprin喧剖 birth

Sex 

Live ratio 

A
守

宅

3

弓
，
〆

O

勾
'
ミ
d
z
o
ε
J
'
3
凋

守

今

、

d
a
a
T
-
司，

h
c
J
r
o
z
0

・且・且
'
i
'
A

・I
・-・
1

・且
-
A
'
A

・I
・-』・
1

勾，・
L

』し

1

4

:

 

I
 

Male F町田.le Total 

5 6 11 0.45 

7 6 13 0.54 

7 9 16 0.44 

9 7 16 0.56 

9 17 0.47 

5 13 0.62 

7 9 16 0.44 

8 7 15 0.53 

4 9 13 0.31 

6 14 0.57 

13 0.62 

614  0.57 

12 12 

87 84 171 

7.3 7.0 14.3 0.51 

1.4 1.6 1.8 0.09 

Deliv官y Birth Live birth 

Dead index index 泊d田

offsp巾 g(offspring) 

(%) (%) (%) 

100.0 78.6 78.6 

o 100.0 100.0 10乱。
94.4 88.9 94.1 

o 88.9 88.9 100.0 
o 100.0 1∞.0 100.0 
o 100.0 100.0 100.0 
o 94.1 94.1 100.0 

o 93.8 93.8 100.0 
o 81.3 81.3 100.0 
o 93.3 93.3 100.0 
o 81.3 81.3 100.0 
o 100.0 100.0 100.0 
12 

4 

12 12 12 

Numb町 oflive0百spring

4 day s Sex Viabi1ity 

ralio index 

Male Female (%) 

5 6 0.45 100.0 

6 6 0.50 92.3 

7 9 0.44 100.0 

9 7 0.56 100.0 

9 0.47 100.0 

5 0.62 100.0 

7 9 0.44 100.0 

8 6 0.57 93.3 

4 9 0.31 100.0 

8 6 0.57 100.0 

8 4 0.67 92.3 

6 0.57 100.0 

12 12 

86 82 

7.2 6.8 0.51 98.2 

1.5 1.7 0.10 3.3 

(Nu皿Iber) (%) 

o 0.0 
o 0.0 
o 0.0 
o 0.0 
o 0.0 
o 0.0 
o 0.0 
o 0.0 
o 0.0 
o 0.0 
o 0.0 
o 0.0 
12 12 。
0.0 

0.0 

+: Dams with live 0飽prm島ー:dams without live 0飽p巾畠

a): Number of dams with live offsprin岳

b):Nu皿加of岡田alabnonnaliti白血liveoffspring aI birth 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 
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Nu皿.berof live offspring 

4 days S田 V国b出ty

悶Iio 泊dex

Mal.e F四 ale (%) 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 37・3.Observation of offspring (F!) 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 37-4. Observation of offspring (F!) 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 38-1. Body weights of offspring (Fl) before weaning 

Control (vehicle: corn oil) 

DamNo. Days after birth 

M ale body weight F ernale body wei.誹t。 4 。 4 
FOI00l 6.7 (5) 11.0 (5) 6.4 (6) 10.9 (6) 
FOI002 7.0 (7) 10.9 (6) 6.8 (6) 11.1 (6) 
FOI003 6.6 (7) 11.1 (7) 6.3 (9) 10.6 (9) 
FOI004 6.8 (9) 10.9 (9) 6.7 (7) 10.7 (7) 
FOI005 6.7 (8) 11.2 (8) 5.9 (9) 9.9 (9) 
F01006 6.1 (8) 10.0 (8) 5.7 (5) 9.5 (5) 
FOI007 6.8 (7) 10.9 (7) 6.1 (9) 10.0 (9) 
FOI008 6.5 (8) 10.6 (8) 6.2 (7) 10.2 (6) 
FOI009 7.1 (4) 11.6 (4) 6.6 (9) 10.6 (9) 
FOI0I0 7.4 (8) 11.5 (8) 6.5 (6) 10.6 (6) 
FOI0ll 6.5 (8) 10.4 (8) 6.1 (5) 10.0 (4) 
FOI012 7.1 (8) 10.6 (8) 6.7 (6) 9.9 (6) 
Number of dams 12 12 12 12 
Mean 6.8 10.9 6.3 10.3 
S.D. 0.3 0.5 0.3 0.5 

Each value shows m回npぽ dam(g).
Figures in parentheses indicate number of offspring. 
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Combined repeat dose and reproductive/deve1opmental toxicity screening test of Cyclopentanone by oral administration in rats 

Appendix 38・2.Body weights of offspring (Fl) before weaning 

CPN 30 mg'kg 

DamNo. Days after birth 

Male body weight Female body weight 。 4 。 4 
F02013 7.0 (6) 11.2 (6) 6.4 (9) 10.3 (9) 
F02014 6.5 (9) 9.7 (9) 6.6 (6) 9.7 (6) 
F02015 6.9 (7) 11.1 (7) 6.6 (8) 9.8 (8) 
F02016 6.7 (7) 9.9 (7) 6.2 (7) 9.4 (7) 
F02017 6.5 (6) 10.2 (6) 6.0 (5) 9.6 (5) 
F02018 6.4 (7) 10.7 (7) 6.0 (9) 10.3 (9) 
F02019 6.2 (11) 10.3 (11) 5.7 (6) 9.1 (6) 
F02020 6.4 (7) 10.3 (7) 6.2 (9) 10.1 (9) 
F02021 7.5 (2) 12.8 (2) 6.9 (11) 11.6 (11) 
F02022 6.7 (5) 12.5 (5) 6.3 (6) 11.7 (6) 
F02023 Not pregnant 

F02024 6.7 (6) 10.3 (6) 6.4 (9) 10.1 (9) 
Number of dams 11 11 11 11 
M回n 6.7 10.8 6.3 10.2 
S.D. 0.4 1.0 0.3 0.8 
Significance NS NS NS NS 
Statistical method AN AN AN AN 
Each value shows mean per dam (g). 

Fi思lresin parentheses indicate number of offsprin各
NS: Not significant1y diffiぽ叩t企omthe control group. 

AN: Analysis by variance (one-way layout). 
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Combined repeat dose and reproductive/developmental toxicity screening test ofCyclopentanone by oral administration in rats 

Appendix 38・3.Body weights of offspring (Fl) before weaning 

CPN 100 mglkg 

DamN'O. Days aftぽ birth

M a1e b'Ody weight Female b'Ody weight 。 4 。 4 

F03025 7.1 (5) 10.3 (5) 6.6 (9) 9.7 (9) 

F03026 6.7 (7) 11.2 (7) 6.1 (9) 10.1 (9) 

F03027 5.9 (8) 10.4 (8) 5.7 (8) 9.7 (8) 

F03028 6.1 (5) # 6.3 (2) # 

F03029 6.6 (10) 11.1 (10) 6.3 (5) 11.0 (5) 

F03030 6.9 (7) 10.3 (7) 6.9 (8) 10.0 (8) 

F03031 7.3 (4) 13.2 (4) 6.6 (6) 12.3 (6) 

F03032 6.2 (6) 11.4 (6) 5.9 (9) 10.6 (9) 

F03033 6.5 (9) 10.5 (9) 6.3 (5) 9.8 (5) 

F03035 6.8 (6) 12.3 (6) 6.6 (7) 11.8 (7) 

F03036 7.3 (8) 11.9 (8) 6.5 (3) 10.7 (3) 

Number 'Of dams 11 10 11 10 

Mean 6.7 11.3 6.3 10.6 

S.D. 0.5 1.0 0.3 0.9 

Signifiωn∞ NS NS NS NS 

Statistical meth'Od AN AN AN AN 

#: T'Otallittぽ l'Oss'On day 1 'Of lactati'On 

Each value sh'Ows me血 perdam (g). 

Figures in parentheses indicate number 'Of 'Offsprin各

NS: N'Ot significantly different仕omthe c'Ontr'Ol gr'Oup. 

AN: Analysis by variance ('One-way lay'Out). 
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Combined repeat dose and reproductive/developmental toxicity screening test ofCyclopentanone by oral administration in rats 

Appendix 38-4. Body weights of 0能 pring(F 1) before weaning 

CPN 300 mg'kg 

DamNo. Days after birth 

M ale body weight F emale body weight 。 4 。 4 

F04038 6.7 (10) 9.8 (10) 6.5 (4) 9.4 (4) 

F04039 7.0 (4) 12.1 (4) 6.6 (9) 11.4 (9) 

F04040 6.5 (7) 9.4 (7) 6.0 (10) 8.7 (10) 

F04041 6.1 (5) 10.1 (5) 6.2 (9) 9.5 (9) 

F04042 5.8 (5) 9.6 (4) 6.0 (11) 9.9 (11) 

F04043 6.9 (7) 10.3 (7) 6.9 (9) 9.9 (9) 

F04044 6.9 (7) 11.1 (7) 6.5 (7) 10.9 (7) 

F04045 6.2 (9) 9.4 (9) 6.1 (7) 9.5 (7) 

F04046 6.0 (8) 10.5 (8) 5.4 (7) 9.8 (7) 

F04047 6.0 (6) 10.0 (6) 5.9 (12) 9.3 (12) 

F04048 6.5 (7) 10.6 (6) 6.0 (6) 9.7 (6) 

Number of dams 11 11 11 11 

Mean 6.4 10.3 6.2 9.8 

S.D. 0.4 0.8 0.4 0.7 

Signifiωnce NS NS NS NS 

Statistical method AN AN AN AN 

Each value shows m切npぽ dam(g). 

Figures in parentheses indicate number of offspring. 

NS: Not significantly different企omthe control group. 

AN: Analysis by variance (one-way layout). 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by 

oral administration in rats 

Appendix 39・1.General conditions in offspring (FI) before weaning 

Control (vehic1e: corn oi1) 

DamNo. Number of offspring Days after birth 

組 d伊 leralconditions 。 2 3 4 

FOI001 Number of offspring 11 11 11 11 11 

Generalapp切rance，No abnormality 11 11 11 11 11 

FOI002 Number of offspring 13 13 13 12 12 

Genぽalapp伺r加ce，No abnorma1ity 13 13 12 12 12 

Generalapp関rance，Death 。。 。。
FOI003 Number of offspring 16 16 16 16 16 

Genera1 appωranω， N 0 abnorma1ity 16 16 16 16 16 
FOI004 Numbぽ ofoffspring 16 16 16 16 16 

General app伺.ran∞，Noabnorma1ity 16 16 16 16 16 

FOI005 N umber of offspring 17 17 17 17 17 

General appωran∞，No abnormality 17 17 17 17 17 
F01006 Numbぽ ofoffspring 13 13 13 13 13 

G田町a1appearance， No abnormality 13 13 13 13 13 

FOI007 Numbぽ ofoffspring 16 16 16 16 16 

Generalapp鈎rance，No abnormality 16 16 16 16 16 
FOI008 Number of offspring 15 15 15 14 14 

Generalapp回.rance，No abnormality 15 15 14 14 14 

Generalapp関r加ce，Death 。。 。。
FOI009 Numbぽ ofoffspring 13 13 13 13 13 

Genぽalapp伺r組問Noabnormality 13 13 13 13 13 

FOI0I0 Number of offspring 14 14 14 14 14 

Genera1 app伺r加∞，N 0 abnorma1ity 14 14 14 14 14 

FOI0ll Number of offspring 13 13 12 12 12 

General app伺r加ce，N 0 abnorma1ity 13 12 12 12 12 

General appearance， Death 。 。。。
FOI012 Numbぽ ofoffspring 14 14 14 14 14 

G回釘a1app回rance，No abnormality 14 14 14 14 14 

Number of offspring 171 171 170 168 168 

Generalapp伺rance，No abnormality 171 170 168 168 168 
Generalapp飽.rance，Death 2 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by 

oral adminis仕ationin rats 

Appendix 39-2. General conditions in 0宜spring(Fl) before weaning 

CPN30m~g 

DamNo. Number of offspring Days aftぽbirth

and general conditions 。 2 3 4 

F02013 Number of offspring 15 15 15 15 15 

Genera1 app伺rance，N 0 abnormality 15 15 15 15 15 

F02014 Number of offspring 15 15 15 15 15 

Genera1 app伺rance，N 0 abnorma1ity 15 15 15 15 15 

F02015 Numbぽofoffspring 15 15 15 15 15 

Gen釘alapp伺rance，N 0 abnormality 15 15 15 15 15 

F02016 Number of offspring 14 14 14 14 14 

General appωrance， N 0 abnorma1ity 14 14 14 14 14 

F02017 Numbぽofoffsp白19 11 11 11 11 11 

General appωrance， N 0 abnorma1ity 11 11 11 11 11 

F02018 N umber of offsp出19 16 16 16 16 16 

Genぽa1app伺rance，N 0 abnormality 16 16 16 16 16 
F02019 Number of offspring 17 17 17 17 17 

General app伺r加ce，No abnorma1ity 17 17 17 17 17 
F02020 Numbぽofoffsp凶19 16 16 16 16 16 

G田町alappearance， No abnormality 16 16 16 16 16 

F02021 Number of offspring 13 13 13 13 13 

Generalapp回ran∞，Noabnormality 13 13 13 13 13 
F02022 Numbぽofoffspring 11 11 11 11 11 

General appear加田，Noabnormality 11 11 11 11 11 
F02023 Not pregnant 

F02024 Number of offspring 15 15 15 15 15 

Genぽalapp伺rance，N 0 abnorma1ity 15 15 15 15 15 

Number of offspring 158 158 158 158 158 

Generalapp伺rance，N 0 abnormality 158 158 158 158 158 

Genera1 app伺rance，Death 
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試験番号R-15-005

Combined repeat dose and reproductive/developmental toxicity screening test of Cyc1opentanone by 

oral administration in rats 

Appendix 39・3.General conditions in offspring (FI) before weaning 

CPN 100 mglkg 

DamNo. Number of offspring Days after birth 

and general conditions 。 2 3 4 

F03025 Numbぽ ofoffsp血19 14 14 14 14 14 

Generalapp関rance，No abnormality 14 14 14 14 14 

F03026 Number of offspring 16 16 16 16 16 

Generalapp関rance，No abnorma1ity 16 16 16 16 16 

F03027 Numbぽ ofoffspring 16 16 16 16 16 

Generalappωrance， N 0 abnorma1ity 16 16 16 16 16 

F03028 Number of offspring 7 7 。。。
General app伺rance，N 0 abnormality 7 。。。。
Genera1 app伺rance，Death 。7 。。。

F03029 Number of offspring 15 15 15 15 15 

Genera1 app伺rance，N 0 abnormality 15 15 15 15 15 

F03030 Number of offspring 15 15 15 15 15 

General app伺rance，N 0 abnormality 15 15 15 15 15 

F03031 Numbぽ ofoffspring 10 10 10 10 10 

Genera1 app図rance，N 0 abnormality 10 10 10 10 10 

F03032 Numbぽ ofoffspring 15 15 15 15 15 

Gen釘'a1appearance， No abnormality 15 15 15 15 15 

F03033 N umber of offspring 14 14 14 14 14 

General appωrance， N 0 abnorma1ity 14 14 14 14 14 

F03035 Number of offspring 13 13 13 13 13 

General appearance， No abnormality 13 13 13 13 13 

F03036 Numbぽ ofoffsp巾19 11 11 11 11 11 

General appωr加 ce，No abnorma1ity 11 11 11 11 11 

Number of offspring 146 146 139 139 139 

General appωrance， No abnormality 146 139 139 139 139 

Generalappωrance， Death 7 
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Combined repeat dose and reproductive/developmental toxicity screening test of Cyclopentanone by 

oral administration in rats 

Appendix 39-4. General conditions in offspring (Fl) before weaning 

CPN 300mgkg 

DamNo. Number of offspring Days after birth 

and伊 1ぽalconditions 。1 2 3 4 
F04038 Numberofo狂句白19 14 14 14 14 14 

General appearance， No abnormality 14 14 14 14 14 

F04039 Number of offspring 13 13 13 13 13 

General appearance， No abnormality 13 13 13 13 13 

F04040 Number of offspring 17 17 17 17 17 

General app伺rance，N 0 abnormality 17 17 17 17 17 

F04041 Number of offspring 14 14 14 14 14 

General appωrance， No abnormality 14 14 14 14 14 

F04042 Number of offspring 16 16 15 15 15 

General app伺rance，No abnormality 16 15 15 15 15 

General appωrance， Death 。 。。。
F04043 Number of offspring 16 16 16 16 16 

Generalapp伺rance，No abnormality 16 16 16 16 16 

F04044 Number of offspring 14 14 14 14 14 

Generalapp図rance，No abnormality 14 14 14 14 14 

F04045 Number of offspring 16 16 16 16 16 

Generalapp伺rance，No abnormality 16 16 16 16 16 

F04046 Number of offspring 15 15 15 15 15 

General app回rance，No abnormality 15 15 15 15 15 

F04047 Number of offspring 18 18 18 18 18 

Genぽalapp伺rance，N 0 abnormality 18 18 18 18 18 

F04048 Number of offspring 13 13 12 12 12 

General app伺rance，N 0 abnormality 13 12 12 12 12 

General appωranω， Death 。 。。。
Number of offspring 166 166 164 164 164 

General appωranω， N 0 abnormality 166 164 164 164 164 

General appearan∞， Death 2 
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信頼性保証書

表題 シクロベンタノンのラットを用いる反復投与毒性・生殖発生毒性併合試験

試験番号 R-15-005 

この試験に関する信頼性保証部門による査察および監査状況等は下記のとおりで、あった。

査察・監査項目

試験計画書

試験計画書変更書

R-15-005-No.1 

R-15-005-No.2 

動物の受入れおよび検疫

原体の安定性(実験開始前)

投与検体中の安定性
(安定性試験開始日)

性周期観察

群分け、検体調製および含量試験

体重測定、給餌量測定、投与および

一般状態の観察

詳細な症状観察

交尾確認

尿検査

分娩状態および噛育状態の観察

機能検査

出生児剖検、採血、雄および母動物剖

検、血液学的検査、血液生化学的検査、

器官重量測定および固定

査察・監査年月日

2015年 10月21日

2015年 11月 11日

2015年 11月25日

2015年 10月26日

2015年 10月26日

2015年 10月27日

2015年 10月28日

2015年 11月 9日

2015年 11月 10日

2015年 11月 17日

2015年 11月25日

2015年 12月 16、17日

2015年 12月 18日

2015年 12月 18、21日

2015年 12月22日

病理組織学検査(標本作製:包埋) 2016年 1月 5日

報告書草案および生データ 2016年 2月 10日

最終報告書 2016年 3月 9日

運営管理者および試験

責任者への報告年月日

2015年 10月21日

2015年 11月 11日

2015年 11月25日

2015年 10月26日

2015年 10月26日

2015年 10月28日

2015年 10月 28日

2015年 11月 9日

2015年 11月 10日

2015年 11月 18日

2015年 11月25日

2015年 12月 17日

2015年 12月 18日

2015年 12月21日

2015年 12月22日

2016年 1月 5日

2016年 2月 10日

2016年 3月 9日

試験は、「新規化学物質等に係る試験を実施する試験施設に関する基準J(平成 23年 3月 31

日、薬食発 0331第8号、平成23・03・29製局第6号、環保企発第 110331010号)を遵守して実施

され、また、この報告書は試験に使用された方法および手順を正確に記載し、記載された結果は試

験の生データを正確に反映していることを保証する。

2016年 3月9日

一般財団法人食品薬品安全センター

信頼性保証部門責任者.
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