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」、反復投与毒性・生殖発生毒性併合試験結果報告書

1.一般的事項

新規化学物質等の名称 bumetrizole [2ー(2'-Hydroxy-3-tert-butyl-5'-methylphenyl)-5-chlorobenzotriazole]

(IUPAC命名法による） （プメトリゾール）

別 名 2ー(2'ーヒドロキシナtert—プチルー5'—メチルフェニル）＿5-クロロベンゾトリアゾール

CAS番号 3896-11-5 

構造式又は示性式 口：二C9
（いずれも不明の場合は、

その製法の概要）

分子量 315.80 

試験に供した新規 99.9% 

化学物質の純度（％）

試験に供した新規 01721IW4 

ヽ 化学物質のロット番号
＼＿／ 

不純物の名称

及び含有率

蒸気圧 7.5XlOE-7Pa (20℃) 

対水溶解度 < I mg/L (20℃)EEC A6 
←` 

1ーオクタJール／水分配係数

融 点 138-141℃ 

沸 点

常温における性状 淡黄色粉末，臭いなし

安定性 分解温度： 350℃以上

溶媒に対する溶解度等 溶媒 | 溶解度 | 溶媒中の安定性

I I 

［備 考］物理化学的性状は、可能な限り記入すること。

1. 「蒸気圧」の欄には、被験物質の蒸気圧を記入すること。

2. 「分配係数」の欄には、分配係数、測定温度及び分配係数の測定に用いた溶媒名を記入すること。

3. 「安定性」の欄には、温度、光等に対する安定性を記入すること。

4. 「溶媒に対する溶解度等」の欄には、被験物質の溶媒に対する溶解度及びその溶媒中での安定性を記入すること。

＼'------'' 2．急性毒性試験又は反復投与予備試験等

試験 試験の種類 動物種 1群当たり 投与 投与量 概略の致死量 実験場所

N9 及び期間 の動物数 経路 (mg/kg) 又はNOEL

(mg/kg) 

単回投与毒性試験 ラット 雌6匹 強制経ロ 2000 GHSのカテゴリー5に分 （株）日本バイオ

1 Crj:CD (SD) 投与
類される．

リサーチセンタ

IGS 死亡例は認められなか

った．
一羽島研究所

2 投与量設定試験 ラット 雄 5匹 強制経ロ 0、250、500、 死亡例は認められな （株）日本バイオ

(14日間） Crj:CD (SD) 投与 1000 
かった．

リサーチセンタ

IGS 一般状態体重，摂餌量
一羽島研究所

及び剖検所見に異常は

みられなかった

* N O E L : no observed effect level 



4. 反復投与毒性•生殖発生毒性併合試験

l)反復投与毒性
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被験物質投与期間
雄：2005年6月1日～2005年7月 12日［計42日間］，雌（試験群）：2005年6月 1日～2005年 7月26日［計44~56日間］

雌（回復群）：2005年6月2日～2005年7月 13日［計42日間］
使用動物種・系統 ラット，Crl:CD(SD) 1群当たりの動物数

投与経路 強制経口投与 対照群，低用量群，中用量群，高用量群：雄各 12匹，雌各 12匹

（回復群：対照群，中用量群，高用量群；雌雄各6匹，低用量群；雄6匹）

被験物質の純度 投与量 対照群 低用量群

99.9% (m叫ぼ）

゜
62.5 

性別 が I早 が I早
体重変化 ； -I -
摂餌量 I -I -
一般状態 -I - - i -
機能観察所見(N) 12 I ； 12 1-2 ； I I 1-2 
FOB 立ち上がり

感覚反応 l - l -
握力 - ! -

自発運動量 i - l -

尿所見 l - i -
血液学的所見(N)

6 1 6 
: I ;, 

平均赤血球血色素濃度

血小板数

リンパ球率

好中球率

血液生化学的所見(N) 6 6 6 6 

TP 
▽▽aa) ) I l ロT-Bil 

Cl ! △a) -
肉眼的所見

-6 ,| ， -12 例数(N)
6 ， 12 

精巣上体尾部

黄白色結節 I -

器官重量変化(N)

: -6 || ， 'こ1-1 6 i 12 絶対重量 卵巣

相対重量 胸腺 ー△a)

卵巣

＊：検査せず

ー：変化なし，あるいは対照群との間に有意差なし．

△▽:5％有意差 ▲▼：1％有意差．

a):毒性学的影響ではないと判断

投与量

(m叫g)

性別

Grade 

病理組織学的所見

投与期間終了時

肺 泡沫細胞の集族(N)

空腸 パイエル氏板の鉱質沈着(N)

精巣上体 リンパ細胞浸潤(N)

片側性精子肉芽腫(N)

前立腺 リンパ細胞浸潤(N)

性別

Grade 

病理組織学的所見

投与期間終了時

空腸 パイエル氏板の鉱質沈着(N)

牌臓 髄外造血(N)

眼球 右網膜異形成(N)

NOEL 
雄： 1000mg/kg/dayを超える

雌： 1000mg/kg/dayを超える

中用量群 高用量群

250 1000 

゜か l早 が I早 ri" I早
- l I - -l - I 
-I - -I -
ー！； 一 - i -

1-2 I i ， 1-2 12 12 * * I I 6 
-l - * I * 
-! - - i - * l * 
▽a) | - * I * 
ー！一 -I - -I -

—こ6 I ▽こ6 ’ 
: I : 

6 1 6 

~ I ~ ：・I ~ 6 1 6 
6 i I ! 12 

-6 ； ， l ＇ I 12 - ~ I ~ 
6 12 6 11 

-~ -I I i ~ --

対照群 低用量群

゜
62.5 

gl 子

土 ＋～ 士 ＋～ 

4 2 

゜
＊ ＊ ＊ 

6 

゜゚
＊ ＊ ＊ 

5 l 

゜
＊ ＊ ＊ 

5 1 

゜
＊ ＊ ＊ 

6 

゜゚
＊ ＊ ＊ 

早 早

士 ＋～ 土 ＋～ 

6 

゜゚
＊ ＊ ＊ 

3 3 

゜
＊ ＊ ＊ 

6 

゜゚
＊ ＊ ＊ 

NOELの推定根拠 雄では， 1000mg/kg投与でいずれの項目にも影響が認められなかったため

とした変化 雌では， 1000mg/kg投与でいずれの項目にも影響が認められなかったため

* NO  E L : no observed effect level 

ー：変化なし， 土：ごく軽度，＋～：軽度，中等度，高度．

a):毒性学的影響ではないと判断

回復群

62.5 250 

rl" I早 if'!早
-l * -I -
- l * ▽a) (-
-I - - ， l -
＊ ！ ； ＊ 
＊ ＊ 

＊ I l 6 
＊ ▲a) 

* l * * I * 
* l * * ! * 
* I * * i * 
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中用量群
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g 
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＊ ＊ ＊ 6 
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早
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if'i早
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-I -
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高用量群
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2)生殖発生毒性

投与量 対照群 低用量群 中用量群

(mg/kg) 

゜
62.5 250 

親動物

発情回数 3.1 3.5 3.4 

交尾率（％） 100.0 100.0 100.0 

受胎率（％） 91.7 100.0 100.0 

妊娠黄体数 16.4 15.6 17.3 

着床数 14.4 15.0 15.7 

着床率（％） 88.0 96.3△ a) 90.3 

妊娠母獣数 11 12 12 

生児出産母獣数 II 12 12 

出産率（％） 100.0 100.0 100.0 

妊娠期間 22.3 22.5 22.3 
............................................................................................................................... ．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．． ．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．． .................................................... 
新生児

総出産児数 13.8 13.8 14.0 

分娩率（％） 95.2 89.7 85.5▽ ・) 

児の出産率（％） 95.3 89.7 85.5▽ a) 

生存児数（哺育0日） 13.6 13.4 13.4 

出生率（％） 98.9 97.0 95.8 

性比（子／早，哺育0日） 1.06 1.34 2.24 

生存児数（哺育4日） 13.5 13.1 lY--3 

生存率（％） 98.6 97.5 98.9 

性比（か／阜，哺育4日） 1.06 l.43 2.25 

体重（哺育0日） ー／一 ー／一

体重（哺育4日） ー／一 ー／一............................................................................................................................... .................................................... .................................................... .................................................... 
外表異常所見(N)

............................................................................................................................... ．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．． .................................................. .. 

剖検所見(N)
腹腔内器官の欠損
(l)b) 

NOEL 親動物：雌雄ともに 1000mg/kg/dayを超える

児動物： 1000mg/kg/dayを超える．

NOELの推定根拠 雄では， 1000mg/kg投与でいずれの項目にも影響が認められなかったため．
とした変化 雌では， 1000mglkg投与でいずれの項目にも影響が認められなかったため．

児動物では， lOOOmgikg投与で生存性及び体重などに影響が認められなかったため．

* N O E L : no observed effect level 
¥ -/―：か／阜

交尾率（％） ＝ （交尾確認動物数／交配動物数） X 100 

受胎率（％） ＝ （妊娠確認動物数／交尾確認動物数） X 100 

着床率（％） ＝ （着床数／妊娠黄体数） X 100 

出産率（％） ＝ （新生児出産母獣数／妊娠母獣数） X 100 

妊娠期間 ＝哺育0日［分娩確認日］ （年月日）一妊娠0日（年月日）

分娩率（％） ＝ （総出産児数／着床数） X 100 

児の出産率(%)= (11m育0日新生児数／着床数） X 100 
出生率（％） ＝ （哺育0日生存児数／総出産児数） X 100 

生存率（％） ＝ （哺育4日生存児数／哺育0日生存児数） X 100 

ー：変化なし，あるいは対照群との間に有意差なし．

△▽:5％有意差
a):毒性学的影響ではないと判断
b):偶発例と判断．
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高用量群

1000 

3.3 

100.0 

91.7 

16.5 

15.4 

93.7 

II 

II 

100.0 

22.3 
．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．． 

14.7 

93.5 

93.5 

14.4 

97.5 

1.21 

14.2 

98.7 

1.21 

ー／一

ー／一
.................................................... 
無尾 (l)b)

........................⇔●●●●●●●●●●●●●●●●●●●●●●●●●● 



4.その他

名称

試験実施施設

所在地

試験責任者 職氏名

経験年数

試験番号 100624 

ノ

株式会社日本バイオリサーチセンター 羽島研究所

岐阜県羽島市福寿町間島6-104 電話058(392) 6222 

FAX 058 (392) 1284 

試験管理部主席研究員

36年

試験期間 2005年 5月 6日から2007年 1月30日まで

届出様式作成責任者 く所属＞ 株式会社日本バイオリサーチセンター 羽島研究所

く電話＞ 058-392-6222 

く職氏名＞試験管理部主席研究員
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Study No. 100624 

ブメトリゾールのラットを用いる

経口投与による反復投与毒性・生殖発生毒性併合試験

最 糸冬 幸艮 店 書

作成日 2007年 1月30日

株式会社日本バイオリサーチセンター

羽島研究所

本報告書は最終報告書を複写したものに
相違ありません。

万 9 7年 1月ぶ H

試験責任者
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ィ言刺叶生｛呆言正書

試験番号： 100624

表 題：ブメトリゾールのラットを用いる経口投与による反復投与毒性・生殖発生毒性

併合試験

当試験に関して， 2005年 5月9日から 2007年 1月30日にかけて調査を実施し，その結果

は運営管理者及び試験責任者に報告した．

当試験が「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」（平成 15年 11月

21日，薬食発第 1121003号，平成 15・11・17製局第3号，環保企発第031121004号）及びOECD

PRINCIPLES OF GOOD LABORATORY PRACTICE(OECD化学物質の安全性試験の実施に関す

る基準）に従って実施され，この最終報告書には試験の方法が正確に記載され，かつ生データが

正確に反映されていることを保証する．

（調査の状況は，別紙1及び2のとおりである．）

2 0 c 7 年／月 30 日

株式会社日本バイオリサーチセンター 羽島研究所

信頼性保証部門責任者
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別紙1

冒周査の状況

調査項 目 調査実施日 調査結果の報告日

1. 試験計画書及び主計画表 2005年 5月 9日 2005年 5月11日

2. コンピュータプロトコール 2005年 5月11日 2005年 5月11日

3. 動物の受け入れ 2005年 5月11日 2005年 5月11日

4. 試験計画書変更書(N0.1) 2005年 5月19日 2005年 5月19日

5. 被験物質の管理 2005年 5月31日 2005年 6月 2日

6. 検体の調製 2005年 5月31日 2005年 6月 2日

7. 群分け及び個体識別（試験群雄・雌） 2005年 6月 1日 2005年 6月 2日

8. 投与（試験群雄・雌） 2005年 6月 1日 2005年 6月 2日

9. 動物飼育管理（試験群雄・雌） 2005年 6月 1日 2005年 6月 2日

10. 投与（回復群雌） 2005年 6月 2日 2005年 6月 2日

11. 体重測定・摂餌量測定（試験群雄・雌） 2005年 6月 8日 2005年 6月 8日

12. 一般状態観察（試験群雄・雌） 2005年 6月 8日 2005年 6月 8日

13. 行動機能（FOB)観察（試験群雌） 2005年 6月 8日 2005年 6月 8日

14. 同居 2005年 6月15日 2005年 6月23日

15. 交尾確認 2005年 6月16日 2005年 6月23日

16. 体重測定・摂餌量測定（回復群雌） 2005年 6月16日 2005年 6月23日

17. 行動機能(FOB渇i察（回復群雌） 2005年 6月16日 2005年 6月23日

18. 摂餌量測定（試験群雌） 2005年 6月20日 2005年 6月23日

19. 投与（試験群雌） 2005年 6月20日 2005年 6月23日

20. 動物飼育管理（試験群雌） 2005年 6月20日 2005年 6月23日

21. 行動機能(FOB溝i察（試験群雌） 2005年 6月20日 2005年 6月23日

22. 体重測定（試験群雌） 2005年 6月23日 2005年 6月23日

23. 尿検査（投与期間終了前・雄） 2005年 7月 7日 2005年 7月11日

~ 7月 8日
24. 分娩（試験群雌） 2005年 7月 8日 2005年 7月11日

25. 体重測定（試験群雌） 2005年 7月 8日 2005年 7月11日

26. 摂餌量測定（試験群雌） 2005年 7月10日 2005年 7月11日

27. 自発運動量測定（投与40日・雄） 2005年 7月10日 2005年 7月11日

28. 行動機能(FOB)観察（投与41日・雄） 2005年 7月11日 2005年 7月11日

29. 感覚反応検査（投与41日・雄） 2005年 7月11日 2005年 7月11日

30. 握力測定（投与41日・雄） 2005年 7月11日 2005年 7月11日

31. 体重測定・摂餌量測定（雄） 2005年 7月13日 2005年 7月13日

32. 一般状態観察（雄） 2005年 7月13日 2005年 7月13日

33. 投与（試験群雌） 2005年 7月13日 2005年 7月13日

34. 動物飼育管理（試験群雌） 2005年 7月13日 2005年 7月13日

35. 自発運動量測定（哺育4日，試験群雌） 2005年 7月13日 2005年 7月13日

36. 行動機能(FOB)観察（哺育3日，試験群雌） 2005年 7月13日 2005年 7月13日

37. 感覚反応検査（哺育3日，試験群雌） 2005年 7月13日 2005年 7月13日
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別紙2

調査の状況

調査項目

38. 握力測定（哺育3日，試験群雌）

39. 剖検（最終投与の翌日・雄）

40. 剖検（新生児F1)

41. 血液学検査（最終投与の翌日・雄）

42. 血液生化学検査（最終投与の翌日・雄）

43. 尿検査（哺育5~6日，試験群雌）

44. 体重測定・摂餌量測定（回復群雌）

45. 一般状態観察（回復群雌）

46. 剖検（哺育7日，試験群雌）

47. 尿検査（回復期間終了前・雄）

48. 尿検査（回復群雌）

49. 剖検（回復期間終了後・雄）

50. 剖検（回復群雌）

51. 血液学検査（回復群雌）

52. 血液生化学検査（回復群雌）

53. 標本作製（病理：切り出し）

54. 血液生化学検査（回復群雌）

55. 標本作製（病理：薄切）

56. 生データ

57. 標本

58. 最終報告書（一次案）

59. 生データ（再調査）

60. 最終報告書（一次案x再調査）
61.試験計画書変更書(N0.2) 

62. 最終報告書

調査実施日 調査結果の報告日

2005年 7月13日 2005年 7月13日

2005年 7月13日 2005年 7月15日

2005年 7月13日 2005年 7月15日

2005年 7月13日 2005年 7月15日

2005年 7月13日 2005年 7月15日

2005年 7月13日 2005年 7月15日

~ 7月14日
2005年 7月14日

2005年 7月14日

2005年 7月15日

2005年 7月21日

~ 7月22日
2005年 7月22日

~ 7月23日
2005年 7月27日

2005年 7月28日

2005年 7月28日

2005年 7月28日

2005年 7月29日

2005年 8月 2日

2005年 8月 2日

2005年10月24日

~11月 9日

2005年11月 8日

2005年11月 7日

~11月16日

2005年11月29日

2005年11月29日

2006年 3月 1日

2007年 1月30日

2005年 7月15日

2005年 7月15日

2005年 7月15日

2005年 7月29日

2005年 7月29日

2005年 7月29日

2005年 7月29日

2005年 7月29日

2005年 7月29日

2005年 7月29日

2005年 8月 2日

2005年 8月 2日

2005年11月17日

2005年11月17日

2005年11月17日

2005年11月29日

2005年11月29日

2006年 3月 1日

2007年 1月30日
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被験物質名：ブメトリゾール(CASNo.3896-11-5) 

試験系： Crl:CD(SD)雌雄ラット(SPF)

試験委託者：厚生労働省 医薬食品局審査管理課 化学物質安全対策室

東京都千代田区霞が関 l丁目 2番2号

試験施設：株式会社日本バイオリサーチセンター 羽島研究所

岐阜県羽島市福寿町間島6丁目 104番地

Study No. 100624 

試験目的：当試験は，ブメトリゾールが継続的に人に摂取された場合の健康への影響を推定

するために，ブメトリゾールを雌雄ラットに反復経口投与し，毒性学的影響を検

討するとともに，性腺機能，交尾行動，受胎及び分娩などの雌雄動物の生殖行動

に及ぼす影響を検討した

準拠したガイドライン：

OECD Guideline for Testing of Chemicals for Combined Repeat Dose Toxicity Study 

with the Reproduction/Developmental Toxicity Screening Test (422) 

遵守したGLP:

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

（平成 15年 11月21日，薬食発第 1121003号，平成 15・11・17製局第3号，環保

企発第031121004号）

OECD PRINCIPLES OF GOOD LABORATORY PRACTICE 

(OECD化学物質の安全性試験の実施に関する基準）

遵守した動物の福祉に関する法令など：

「動物の愛護及び管理に関する法律」（昭和 48年 10月 1日法律第 105号，平成

11年 12月22日改正）， 「実験動物の飼養及び保管等に関する基準」（昭和 55年3

月27日総理府告示第6号，平成 14年 5月28日一部改正）， 「動物実験に関する

指針」（昭和 62年 5月 22日社団法人日本実験動物学会）及び株式会社日本バイオ

リサーチセンター 羽島研究所「動物実験倫理委員会規則」

試験開始日： 2005年5月6日

試験終了日： 2007年 1月30日
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試験実施日：

雄動物入手日

雌動物入手日

実験開始日（雌雄試験群の投与開始日）

雌回復群の投与開始日

交配開始日

新生児の剖検開始日

雄投与期間終了時の剖検日

母動物の剖検開始日

雄回復期間終了時の剖検日

雌回復群の剖検日

病理組織所見最終化日

実験終了日（臨床検査標本観察終了日）

Study No. 100624 

2005年 5月 11日

2005年 5月 11日

2005年 6月 1日

2005年 6月 2日

2005年 6月 15日

2005年 7月 12日

2005年 7月 13日

2005年 7月 15日

2005年 7月27日

2005年 7月28日

2005年 8月31日

2005年 9月 8日

資料，標本及び被験物質の保存場所：

当試験の実施により得られたすべての資料は株式会社日本バイオリサーチセンタ

一羽島研究所の資料保管室に保存し，すべての標本及び保存すべき被験物質は
標本保管室に保存する．保存期間は，最終報告書提出後 10年間とする．その後は，

試験委託者と協議の上で決定する．

SOP及び試験計画書に従わなかったこと：

l)被験物質保管庫の湿度の許容範囲はSOPで40~70％としていたが，逸脱が2005

年3月 13日の午前3時00分頃～午前6時00分頃（最低37.6%),2005年 3月 19

日の午前 1時00分頃～午前6時00分頃（最低39.8%),2005年3月24日の午後 11

時00分頃～3月25日の午前6時00分頃（最低36.0%)及び2005年3月29日の午

前 10時00分頃（最低39.3%)に認められた．しかし，湿度の逸脱幅はいずれもわず

かであること，その他の期間の湿度は許容範囲内であることから，試験

成績への影響はないと判断した．

2) 0.5 w/v°/oメチルセルロース溶液及び投与検体を保管した被験物質冷蔵保管庫

の温度の許容範囲は 2~8℃としていたが，温度の逸脱が 2005年 6月 16日の午

後4時 15分頃～午後 4時 20分頃（最高 8.2℃)に認められた．しかし，温度の逸

脱幅はわずかであること，その他の期間の温度は許容範囲内であることか

ら，試験成績への影響はないと判断した．

その他には，当試験では SOP又は試験計画書に従わなかったことはなかった．

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：

当試験の実施期間中に，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

す疑いのある事態は認められなかった
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試験責任者：

試験従事者：

試験従事者及び業務分担

（試験計画書の作成，試験実施の指示，剖検，データの確認，

最終報告書の作成）

Study No. 100624 

（検体の投与，一般状態観察，動物の一般飼育管理， FOB,感覚反応検査，

握力測定，自発運動量測定）

（剖検，病理組織標本作製，病理組織学検査）

（尿検査，血液学検査，血液生化学検査）

（被験物質の管理，投与検体の調製）

（被験物質の安定性確認，投与検体中の被験物質濃度測定）

（統計解析）
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要約

ブメトリゾールのラットを用いる経口投与による反復投与毒性•生殖発生毒性併合試験を行

い，雌雄動物に対する一般毒性学的影響を検討するとともに，性腺機能，交尾行動，受胎及び

分娩などの生殖行動に及ぼす影響について検討した．投与量は， 1000mg/kgを高用量とし，以

下250及び62.5mg/kgとした．対照として媒体(0.5w/v°/oメチルセルロース溶液）投与群を設けた．

各群の使用動物数は試験群を雌雄各 12例とし，雄では各群ともそのうち半数を回復群とした．

雌では，試験群とは別に対照群， 250及び 1000mg/kg群に各6例の回復群を設けた．

I.反復投与毒性

1.一般状態及び死亡状況

死亡例及び瀕死例は，いずれの群にも認められなかった．

一般状態の異常は，いずれの群にもみられなかった．

2.体重及び摂餌量

体重及び摂餌量では，雌雄とも投与に起因する変化はみられなかった．

3.行動機能（FOB)観察，感覚反応検査，握力測定及び自発運動最測定

行動機能(FOB),感覚反応，握力及び自発運動量では，雌雄とも投与に起因する変化はみら

れなかった．

4.尿検査，血液学検査及び血液生化学検査

尿検査，血液学検査及び血液生化学検査において，雌雄とも投与に起因する変化はみられな

かった

5.剖検所見及び器官重星

剖検及び器官重量において，雌雄とも投与に起因する変化はみられなかった．

6.病理組織学検査

病理組織学検査において，雌雄とも投与に起因する変化はみられなかった．

II.生殖発生毒性

1.親動物の生殖発生に及ぼす影響

交配開始前の投与期間(14日間）の発情回数，交尾率，交尾所要日数，受胎雌数，受胎率，妊

娠期間，出産率，分娩状態，哺育状態，妊娠黄体数，着床数及び着床率には，投与に起因する

変化はみられなかった．
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2.児動物（F1)に及ぼす影響

総出産児数，死産児数，哺育0日の新生児数，哺育0日の性比，分娩率，児の産出率及び出

生率には，投与に起因する変化はみられなかった．

一般状態，哺育4日の生存児数，哺育4日の性比及び哺育4日の生存率には，投与に起因す

る変化はみられなかった

外表，体重及び剖検において，投与に起因する変化はみられなかった．

以上のように，ブメトリゾールの無影響星は，雌雄とも 1000mg/kg投与でいずれの項目にも

影響が認められなかったことから I000 mg/kg/dayを越えると考えられるまた，生殖発生毒性

学的な無影響量は，雌雄とも 1000mg/kg投与でいずれの項目にも影響が認められなかったこと

から I000 mg/kg/dayを越えると考えられる．児動物への無影響最は， 1000mg/kg投与で生存性

及び体重などに影響が認められなかったことから I000 mg/kg/dayを越えると考えられる．
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緒言

ブメトリゾールが経口的に継続して人に摂取された場合の健康への影響を推定するために，

OECD Guideline for Testing of Chemicals for Combined Repeat Dose Toxicity Study with the 

Reproduction/Developmental Toxicity Screening Test (422)に基づいてプメトリゾールを雄ラットに

1日1回， 42日間及び雌ラットに 1日1回， 44~56日間反復経口投与し，毒性学的影響を検討

するとともに，性腺機能，交尾行動，受胎及び分娩などの雌雄動物の生殖行動に及ぼす影響を

検討した．一部の動物には 14日間の回復期間を設け，回復性についても検討した．

方法

1.被験物質及び媒体

被験物質のブメトリゾール［日本語別名：2-(2'ーヒドロキシ—3-tert—ブチル-5'—メチルフェニル）ー5-

ロロベンゾトリアゾール，英語名称：bumetrizole,英語別名：2-(2'-Hydroxy-3-tert-butyl-5'-

methylphenyl)-5-chlorobenzotriazole, CAS No. 3896-11-5]は， Fig.lに示す化学構造を有し，淡黄色

粉末で臭いはなく，分子量：315.80，蒸気圧：7.5X 1 OE-7Pa(20℃），融点：138-141℃，相対密度：1.32

(25℃)である．当試験には9-、も入手したも

のを用いた［製造元： Lot No. 017 

含量：99.9%).入手後は，試験施設の被験物質保管室の保管庫（設定温度：23℃，実測値：20.0~

25.3℃)に室温・密閉の条件下で保管した．入手後に当試験施設で被験物質を分析した結果，

含量は 99.5％であった．当試験の投与期間終了後に当試験施設で被験物質を再分析した結果，

含量は 100.6％であり，使用期間中の安定性が確認された(Attachment1-1及び 1-2).

媒体0.5w/砂/oメチルセルロース溶液の調製には，メチルセルロース［メトローズ唸M-100,局

方， LotNo. 110654,使用期限2007年4月4日，信越化学工業株式会社，被験物質保管室の保

管庫（設定温度：23℃，実測値：20.4~24.7℃)に室温保管］及び注射用水［局方， LotNo. 3F86,使用

期限2008年6月，株式会社大塚製薬工場，被験物質保管室（設定温度：23℃，実測値：20.4~24.7℃)

に室温保管］を用いた

2.投与検体及び濃度確認

0.5 w/v°/oメチルセルロース溶液は，メチルセルロースの必要量を秤取（電子天秤：AT250及び

PM2500, メトラー・トレド株式会社）後，注射用水に溶解し，調製した． 0.5w/v％メチルセル

ロース溶液は，被験物質保管室の保管庫（冷蔵庫：RC-MSOI,株式会社日立製作所）で冷蔵（設

定温度：4℃，実測値：3.4~8.2℃)の条件下で保管し，調製後 IO日以内に使用した．

ブメトリゾールは，各濃度ごとに必要量を秤取（電子天秤：AT250及びPM2500, メトラー・

トレド株式会社）後，コンディショニングミキサー(AR-250,株式会社シンキー）を用いて 0.5

w/v°/oメチルセルロース溶液に懸濁させ，所定濃度とした．なお，調製に際して被験物質の含量

による補正は行わず，投与量は原末重量で表示した．
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ブメトリゾールの0.2,2及び20w/v％懸濁液は，調製後7日間冷蔵・遮光の条件下で保管し，

その後室温・遮光で6時間保管しても安定性及び均一性に問題のないことが確認されている

(Attachment 2)り投与検体は，週 1回以上の頻度で調製し，被験物質保管室の保管庫（冷蔵

庫：RC-M501,株式会社日立製作所）に冷蔵（設定温度：4℃，実測値：3.4~8.2℃)・遮光条件下で

保管後， 7日以内に使用したなお，投与検体は，保管庫から持ち出し後6時間以内に使用し

た．残余投与検体は廃棄した．

雌雄試験群投与開始日及び雄投与終了日に使用した投与検体中の被験物質濃度をHPLC（株式

会社島津製作所）で測定した．その結果，被験物質含晨は表示濃度の 101.5~102.7％であり，規

定された濃度の範囲内(100土10%)であった．また，そのCV値は5％以内であった従って，各

投与検体中の含晨及び均一性に問題はなかった(Attachment3-1及び3-2).

3.使用動物及び飼育条件

3.1.動物種及び系統

試験には，毒性試験に一般的に用いられている動物種で，その系統維持が明らかである

Crl:CD(SD)雌雄ラット(SPF)を用いた動物は， 2005年5月 11日に日本チャールス・リバー株

式会社（日野飼育センター）から 7週齢で試験群として雌雄各 73匹及び回復群として雌26匹を

入手した入手後 1日の体重範囲は，雄が230~249g,試験群雌が 176~202g,回復群雌が 179

~198 gであった．

3.2.検疫及び馴化，群分け法並びに個体識別法

入手した動物は， 5日間の検疫期間及びその後 16日間（ただし，回復群雌は 17日間）の馴化期

間を設けたこの間に，体重測定（電子天秤：PM2000,PB3002及びPG2002-S, メトラー・トレ

ド株式会社）を 5回，一般状態の観察を毎日 1回，行動機能(FOB溝i察を投与開始前に 1回行い，

さらに試験群雌は馴化期間中に性周期観察を 14日間毎日 1回行った．一般状態，体重推移ある

いは FOB観察に異常がみられず，また性周期観察で異常が認められなかった動物（発情期が認

められ， 4日あるいは5日周期と考えられた動物）を群分けした．

群分けは，コンピュータを用いて体重を層別に分けた後に無作為抽出法により各群の平均体

重及び分散がほぼ等しくなるように投与開始日に行った．群分け後の残余動物のうち，検疫・

馴化動物番号の若い順に雄2例を選び，飼育期間終了日の微生物モニタリング検査に用いた．

その他の群分け残余動物は，投与開始日にジエチルエーテル麻酔下で腹大動脈から放血致死さ

せた後に廃棄した．

動物の個体識別は，入手日に油性インクによる尾への記入法を用いて行った．さらに，検疫・

馴化期間中の各ケージには試験番号，入手年月日及び検疫・馴化動物番号を記入したラベルを，

群分け後の各ケージには試験番号，投与量，検疫・馴化動物番号，動物番号，交尾成立日（試験

群雌のみ）及び分娩日（試験群雌のみ）を記入し，群ごとに色分けしたラベルを取り付けた．なお，

行動機能(FOB渇i察をBlindで検査する場合には，試験番号，入手年月日及び検疫・馴化動物番

号を記入したラベルを取り付けた．児動物（F1)の各ケージには，試験番号，投与最，動物番号

及び出生日を記入し，群ごとに色分けしたラベルを取り付けた

-17 -



Study No. 100624 

3.3.環境条件及び飼育管理

動物は，設定温度 23℃（実測値： 22~25℃），設定湿度 55o/o{実測値： 40~56%), 明暗各 12

時間（照明：午前6時～午後 6時），換気回数 12回／時（フィルターにより除菌した新鮮空気）に

維持された飼育室(E棟3号室＇但し検疫は E棟7号室）で飼育しfこ

検疫・馴化期間中及び群分け後ともステンレス製懸垂式ケージ(W:240XD: 380XH: 200 mm) 

を用いて個別飼育した．交配は，雄のケージ内で行った．母動物は，妊娠 18日以降オートクレ

ーブ処理した床敷（サンフレーク， 日本チャールス・リバー株式会社）を入れたプラスチック製

ケージ(W:310XD: 360XH: 175 mm)で個別飼育し，自然分娩及び哺育させ，哺育4日以降ス

テンレス製懸垂式ケージを用いて個別飼育したケージの受け皿，給水瓶及びプラスチック製

ケージの交換は 1週間に 2回以上，ステンレス製懸垂式ケージ及び給餌器の交換は2週間に 1

回以上行ったなお，動物飼育室の清掃（床の掃き掃除）及び0.02％次亜塩素酸ナトリウム水溶液

での床のモップ拭きによる消毒は毎日行った．

飼育期間終了日に採血したモニタリング動物の血清検査において，感染を示唆するような異

常はみられなかった

床敷の微最金属及び汚染物質の分析結果は，ほぼ6カ月ごとに財団法人日本食品分析センター

で実施した成績を日本チャールス・リバー株式会社から入手した．その分析結果は，試験施設

で定めた基準値の範囲内であった．

3.4.飼料及び飲料水

飼料は，製造後 5カ月以内の固型飼料(CRF-1,オリエンタル酵母工業株式会社）を給餌器に入

れ，自由に摂取させた．剖検前日の午後4時から絶食させた．使用した飼料と同一ロットの飼

料の分析結果は，財団法人日本食品分析センター及びオリエンタル酵栂工業株式会社から入手

した

飲料水は，水道水を給水瓶を用いて自由に摂取させた．飲料水の水質検査結果は，ほぼ 6カ

月ごとに東西化学産業株式会社 東日本分析センター又は株式会社環境公害センターで実施し

た成績を入手した．

飼料及び飲料水の分析結果は，いずれも試験施設で定めた基準値の範囲内であった．

4.投与経路，投与方法，群構成，投与量及び投与期間

4.1.投与経路及び投与方法

ブメトリゾールは，継続して経口的に人に摂取される可能性が考えられるため，投与経路と

して経口投与を選択した．

投与に際しては，金属製経口胃ゾンデ（有限会社フチガミ器械）を取り付けたポリプロヒ°レン

製ディスポーザブル注射筒（テルモ株式会社）を用いて，強制経口投与した．

投与液最は，雄では投与日あるいは投与日に最も近い測定日の体重を基準とし， 5mL/kgで

算出した試験群雌の投与液量は，交配前及び交配期間は投与日あるいは投与日に最も近い測

定日の体重を，妊娠期間は妊娠0,7, 14及び21日の体重を，哺育期間は哺育0,4及び6日の
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体重を基準とし， 5mL/kgで算出した．回復群雌の投与液量は，投与日あるいは投与日に最も

近い測定日の体重を基準とし， 5mL/kgで算出した．

投与時刻は午前9時00分～午後 1時55分の間で，投与回数は 1日1回とした．

投与開始日の週齢は雌雄とも 10週齢であり，体重範囲は雄が 358~405g,試験群雌が 236~

262g,回復群雌が 247~267gであった．

4.2.群構成及び投与量

群構成は，以下に示したように被験物質投与群として 3群を設定し，その他に対照群を設け

た．各群の動物数は，試験群を雌雄各 12例，対照群， 250及び 1000mg/kg群の回復群を雌各6

例とした

投与量
群

（含量）

第 1群 対照(0.5w/v°/o 0 mg/kg 

｝チ枕仰ース溶液） (0  w/v°/o) 

第2群 ブメトリゾール 62.5 mg/kg 
(1.25 w/v%) 

第3群 ブメトリゾール 250 mg/kg 
(5 w/v>/o) 

第4群 ブメトリゾール 1000 mg/kg 
(20 w/v°/o) 

l)投与期間終了時に剖検

2)回復期間終了時に剖検

動物数（動物番号）

試験群雄 試験群雌

61l+62l (MOI 101~ 121)(F01151 

MOll 12) ~FOI 162) 

61)+62)(M02201~ 121) (F02251 

M02212) ~F02262) 

61)+62) (M03301~ 121) (F03351 

M03312) ~F03362) 

61)+62)(M04401~ 121> (F04451 

M04412) ~F04462) 

回復群雌

62)(F01171~ 

FOl 176) 

62) (F03371~ 

F03376) 

62)(F04471~ 

F04476) 

投与量は，ブメトリゾールのラットを用いる経口投与による反復投与毒性•生殖発生毒性併

合試験の予備試験2）（投与段階： 0,250, 500及び 1000mg/kg,各群雄5例）の結果により決定

した．すなわち，いずれの群にも死亡例は認めらず， 1000mg/kg群でも一般状態，体重，摂餌

量及び剖検所見に異常はみられなかった．そこで，当試験の投与量は， 1000mg/kgを高用量と

し，以下公比4により 250及び62.5mg/kgとしたまた，対照として媒体(0.5w/砂/oメチルセル

ロース溶液）のみを同容量投与する群を設けた．

4.3.投与期間

投与期間は， OECDGuideline for Testing of Chemicals for Combined Repeat Dose Toxicity Study 

with the Reproduction/Developmental Toxicity Screening Test (422)に基づいて，雄では交配前 14日

間とその後 28日間の合計42日間とし，試験群雌では交配前 14日間，交配期間中，妊娠期間中

及び哺育6日までの合計44~56日間とした．雄については， 42日間の投与後に各群とも半数

の動物について 14日間の回復期間を設けた．また，回復群雌については， 42日間の投与後に

14日間の回復期間を設けたなお，投与開始日を投与 1日とし，最終投与の翌日を回復 1日と

した．

-19 -



5.観察及び検査項目

5.1.一般状態

5.1.1.雄

Study No. 100624 

一般状態及び死亡の有無は，投与期間中に投与前・後の 1日2回，回復期間中に毎日 1回及

び剖検日に 1回観察した．

5.1.2.試験群雌

一般状態及び死亡の有無は，投与期間中に投与前・後の 1日2回及び剖検日に 1回観察した．

5.1.3.回復群雌

一般状態及び死亡の有無は，投与期間中に投与前・後の 1日2回，回復期間中に毎日 1回及

び剖検日に 1回観察した．

5.2.体重測定

5.2.1.雄

体重は， 1週間に2回測定した［測定日：投与1,4, 8, 11, 15, 18, 22, 25, 29, 32, 36, 39, 

42及び43日（回復 1日），回復4,8, 11, 14及び 15日（電子天秤：PM2000, メトラー・トレド株

式会社）］．

5.2.2.試験群雌

体重は，交配開始前 14日間及び交配期間中は 1週間に 2回（測定日：投与 1,4, 8, 11, 15, 

18, 22及び25日），妊娠期間中は妊娠0,7, 14及び21日に，哺育期間中は哺育0,4, 6及び

7日に測定した（電子天秤：PM2000及びPB3002, メトラー・トレド株式会社）．

5.2.3.回復群雌

体重は， 1週間に 2回測定した［測定日：投与 1,4, 8, 11, 15, 18, 22, 25, 29, 32, 36, 39 

及び42日，回復 1,4, 8, 11, 14及び 15日（電子天秤：PM2000,メトラー・トレド株式会社）］．

5.3.摂餌量測定

5.3.1.雄

摂餌星は，交配開始前 14日間及び交配期間終了後から 1週間に 2回測定した［残量測定日：投

与2,5, 9, 12, 30, 33, 37及び40日，回復2,5, 9及び 12日（電子天秤：PM2000及びPG2002-S,

メトラー・トレド株式会社）］．

5.3.2.試験群雌

摂餌量は，交配開始前 14日間までは 1週間に 2回（残量測定日：投与2,5, 9及び 12日），妊

娠期間中は妊娠2,9, 16及び 20日に，哺育期間中は哺育 2日に測定した（電子天秤：PM2000,

メトラー・トレド株式会社）］．
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5.3.3.回復群雌

摂餌量は， 1週間に 2回測定した［残量測定日：投与 2,5, 9, 12, 16, 19, 23, 26, 30, 33, 

37及び40日，回復2,5, 9及び 12日（電子天秤：PM2000及びPG2002-S, メトラー・トレド株

式会社）］．

5.4.行動機能 (FOB)観察

5.4.1.雄

全例について，投与開始前，投与7, 14, 21, 28, 35及び41日に下記の1)~3)の項目を観察し

た．観察時刻は，投与後1時間としたなお，観察者はほぼ固定し， Blindで実施した．

1)姿勢，かみつき行動，眼瞼閉鎖状態及び痙攣はケージ内で観察した．

2)ケージからの出し易さ，扱い易さ，筋の緊張，毛の状態，流涙，流涎及び呼吸は手に持っ

て観察した．

3)立ち上がり回数，毛づくろい回数，歩行状態，眼瞼閉鎖状態，覚醒度，行動異常及び正向

反射はオープンフィールド内で観察した．

5.4.2.試験群雌

全例について，投与開始前，投与8及び 15日，妊娠 I,8及び 15日並びに哺育3日に雄と同

一項目を観察したなお，不受胎雌の交尾後のデータは集計から除外した．

5.4.3.回復群雌

全例について，投与開始前，投与8, 15, 22, 29, 36及び42日に雄と同一項目を観察した．

5.5.感覚反応検査

5.5.1.雄

投与期間終了時剖検例について，投与41日の行動機能(FOB)観察後に瞳孔反射，接近反射，

触覚反射，聴覚反射及び痛覚反射を作業台の上で検査した．

5.5.2.試験群雌

各群とも動物番号の若い順に各6例について，哺育3日の行動機能(FOB)観察後に雄と同一

項目を検査した．

5.6.握力測定

5.6.1.雄

投与期間終了時剖検例について，投与41日の感覚反応検査終了後にCPUゲージ（アイコーエン

ジニアリング株式会社）を用いて，前肢及び後肢の握力を5回測定し，最高値と最低値を除いた

中央の3測定値の平均値を採用した．
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5.6.2.試験群雌

各群とも動物番号の若い順に各6例について，哺育3日の感覚反応検査終了後にCPUゲージ（ア

イコーエンジニアリング株式会社）を用いて，雄と同様に測定した．

5.7.自発運動量測定

5.7.1．雄

投与期間終了時剖検例について，投与40日にActivityMonitor(MED Associates Inc.)を使用し，

歩行量及び立ち上がり回数について投与後 1時間まで 10分間隔で測定した．

5.7.2.試験群雌

各群とも動物番号の若い順に各6例について，哺育4日にActivityMonitor (MED Associates Inc.) 

を使用し，雄と同一項目を検査した．

5.8.尿検査

5.8.1.雄

投与期間終了前（投与37日）の投与検体投与前に投与期間終了時の剖検用動物，回復期間終了

前（回復 9日）に回復期間終了時の剖検用動物について，採尿ケージを用いて絶食・給水下で新

鮮尿を採取したその後，引き続いて給餌・給水下で24時間尿を採取した．採取した尿につい

て，以下の検査を実施した検査後の尿は廃棄した．

新鮮尿：色調は，外観判定とした．pH,蛋白質，ブドウ糖，ケトン体，ビリルビン，潜血及

びウロビリノーゲンは，尿検査試験紙（栄研化学株式会社）に尿を滴下後に分光反射測光法によ

り尿自動分析装置(US-2100,栄研化学株式会社）を用いて検査した．尿沈潅は，沈澄を尿沈演染

色液（新Sternheimer法，国際試薬株式会社）で染色後に顕微鏡下で観察した．

24時間尿：尿贔(UV)は，尿比重と重董（竜子天秤：PM2000, メトラー・トレド株式会社）から

算出した．尿比重(S.G.)は，屈折率により屈折型尿比重計（ユリペットー11D,株式会社ニコン）を

用いて測定した．

5.8.2.試験群雌

各群とも動物番号の若い順に各6例について，哺育5日の投与検体投与前に採尿ケージを用

いて絶食・給水下で新鮮尿を採取した．その後，引き続いて給餌・給水下で24時間尿を採取し

た．採取した尿について，雄の尿検査と同一項目(S.8.1.)の検査を同一機器を用いて実施した．

ただし，尿重董の測定には電子天秤： PM2000（メトラー・トレド株式会社）を使用した検査後

の尿は廃棄した．

5.8.3.回復群雌

回復期間終了前（回復9日）に採尿ケージを用いて絶食・給水下で新鮮尿を採取した．その後，

引き続いて給餌・給水下で24時間尿を採取した．採取した尿について，雄の尿検査と同一項目

(5.8.1.)の検査を同一機器を用いて実施したただし，尿重星の測定には電子天秤：PM2000（メト
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ラー・トレド株式会社）を使用した．検査後の尿は廃棄した．

5.9.血液学検査

5.9.1.雄

Study No. I 00624 

最終投与の翌日及び回復期間終了後にペントバルビタールナトリウムの腹腔内投与(40

mg/kg)による麻酔下で腹大動脈からカニュレーションにより血液を採取し，以下の血液学検査

を実施した．測定後の残余血液は廃棄した．

赤血球数(RBC),ヘモグロビン量（HGB),ヘマトクリット値(HCT），血小板数（PLT)及び白血

球数(WBC)は， EDTA-2K処理した血液について，多項目自動血球計数装置（SysmexK-4500, シ

スメックス株式会社）を用いて測定した．さらに，平均赤血球容積(MCV),平均赤血球血色素盤

(MCH)及び平均赤血球血色素濃度(MCHC)を算出した

網状赤血球比率(RET)は， EDTA-2K処理した血液を Brecher法により超生体染色してスライ

ドガラスに塗抹後， Giemsa染色標本を作製して顕微鏡下で赤血球 1000個中の網状赤血球数を

計数し，算出した

白血球百分率は， EDTA-2K処理した血液をスライドガラスに塗抹し， May-Giemsa染色標本

を作製して顕微鏡下で白血球 100個を分類計数した．

プロトロンビン時間(PT),活性化部分トロンボプラスチン時間（APTT)及びフィブリノーゲン

濃度(Fbg)は，血液を 3.2％クエン酸ナトリウムで処理後，遠心分離［約 4℃,3000 rpm（約 1972

X g), 15分間，遠心機：CF8DL, 日立工機株式会社］して得た血漿について，光散乱検出方式に

より全自動血液凝固測定装置（CA-530, シスメックス株式会社）を用いて測定した．

5.9.2.試験群雌

各群とも動物番号の若い順に各 6例について，最終投与の翌日（哺育 7日）にペントバルビタ

ールナトリウムの腹腔内投与(40mg/kg)による麻酔下で腹大動脈からカニュレーションにより

血液を採取し，雄の血液学検査と同一項目（5.9.1.)の検査を実施した．測定後の残余血液は廃棄

した．

5.9.3.回復群雌

回復期間終了後にペントバルビタールナトリウムの腹腔内投与(40mg/kg)による麻酔下で腹

大動脈からカニュレーションにより血液を採取し，雄の血液学検査と同一項目(5.9.1.)の検査を

実施した．測定後の残余血液は廃棄した．

5.10.血液生化学検査

5.10.1.雄

血液学検査用の血液と同時期に腹大動脈から採取した血液から遠心分離［約 4℃,3000 

rpm（約 1972Xg), 15分間，遠心機CF8DL, 日立工機株式会社］して得た血清について，以下の

血液生化学検査を実施した．保存用血清は，最終報告書作成時まで冷凍庫(-80℃設定，超低温

フリーザー：ULTl 786-9JD, Kendro Laboratory Products)内に保管した．
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ASTはMDH-UV法， ALTはLDH-UV法， ALPはpーニトロフェニルリン酸基質法， y-GTP 

は L- y—グルタミル＿3-カルボキシ＿4-ニトロアニリド基質法，総蛋白(TP)は Biuret法，総ビリル

ビン(T-Bil)はジアゾ法，尿素窒素(UN)はウレアーゼ •GIDH 法，クレアチニン(CRE)はクレアチ

ニナーゼ •F-DAOS 法，プドウ糖（Glu)はヘキソキナーゼ •G-6-PDH 法，総コレステロール(T-Cho)

はCOD・HDAOS法， トリグリセライド(TG)はGPO・HDAOS法， Caはo-CPC法，無機リン(IP)

はPNP・XDH法， Na,K及びClはイオン選択電極法により，いずれも生化学自動分析装置(AU

400,オリンパス株式会社）を用いて測定した．

アルブミン(Alb)は総蛋白及び蛋白分画値［電気泳動法，自動電気泳動装置（AES310,オリンパ

ス株式会社）］から，A/G（アルブミン／グロブリン）は蛋白分画値から算出した．

5.10.2.試験群雌

血液学検査用の血液と同時期に腹大動脈から採取した血液から遠心分離［約 4℃,3000 

rpm（約 1972Xg), 15分間，遠心機：CF8DL, 日立工機株式会社］して得た血清について，雄の血

液生化学検査と同一項目(5.10.1.)の検査を実施した．保存用血清は，最終報告書作成時まで冷凍

庫(-80℃設定，超低温フリーザー：ULT1786-9JD,Kendro Laboratory Products)内に保管した．

5.10.3.回復群雌

血液学検査用の血液と同時期に腹大動脈から採取した血液から遠心分離［約 4℃,3000 

rpm（約 1972Xg), 15分間，遠心機：CFSDL, 日立工機株式会社］して得た血清について，雄の血

液生化学検査と同一項目(5.10.1.)の検査を実施した．保存用血清は，最終報告書作成時まで冷凍

庫(-80℃設定，超低温フリーザー：ULTl 786-9JD, Kendro Laboratory Products)内に保管した．

5.11.剖検及び器官重量測定

5.11.1.雄

上記の 5.9.1．及び5.10.1．の項で採血した動物をさらに放血致死させた後に剖検した．脳（大脳，

小脳，延髄），下垂体，甲状腺，胸腺，心臓，肝臓，牌臓，腎輯，副腎，精巣及び精巣上体は重

量を測定した（電子天秤：AB204, メトラー・トレド株式会社）．各器官重量を最終体重で除して

相対重最も算出した．下垂体及び甲状腺は 20vol％中性緩衝ホルマリンで 1晩固定後，測定し

たこれらの器官は，肺，気管，膵臓，唾液腺（舌下腺・顎下腺），食道，胃，十二指腸，空腸，

回腸，盲腸，結腸，直腸， リンパ節（下顎・腸間膜），膀脱，精嚢，前立腺，上皮小体，脊髄，

坐骨神経，眼球，ハーダー腺，胸骨及び大腿骨とともに 20vol％中性緩衝ホルマリンで固定し

た．ただし，精巣及び精巣上体はブアン液で2~3時間固定後， 90vol％エタノールに再固定し，

眼球はグルタールアルデヒド・ホルマリンで 1晩固定後， 20vol％中性緩衝ホルマリンに再固定

した

5.11.2.試験群雌

上記の 5.9.2及び5.10.2．の項で採血した動物をさらに放血致死させ，妊娠黄体数及び着床数を

算定後，剖検したまた，各群の尿検査，血液学検査及び血液生化学検査を実施しなかった動
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物をペントバルビタールナトリウムの腹腔内投与(40mg/kg)による麻酔下で腹大動脈から放血

致死させ，妊娠黄体数及び着床数を算定後，剖検した．脳（大脳，小脳，延髄），下垂体，甲状

腺，胸腺，心輯，肝臓，牌臓，腎臓副腎，卵巣及び子宮は重量を測定した（電子天秤：AB204,

メトラー・トレド株式会社）．各器官重星を最終体重で除して相対重量も算出した．下垂体及び

甲状腺は 20vol％中性緩衝ホルマリンで l晩固定後，測定した．これらの器官は，肺，気管，

膵臓，唾液腺（舌下腺．顎下腺），食道，胃，十二指腸，空腸，回腸，盲腸，結腸，直腸， リン

パ節（下顎．腸間膜），膀脱，腟，上皮小体，脊髄，坐骨神経，眼球，ハーダー腺，胸骨，大腿

骨及び乳腺とともに 20vol％中性緩衝ホルマリンで固定した．ただし，眼球は，グルタールア

ルデヒド・ホルマリンで 1晩固定後， 20vol％中性緩衝ホルマリンに再固定した．

妊娠25日の午前 l0時までに分娩しなかった雌動物は，ペントバルビタールナトリウムの腹

腔内投与(40mg/kg)による麻酔下で腹大動脈から放血致死させ後に剖検し，着床の有無により妊

娠の成否を確認した上記の器官・組織は， 20vol％中性緩衝ホルマリンで固定後， 10vol％中

性緩衝ホルマリンに保存したただし，眼球は，グルタールアルデヒド・ホルマリンで 1晩固

定後， 20vol％中性緩衝ホルマリンに再固定した．

5.11.3.回復群雌

上記の 5.9.3及び5.10.3．の項で採血した動物をさらに放血致死させた後，剖検した．脳（大脳，

小脳，延髄），下垂体，甲状腺，胸腺，心臓，肝靡，牌臓，腎臓，副腎，卵巣及び子宮は重量を

測定した（霜子天秤：AB204, メトラー・トレド株式会社）．各器官重量を最終体重で除して相対

重量も算出した．下垂体及び甲状腺は 20vol％中性緩衝ホルマリンで 1晩固定後，測定した．

これらの器官は，肺，気管，膵臓，唾液腺（舌下腺．顎下腺），食道，胃，十二指腸，空腸，回

腸，盲腸，結腸，直腸， リンパ節（下顎・腸間膜），膀脱，腟，上皮小体，脊髄，坐骨神経，眼

球，ハーダー腺，胸骨，大腿骨及び乳腺とともに 20vol％中性緩衝ホルマリンで固定したた

だし，眼球は，グルタールアルデヒド・ホルマリンで 1晩固定後， 20vol％中性緩衝ホルマリン

に再固定した．

5.12.病理組織学検査

5.12.1.雄

投与期間終了時剖検例について，心臓，肺，気管，肝臓，膵靡，唾液腺（舌下腺・顎下腺），

食道，胃，十二指腸，空腸，回腸，盲腸，結腸，直腸，胸腺，牌臓，リンパ節（下顎・腸間膜），

腎臓，膀脱，精巣，精巣上体，精嚢，前立腺，下垂体，副腎，甲状腺，上皮小体，脳（大脳・小

脳・延髄），脊髄，坐骨神経，眼球，ハーダー腺，骨髄（胸骨・大腿骨）及び骨（胸骨・大腿骨）の

パラフィン包埋標本を作製した．切り出し後の器官・組織は， 10vol％中性緩衝ホルマリンで保

存した．その後対照群及び 1000mg/kg群について， HE染色組織標本を作製し，病理組織学

検査を実施したなお，精巣については， PAS-ヘマトキシリン染色組織標本も作製した．

5.12.2.試験群雌

各群とも動物番号の若い順に各6例について，心臓，肺，気管，肝臓，膵臓，唾液腺（舌下腺．
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顎下腺），食道，胃，十二指腸，空腸，回腸，盲腸，結腸，直腸，胸腺，牌臓， リンパ節（下顎．

腸間膜），腎臓，膀脱，卵巣，子宮，腟，下垂体，副腎，甲状腺，上皮小体，脳（大脳・小脳・

延髄），脊髄，坐骨神経，眼球，ハーダー腺，骨髄（胸骨・大腿骨），骨（胸骨・大腿骨）及び乳腺

のパラフィン包埋標本を作製した．切り出し後の器官・組織は， 10vol％中性緩衝ホルマリンで

保存したその後，対照群及び 1000mg/kg群の各6例について， HE染色組織標本を作製し，

病理組織学検査を実施した．

5.13.性周期

試験群雌の性周期は，投与開始日から交尾確認前日まで毎日 1回観察した．なお，発情期が

連続2日間にわたって観察された場合は 1回と計数した．

5.14.交配

14日間投与した雄と試験群雌を同一群内で 1対 lに組み合わせて同居交配した．交配期間は

14日を限度として，交尾を確認するまでの連続同居交配とした．

交尾確認は毎朝ほぼ一定時刻に行い，腟栓又は腟垢内に精子を確認した雌を交尾成立動物と

して，その日を妊娠0日として起算した

5.15.分娩状態の観察

交尾雌は自然分娩させ，分娩状態の異常の有無，分娩終了の確認を妊娠21日から妊娠25日

の午前 10時まで毎日行った．午前 10時に分娩が終了していた場合，その日を哺育0日とした．

5.16.哺育状態の観察

母動物は，哺育状態を哺育0日から 4日まで毎日 1回観察した．

5.17.児動物（F1)

5.17.1.出産時の観察

出産時に総出産児数と性，死産児数，新生児数及び外表異常の有無を観察した．死産児は，

剖検後， 20vol％中性緩衝ホルマリンで固定し， 10vol％中性緩衝ホルマリンに保存した．

5.17.2.児動物の観察

児動物は，一般状態及び死亡の有無を毎日 1回観察した．死亡児は，剖検後， 20vol％中性緩

衝ホルマリンで固定し， 10vol％中性緩衝ホルマリンに保存した．

5.17.3.体重測定

体重は，哺育 0日（出生日）及び 4日に測定した（電子天秤：PM2000, メトラー・トレド株式会

社）．
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5.17.4.剖検

生存児は，哺育4日にジエチルエーテル麻酔下で腹大動脈から放血致死させた後に剖検した．

6.統計解析

有意差検定は下記に示したように，対照群と各投与群の間で行い，危険率を 5％とし， 5％未

満(p<0.05)と 1％未満(p<0.01)とに分けて表示した．不受胎雌の交尾後の一般状態，体重，摂餌

量及び行動機能(FOB)は集計から除外した．児動物の体重は，一腹の平均を 1単位とし，一腹

の平均値と合計値を算出した

〈検定方法〉

体重（親動物，児動物），摂餌董，行動機能(FOB)の毛づくろい及び立ち上がり回数，握力，自

発運動量，尿量，尿比重，血液学検査成績，血液生化学検査成績，器官の絶対重最及び相対重

量，発情回数，交尾所要日数，妊娠期間［分娩日（哺育0日）一交尾確認町，妊娠黄体数，着床数，

着床率［（着床数／妊娠黄体数）X100],総出産児数（新生児数十死産児数），新生児数，死産児数，

分娩率［（総出産児数／着床数）X100］，児の産出率［（哺育0日の新生児数／着床数）XIOO］，出生率［（哺

育0日の新生児数／総出産児数）XIOO],哺育4日の生存児数，哺育4日の生存率［（哺育4日の生

存児数屑り育 0日の新生児数）X100],外表異常の出現率［（外表異常児数／新生児数）XIOO]及び性

比（雄／雌）は，各群で平均値及び標準偏差を算出した．その後， Bartlett法による等分散性の検定

を行い，等分散の場合にはDunnett法により行った一方，等分散と認められなかった場合は，

順位を利用したDunnett型の検定法により行った．

行動機能（FOB）（但し，毛づくろい及び立ち上がり回数を除く）及び感覚反応は，各群で平均値

及び範囲を算出した．その後，順位を利用したDunnett型の検定法により行った．

交尾率［（交尾成立動物数／同居動物数）XIOO],受胎率［（受胎雌数／交尾成立動物数）XIOO]及び出

産率［（新生児出産雌数／受胎雌数）X100]は， x2検定により行った．
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I.反復投与毒性

1.一般状態

I.I.雄（Table1-1~1-5, Appendix 1-1~1-4) 

結果

死亡例及び瀕死例は，いずれの群にも認められなかった．

Study No. 100624 

投与期間中及び回復期間中とも，一般状態の異常はいずれの群にもみられなかった．

1.2.試験群雌（Table2-1, 2-2, 3-1, 3-2及び4,Appendix 2-1~2-4,3-1~3-4及び4-1~4-4)

死亡例及び瀕死例は，いずれの群にも認められなかった．

交配開始前，交配期間中，妊娠期間中及び哺育期間中とも，一般状態の異常はいずれの群に

もみられなかった．

1.3.回復群雌（Table5-1~5-5, Appendix 5-1~5-3) 

死亡例及び瀕死例は，いずれの群にも認められなかった．

投与期間中及び回復期間中とも，一般状態の異常はいずれの群にもみられなかった．

2.体重

2.1.雄（Table6, Fig.2, Appendix 6-1~6-4) 

投与期間中には，各投与群とも対照群と比べて各測定日の体重に有意差はみられなかった．

回復期間中には，各投与群とも対照群と比べて各測定日の体重に有意差はみられなかった．

2.2.試験群雌（Table7~9, Fig.3, Appendix 7-1~7-4,8-1~8-4及び9-1~9-4)

交配開始前及び交配期間中には，各投与群とも対照群と比べて各測定日の体重に有意差はみ

られなかった．

妊娠期間中には，各投与群とも対照群と比べて各測定日の体重に有意差はみられなかった．

哺育期間中には，各投与群とも対照群と比べて各測定日の体重に有意差はみられなかった．

2.3.回復群雌（Table10, Fig.4, Appendix 10-1~10-3) 

投与期間中には，各投与群とも対照群と比べて各測定日の体重に有意差はみられなかった．

回復期間中には，各投与群とも対照群と比べて各測定日の体重に有意差はみられなかった．

3.摂餌量

3.1.雄（Table11, Fig.5, Appendix 11-1~11-4) 

投与期間中には，各投与群とも対照群と比べて各測定日の摂餌量に有意差はみられなかった．

回復期間中には， 1000mg/kg群では対照群と比べて各測定日の摂餌量に有意差はみられなか

った． 250mg/kg群では，対照群と比べて回復 5日に摂餌量の有意な低値がみられたが，投与

量に関連した変化ではないことから，投与による影響とは考えられない．
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3.2.試験群雌（Table12~14, Fig.6, Appendix 12-1~12-4, 13-1~13-4及び 14-1~14-4)

交配開始前には，各投与群とも対照群と比べて各測定日の摂餌量に有意差はみられなかった．

妊娠期間中には，各投与群とも対照群と比べて各測定日の摂餌量に有意差はみられなかった．

哺育期間中には，各投与群とも対照群と比べて測定日の摂餌星に有意差はみられなかった．

3.3.回復群雌（Table15, Fig. 7, Appendix 15-1~15-3) 

投与期間中には，各投与群とも対照群と比べて各測定日の摂餌量に有意差はみられなかった．

回復期間中には，各投与群とも対照群と比べて各測定日の摂餌量に有意差はみられなかった．

4.行動機能(FOB)

4.1.雄（Table16-1~16-6, Appendix 16-1~16-4) 

各投与群とも，各検査日のいずれの項目にも異常はみられなかった．

4.2.試験群雌（Table17-1~17-6, Appendix 17-1~17-4) 

各投与群とも，各検査日のいずれの項目にも異常はみられなかった．

4.3.回復群雌（Table18-1~18-6, Appendix 18-1~18-3) 

1000 mg/kg群では，対照群と比べて各検査日のいずれの項目にも異常はみられなかった． 250

mg/kg群では，対照群と比べて投与36日に立ち上がり回数の有意な高値がみられたが，投与量

に関連した変化ではないことから，投与による影響とは考えられない．また， 250mg/kg群で

は，投与前に立ち上がり回数の有意な高値がみられた．

5.感覚反応

5.1.雄（Table19, Appendix 19-1~19-4) 

各投与群とも，いずれの項目にも異常はみられなかった．

5.2.試験群雌（Table20, Appendix 20-1~20-4) 

各投与群とも，いずれの項目にも異常はみられなかった．

6.握力

6.1.雄（Table21, Appendix 21-1~21-4) 

各投与群とも，対照群と比べて前肢及び後肢の握力に有意差はみられなかった．

6.2.試験群雌（Table22, Appendix 22-1~22-4) 

各投与群とも，対照群と比べて前肢及び後肢の握力に有意差はみられなかった．
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7.自発運動量

7.1.雄（Table23, Appendix 23-1~23-4) 

1000及び 62.5mg/kg群では，対照群と比べて各測定項目に有意差はみられなかった． 250

mg/kg群では，対照群と比べて投与後60分に歩行量及び立ち上がり回数の有意な低値がみられ

たが，投与量に関連した変化ではないことから，投与による影響とは考えられない．

7.2.試験群雌（Table24, Appendix 24-1~24-4) 

各投与群とも，対照群と比べて各測定項目に有意差はみられなかった．

8.尿検査

8.1.投与期間終了前

8.1.1.雄（Table25-1及び25-2,Appendix 25-1~25-4) 

各投与群とも，対照群と比べて尿量及び尿比重に有意差はみられなかった．

各投与群とも，色調，pH,蛋白質，ブドウ糖，ケトン体，ビリルビン，潜血，ウロビリノー

ゲン及び沈潅は対照群とほぼ同程度であった．

8.1.2.試験群雌（Table26-1及び26-2,Appendix 26-1~26-4) 

各投与群とも，対照群と比べて尿最及び尿比重に有意差はみられなかった．

各投与群とも，色調，pH,蛋白質，ブドウ糖，ケトン体，ビリルビン，潜血，ウロビリノー

ゲン及び沈潅は対照群とほぼ同程度であった．

8.2.回復期間終了前

8.2.1.雄（Table27-1及び27-2,Appendix 27-1~27-4) 

各投与群とも，対照群と比べて尿量及び尿比重に有意差はみられなかった．

各投与群とも，色調，pH，蛋白質，ブドウ糖，ケトン体，ビリルビン，潜血，ウロビリノー

ゲン及び沈溶は対照群とほぼ同程度であった．

8.2.2.回復群雌（Table28-1及び28-2,Appendix 28-1~28-3) 

各投与群とも，対照群と比べて尿量及び尿比重に有意差はみられなかった．

各投与群とも，色調，pH，蛋白質，ブドウ糖，ケトン体，ビリルビン，潜血，ウロビリノー

ゲン及び沈澄は対照群とほぼ同程度であった．

9.血液学検査

9.1.投与期間終了時

9.1.1.雄（Table29, Appendix 29-1~29-4) 

各投与群とも，対照群と比べて各測定項目に有意差はみられなかった．
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9.1.2.試験群雌（Table30, Appendix 30-1~30-4) 

1000 mg/kg群では，対照群と比べて各測定項目に有意差はみられなかった． 250及び 62.5

mg/kg群では，対照群と比べて血小板数の有意な低値がみられたが，投与星に関連した変化で

はないことから，投与による影響とは考えられない．

9.2.回復期間終了時

9.2.1.雄（Table31, Appendix 31-1~31-4) 

各投与群とも，対照群と比べて各測定項目に有意差はみられなかった．

9.2.2.回復群雌（Table32, Appendix 32-1~32-3) 

1000 mg/kg群では，対照群と比べてリンパ球率の有意な高値及び好中球率の有意な低値がみ

られたが，軽度な変化であること，投与期間終了時にそれらの傾向は認められなかったことか

ら，投与に基づくものではないと判断される． 250mg/kg群では，対照群と比べて MCHCの有

意な高値がみられたが，投与量に関連した変化ではないことから，投与による影響とは考えら

れない．

10.血液生化学検査

IO.I.投与期間終了時

IO.I.I.雄（Table33, Appendix 33-I~33-4) 

IOOO mg/kg群では，対照群と比べて総ビリルビンの有意な低値がみられたが，軽度な変化で

あることから，毒性学的意義はないと考えられる． 250mg/kg群では，対照群と比べて各測定

項目に有意差はみられなかった． 62.5mg/kg群では，対照群と比べて Clの有意な高値，総蛋白

及び総ビリルビンの有意な低値がみられたが，投与量に関連した変化ではないことから，投与

による影響とは考えられない．

10.1.2.試験群雌（Table34, Appendix 34-1~34-4) 

各投与群とも，対照群と比べて各測定項目に有意差はみられなかった．

10.2.回復期間終了時

10.2.1.雄（Table35, Appendix 35-1~35-4) 

各投与群とも，対照群と比べて各測定項目に有意差はみられなかった．

10.2.2.回復群雌（Table36, Appendix 36-1~36-3) 

各投与群とも，対照群と比べて各測定項目に有意差はみられなかった．
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11.剖検

II.I.投与期間終了時

11.1.1.雄（Table37, Appendix 37-1~37-4) 

1000, 250及び62.5mg/kg群では，異常はみられなかった．対照群では，左精巣上体尾部に

黄白色結節が 1例にみられた．

11.1.2.試験群雌（Table38, Appendix 38-1~38-4) 

いずれの群とも，異常はみられなかった．

11.2.回復期間終了時

11.2.1.雄（Table39, Appendix 39-1~39-4) 

いずれの群とも，異常はみられなかった．

11.2.2.回復群雌（Table40, Appendix 40-1~40-3) 

いずれの群とも，異常はみられなかった．

12.器官重量

12.1.投与期間終了時

12.1.1.雄（Table41, Appendix 41-1~41-4) 

剖検日の体重は，各投与群とも対照群と比べて有意差はみられなかった．

器官重量において，各投与群とも対照群と比べて各器官の絶対重量及び相対重量に有意差は

みられなかった．

12.1.2.試験群雌（Table42, Appendix 42-1~42-4) 

剖検日の体重は，各投与群とも対照群と比べて有意差はみられなかった．

器官重量において， 1000及び250mg/kg群では対照群と比べて各器官の絶対重量及び相対重

量に有意差はみられなかった． 62.5mg/kg群では，対照群と比べて胸腺の相対重量の有意な高

値がみられたが，投与量に関連した変化ではないことから，投与による影響とは考えられない．

12.2.回復期間終了時

12.2.1.雄（Table43, Appendix 43-1~43-4) 

剖検日の体重は，各投与群とも対照群と比べて有意差はみられなかった．

器官重量において，各投与群とも対照群と比べて各器官の絶対重星及び相対重量に有意差は

みられなかった

12.2.2.回復群雌（Table44, Appendix 44-1~44-3) 

剖検日の体重は，各投与群とも対照群と比べて有意差はみられなかった．

器官重量において， 1000mg/kg群では対照群と比べて各器官の絶対重量及び相対重量に有意
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差はみられなかった． 250mg/kg群では，対照群と比べて卵巣の絶対重量及び相対重晨の有意

な低値がみられたが，投与量に関連した変化ではないことから，投与による影響とは考えられ

なVヽ．

13.病理組織学検査

13.1.投与期間終了時

13.1.1.雄（Table45, Appendix 45-1~45-2) 

肺：泡沫細胞集族が 1000mg/kg群で 1例と対照群で2例にみられた．

空腸：パイエル氏板の鉱質沈着が 1000mg/kg群で 1例にみられた．

精巣上体：リンパ細胞浸潤及び片側性精子肉芽腫が対照群で 1例にみられた．

前立腺：リンパ細胞浸潤が 1000mg/kg群で 1例にみられた．

なお，これらの変化は対照群でも通常観察される変化であること，それらの程度はいずれも

ごく軽度であること， 1000mg/kg群のそれらの出現頻度は対照群と比べて差がないことから，

偶発的変化と判断される．

その他には， 1000mg/kg群及び対照群では，心臓，気管，肝戟，膵臓，舌下腺，顎下腺，食

道，胃，十二指腸，回腸，盲腸，結腸，直腸，胸腺，牌臓，下顎リンパ節，腸間膜リンパ節，

腎臓，膀脱，精巣，精嚢，下垂体，副腎，甲状腺，上皮小体，大脳，小脳，延髄，脊髄，坐骨

神経，眼球，ハーダー腺，骨髄（胸骨・大腿骨）及び骨（胸骨・大腿骨）に異常はみられなかった．

13.1.2.試験群雌（Table46, Appendix 46-1~46-2) 

空腸：パイエル氏板の鉱質沈着が 1000mg/kg群で 1例にみられた．

牌臓：髄外造血が 1000mg/kg群で 1例と対照群で3例にみられた．

眼球：右網膜異形成が 1000mg/kg群で 1例にみられた．

なお，これらの変化は対照群でも通常観察される変化であること，それらの程度はいずれも

ごく軽度であること， 1000mg/kg群のそれらの出現頻度は対照群と比べて差がないことから，

偶発的変化と判断される．

その他には， 1000mg/kg群及び対照群では，心臓，肺，気管，肝臓，膵臓，舌下腺，顎下腺，

食道，胃，十二指腸，回腸，盲腸，結腸，直腸，胸腺，下顎リンパ節，腸間膜リンパ節，腎輯，

膀脱，卵巣，子宮，腟，下垂体，副腎，甲状腺，上皮小体，大脳，小脳，延髄，脊髄，坐骨神

経，ハーダー腺，骨髄（胸骨・大腿骨），骨（胸骨・大腿骨）及び乳腺に異常はみられなかった．

II.生殖発生毒性

1.親動物の生殖発生

I.I.発情回数（Table47, Appendix 47-1~47-4) 

交配開始前の投与期間(14日間）の発情回数は，各投与群とも対照群と比べて有意差はみられ

なかった
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1.2.交尾所要日数，交尾率，受胎雌数及び受胎率 (Table47, Appendix 47-1~47-4) 

いずれの群とも全例が交尾した．交尾率は，いずれの群とも 100.0％であった．交尾所要日数

は，各投与群とも対照群との間に有意差はみられなかった．

不受胎雌は，対照群及び 1000mg/kg群で各 l例にみられた．受胎率は，各投与群とも対照群

との間に有意差はみられなかった．

1.3.妊娠期間（Table48, Appendix 48-1~48-4) 

妊娠期間は，各投与群とも対照群と比べて有意差はみられなかった．

1.4.妊娠黄体数，着床数及び着床率 (Table48, Appendix 48-1~48-4) 

1000及び250mg/kg群では，対照群と比べて妊娠黄体数，着床数及び着床率に有意差はみら

れなかった． 62.5mg/kg群では，対照群と比べて着床率の有意な高値がみられたが，投与量に

関連したものではないことから，投与による影響とは考えられない．

1.5.出産率，分娩状態及び哺育状態（Table48及び49,Appendix 48-1~48-4及び49-1~49-4)

出産率は，いずれの群とも 100.0％であった．

分娩状態及び哺育状態において，いずれの群とも異常はみられなかった．

2.児動物(F1)

2.1.総出産児数，死産児数，哺育0日の新生児数，哺育0日の性比，分娩率，児の産出率及び

出生率（Table48, Appendix 48-1~48-4) 

1000及び62.5mg/kg群では，対照群と比べて総出産児数，死産児数，哺育0日の新生児数，

哺育 0日の性比，分娩率，児の産出率及び出生率に有意差はみられなかった． 250mg/kg群で

は，対照群と比べて分娩率及び児の産出率の有意な低値がみられたが，投与量に関連したもの

ではないことから，投与による影響とは考えられない．

2.2.児動物の一般状態，哺育4日の生存児数，哺育4日の性比，哺育4日の生存率及び外表異

常 (Table48及び50,Appendix 48-1~48-4及び50-1~50-4)

各投与群とも，対照群と比べて哺育4日の生存児数，哺育4日の性比及び哺育4日の生存率

に有意差はみられなかった

新生児の外表異常としては， 1000mg/kg群で無尾が 1例にみられたが，対照群との間に有意

差は認められず，自然発生例と考えられる．

児動物の一般状態において，いずれの群とも異常はみられなかった．

2.3.児動物の体重（Table51, Appendix 51-1~51-4) 

各投与群とも，対照群と比べて哺育0及び4日の雌雄別平均体重，哺育0及び4日の一腹平

均体重，哺育0及び4日の一腹合計体重に有意差はみられなかった．
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2.4.死亡児の剖検（Table52, Appendix 52-1~52-4) 

1000及び62.5mg/kg群並びに対照群では，異常はみられなかった． 250mg/kg群では，腹腔

内器官の欠損が 1例にみられたが，投与量に関連したものではないことから，投与による影響

とは考えられない．

2.5.生存児の剖検（Table53, Appendix 53-1~53-4) 

いずれの群とも，異常はみられなかった．

考察

プメトリゾールのラットを用いる経口投与による反復投与毒性・生殖発生毒性併合試験を行

い，雌雄動物に対する一般毒性学的影響を検討するとともに，性腺機能，交尾行動，受胎及び

分娩などの生殖行動に及ぼす影響について検討した．投与量は， 1000mg/kgを高用量とし，以

下250及び62.5mg/kgとした．

反復投与による毒性については，死亡例及び瀕死例は雌雄ともいずれの群にも認められなか

った一般状態の異常は，雌雄ともいずれの群にもみられなかった．体重及び摂餌量では，雌

雄とも投与に起因する変化はみられなかった．行動機能(FOB),感覚反応，握力及び自発運動

量では，雌雄とも投与に起因する変化はみられなかった．尿検査，血液学検査，血液生化学検

査剖検，器官重量及び病理組織学検査において，雌雄とも投与に起因する変化はみられなか

った．

親動物の生殖発生毒性については，交配開始前の投与期間(14日間）の発情回数，交尾率，交

尾所要日数，受胎雌数，受胎率，妊娠期間，出産率，分娩状態，哺育状態，妊娠黄体数，着床

数及び着床率に投与に起因する変化はみられなかった．

児動物(F1)については，総出産児数，死産児数，哺育0日の新生児数，哺育0日の性比，分

娩率，児の産出率，出生率，一般状態，哺育4日の生存児数，哺育4日の性比，哺育4日の生

存率，外表，体重及び剖検において，投与に起因する変化はみられなかった．

以上のように，ブメトリゾールの無影響量は，雌雄とも 1000mg/kg投与でいずれの項目にも

影響が認められなかったことから 1000mg/kg/dayを越えると考えられる．また，生殖発生毒性

学的な無影響量は，雌雄とも 1000mg/kg投与でいずれの項目にも影響が認められなかったこと

から 1000mg/kg/dayを越えると考えられる．児動物への無影響量は， 1000mg/kg投与で生存性

及び体重などに影響が認められなかったことから 1000mg/kg/dayを越えると考えられる．
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1) ブメトリゾール調製液の安定性確認試験（試験番号： 402024P）（株式会社日

本バイオリサーチセンター 羽島研究所）

2)-：ブメトリゾールのラットを用いる経口投与による反復投与毒性・生殖発生毒

性併合試験の予備試験（試験番号： 100624P）（株式会社日本バイオリサーチセンター 羽島研

究所）
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Attachment 1-1 

Analysis of bumetrizole (Study No. 402024P) 

Test articles: 

Method: 

Date of analysis: 

Study period 

bumetrizole (Lot No. Ol 721IW4) 

HPLC 

February 16, 2005 

Initial 

Study No. 100624 

Testing facility: Hashima Laboratory, Nihon Bioresearch Inc. 

Analytical items Results 

Content 99.5% 

Devia~o~ from_ th~ protocol: 
This analysis was conducted according to the protocol and there were no deviations 
from the protocol during the analysis. 

GLP: 
This studrwasconducted in compliance withthe OECD Guidelines for Safety Studies 
on Chemicals (OECD GLP Standards) and the Law Concerning the Examination and 
RegulationofJanufactureetc. ofChemical Substances. 
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Attachment 1-2 

Test articles: 

Method: 

Date of analysis: 

Study period 

Analysis of bumetrizole 

bumetrizole (Lot No. 01721IW4) 

HPLC 

July 28, 2005 

Final 

Study No. 100624 

Testing facility: Hashima Laboratory, Nihon Bioresearch Inc. 

Analytical items Results 

Content 100.6% 

Deviation from the protocol: 
This analysis was conducted according to the protocol and there were no deviations from the 
protocol during the analysis. 

GLP: 
This study was conducted in compliance with the OECD Guidelines for Safety Studies on 
Chemicals (OECD GLP Standards) and the Law Concerning the Examination and Regulation of 
Manufacture etc. of Chemical Substances. 
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Attachment 2 

Test article: 
Vehicle: 
Date of preparation: 
Method: 
Date of analysis: 
Storage condition: 

Testing facility: 

Results 

Study No. l 00624 
Stability and homogeneity ofbumetrizole in test preparations (Study No. 402024P) 

bumetrizole (Lot No. 01721IW4) 
0.5% Methylcellulose solution 
February 21, 2005 
HPLC 
February 21, 2005, February 22, 2005, February 28, 2005 
l)Stored at refrigeration (set at 4°C) and light-shielded conditions for 1 day 
2)Stored at room temperature (set at 23°C) and light-shielded conditions for 6 hours after being stored under refrigeration (set at 4°C) 
and light-shielded conditions for 7 days 
Hashima Laboratory, Nihon Bioresearch Inc. 

,
3
9
,
 

Concentration of Measured concentration (mg/mL) Recovery 
Residual rate to the 

bumetrizole Storage period rate 
value immediately CV 

(mg/mL) 1st 2nd 3rd Mean （％） after p（r％ep） aration （％） 

Immediately after preparation 1.974 2.000 1.981 1.985 99.3 ．． 0.7 

2 At I day after preparation1> 2.057 2.046 2.063 2.055 102.8 103.5 0.4 

At 7 days after preparation2l 2.021 2.011 2.026 2.019 101.0 101.7 0.4 

Immediately after preparation 19.98 20.22 20.10 20.10 100.5 0.6 

20 At 1 day after preparation'> 20.65 20.50 20.88 20.68 103.4 102.9 0.9 

At 7 days after preparation2> 20.74 20.67 20.68 20.70 103.5 103.0 0.2 

Immediately after preparation 197.1 198.3 198.3 197.9 99.0 0.3 

200 At 1 day after preparation1> 200.4 207.8 197.0 201.7 100.9 101.9 2.7 

At 7 days after preparation2> 192.6 195.6 196.5 194.9 97.5 98.5 1.0 

The con<;entration of each preparation was within the acceptable range (100± 10%). 
The stability of each preparation was in conformity with the regulation [Residual rate(%) to the value immediately after preparation was 90% or higher]. 
The homogeneity of each preparation was within the acceptable range (CV;S5%). 

Deviation from the protocol: 
This analysis was conducted according to the protocol and there were no deviations from the protocol during the analysis. 
GLP: 
This study was conducted in compliance with the OECD Guidelines for Safety Studies on Chemicals (OECD GLP Standards) and the Law Concerning 
the Examination and Regulation of Manufacture etc. of Chemical Substances. 



Attachment 3-1 Study No. I 00624 

Concentrations ofbumetrizole in dosing preparations 
at the start of administration 

Test article: 
Vehicle: 
Date of preparation: 
Method: 
Date of analysis: 
Testing facility: 

Resul~ 
Concentration of 
bumetrizole 
(w/v",/o) 

1.25 

5 

20 

bumetrizole (Lot No. Ol 721IW4) 
0.5 w/v% Methylcellulose solution 
May 31, 2005 
HPLC 
May 31, 2005 
Hashima Laboratory, Nihon Bioresearch Inc. 

Measured concentrations (w/v%) 

1st 2nd 3rd Mean 

1.275 1.258 1.275 1.269 

5.194 5.097 5.121 5.137 

20.56 20.72 20.08 20.45 

Recovery 
rate 
（％） 

101.5 

102.7 

102.3 

The concentration of each preparation was within the acceptable range (100± 10%). 
The homogeneity of each preparation was within the acceptable range (CV~5%). 

Deviation from the protocol: 

CV 
（％） 

0.8 

1.0 

1.6 

This analysis was conducted according to the protocol and there were no deviations from the 
protocol during the analysis. 

GLP: 
This study was conducted in compliance with the OECD Guidelines for Safety Studies on 
Chemicals (OECD GLP Standards) and Law Concerning the Examination and Regulation of 
Manufacture etc. of Chemical Substances. 
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Attachment 3-2 Study No. I 00624 

Concentrations ofbumetrizole in dosing preparations 
at the end of administration 

Test article: 
Vehicle: 
Date of preparation: 
Method: 
Date of analysis: 
Testing facility: 

Results 
Concentration of 
bumetrizole 
(w/v",/o) 

1.25 

5 

20 

bumetrizole (Lot No. 01721IW4) 
0.5 w/v°/o Methylcellulose solution 
July 5, 2005 
HPLC 
July 6, 2005 
Hashima Laboratory, Nihon Bioresearch Inc. 

Measured concentrations (w/v°,/o) 

1st 2nd 3rd Mean 

1.284 1.275 1.277 1.279 

5.130 5.100 5.071 5.100 

20.38 20.31 20.32 20.34 

Recovery 
rate 
（％） 

102.3 

102.0 

101.7 

The concentration of each preparation was within the acceptable range (I 00± I 0%). 
The homogeneity of each preparation was within the acceptable range (CV;S5%). 

Deviation from the protocol: 

CV 
（％） 

0.4 

0.6 

0.2 

This analysis was conducted according to the protocol and there were no deviations from the 
protocol during the analysis. 

GLP: 
This study was conducted in compliance with the OECD Guidelines for Safety Studies on 
Chemicals (OECD GLP Standards) and Law Concerning the Examination and Regulation of 
Manufacture etc. of Chemical Substances. 
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Table 1-1 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

Group mg/kg Number of males Days of administration 
and general signs 1 2 3 4 5 6 7 8 ， 10 11 12 13 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
Control 

゜
Number of males 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 

Normal 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 

bumetrizole 62.5 Number of males 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 

Normal 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 

250 Number of males 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 

Normal 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 

1000 Number of males 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 

Normal 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. 

,
4
2
,
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Table 1-2 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

Group mg/kg Number of males Days of administration 
and general signs l4 15 16 

＂ 
18 19 20 21 22 23 24 25 26 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
Control 

゜
Number of males 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 

Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 n 12 12 12 12 
bumetrizole 62.5 Number of males 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 

Normal 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 

250 Number of males 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 

Normal 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 

1000 Number of males 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 

Normal 12 12 12 12 12 12 12 l2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 

,
4
3
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Table 1-3 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

Group mg/kg Number of males Days of administration 
and general signs 27 28 29 30 31 32 33 34 35 36 37 38 39 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
Control 

゜
Number of males 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 

Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 l2 12 12 12 12 

bumetrizole 62.5 Number of males 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 

Normal 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 

250 Number of males 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 

Normal 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 

1000 Number of males 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 

Normal 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. 

,44, 
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Table 1-4 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

Group mg/kg Number of males Davs of administration 
and general signs 40 41 42 43 

Pre Post Pre Post Pre Post 
Control 

゜
Number of males 12 12 12 12 12 12 6 

Normal 12 12 12 12 12 12 6 
bumetrizole 62.5 Number of males 12 12 12 12 12 12 6 

Normal 12 12 12 12 12 12 6 

250 Number of males 12 12 12 12 12 12 6 

Nonnal 12 12 12 12 12 12 6 

1000 Number of males 12 12 12 12 12 12 6 

Normal 12 12 12 12 12 12 6 

Pre: Before administration, Post: after administration. 

,
4
5
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Table 1-5 General signs of male rats in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

Group mg/kg Number of males Days of recovery 
and general signs 1 2 3 4 5 6 7 8 ， 10 11 12 13 14 15 

Control 

゜
Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
bumetrizole 62.5 Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
250 Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
1000 Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

Nonnal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

,
4
6
,
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Table 2-1 General signs of female rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration 

Group mg/kg Number of females Days of叫ministration
and general signs l 2 3 4 5 6 7 8 ， 10 11 12 l3 14 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
Control 

゜
Number of females 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 
Nonna! 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 

bumetrizole 62.5 Number offemales 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 
Normal 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 

250 Number of females 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 
Normal 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 

1000 Number offemales 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 
Normal 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 administratmn. 

,
4
7
,
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Table 2-2 General signs of female rats in combined repeat dose皿dreproductive/developmental toxicity screening test ofbumetrizole by oral administration 

Group mg/kg Number offemales Days of administration 
and general signs 15* 16 

＂ 
18 19 20 21 22 23 24 25 26 27 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
Control 

゜
Number of females 12 12 10 10 7 7 6 6 

゜゚゜゚゜゚゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Normal 12 12 10 10 7 7 6 6 ．． • 一
-
一 一 — 
-
一
． 
一
-

bumetrizole 62.5 Number of females 12 12 7 7 3 3 1 1 

゜゚゜゚゜゚゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Normal 12 12 7 7 3 3 l 1 
一
-
一 一 一

-
一

. ．． -
250 Number offemales 12 12 ， ， 8 8 4 4 

゜゚゜゚゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Normal 12 12 ， ， 8 8 4 4 
一 • - ．． 

一 • 一 一 一 一
． 
一

1000 Number offemales 12 12 8 8 4 4 4 4 1 1 l l I 1 1 1 1 1 1 l 1 l 1 l l 1 
Normal 12 12 8 8 4 4 4 4 1 1 1 l I 1 1 1 I 1 1 1 1 1 l 1 l 1 

Pre: Before administration, Post: after administration. 
•: Start of pairing. 

,
4
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Table 3-1 General signs of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

Group mg/kg Number of dams Days of pregnancy 
and general signs 

゜
1 2 3 4 5 6 7 8 ， 10 11 12 13 14 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
Control 

゜
Number of dams 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 
Normal 11 11 11 11 11 11 11 11 11 11 11 11 11 11 ll 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 

bumetrizole 62.5 Number of dams 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 
Normal 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 

250 Number of dams 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 
Normal 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 

1000 Number of dams 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 ll 11 11 11 11 
Normal 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 

Pre: Before administration, Post: after administration. 

,
4
9
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Table 3-2 General signs of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test ofburnetrizole by oral administration 

Group mg/kg Nwnber of dams Days of pregnancy 
and general signs 1 5 16 17 18 19 20 21 22 23 24 25 

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

Control 

゜
Number of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 3 3 

゜゚゜゚゜Normal 11 11 11 11 11 11 11 11 11 11 11 11 11 11 3 3 ．． 
一 • 

bumetrizole 62.5 Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 

゜゚゜゚゜Nonna! 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 . 
一 一 • 

250 Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4 

゜゚゜゚゜Nonna! 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4 
一

． 
1000 Number of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 3 3 

゜゚゜゚゜Normal ll 11 11 11 11 11 11 11 11 11 11 11 11 11 3 3 --
一

Pre: Before administration, Post: after administration. 

,
5
0
,
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Table 4 General signs of dams during lactation in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration 

Group mg/kg Number of dams Days of lactation 
and general signs 

゜
I 2 3 4 5 6 7 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
Control 

゜
Number of dams 11 11 11 11 11 11 ll 11 11 11 11 11 11 11 11 
Nonnal 11 11 11 11 11 ll 11 11 11 11 11 11 11 11 11 

bumetrizole 62.5 Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

250 Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

1000 Number of dams 11 11 11 11 l l 11 11 11 11 11 11 11 11 11 11 

Normal 11 11 l l 11 11 11 11 11 11 11 11 11 11 11 l l 

Pre: Before administration, Post: after administration. 

,
5
1
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Table 5-1 General signs offemale rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

Group mg/kg Number of females Days of administration 
and general signs 1 2 3 4 5 6 7 8 ， 10 11 12 13 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
Control 

゜
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
Nonnal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

bumetrizole 250 Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

1000 Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

Pre: Before administration, Post: after administration. 

,
5
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Table 5-2 General signs offemale rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

Group mg/kg Number of females Days of administration 
and general signs l4 15 16 17 18 19 20 21 22 23 24 25 26 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
Control 

゜
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

bumetrizole 250 Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

1000 Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

Pre: Before administration, Post: after administration. 
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Table 5-3 General signs offemale rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test ofburnetrizole by oral administration 

Group mg/kg Number offemales Days of administration 
and general signs 27 28 29 30 31 32 33 34 35 36 37 38 39 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
Control 

゜
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

bumetrizole 250 Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
Nonnal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

1000 Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

Pre: Before administration, Post: after administration. 
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Table 5-4 General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

Group mg/kg Number of females Days of administration 
and general signs 40 41 42 

Pre Post Pre Post Pre Post 
Control 

゜
Number of females 6 6 6 6 6 6 
Normal 6 6 6 6 6 6 

bumetrizole 250 Number of females 6 6 6 6 6 6 
Normal 6 6 6 6 6 6 

1000 Number of females 6 6 6 6 6 6 
Nonna! 6 6 6 6 6 6 

Pre: Before administration, Post: after administration. 

,
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Table 5-5 General signs of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

Group mg/kg Number of females Days of recovery 
and general si皿s l 2 3 4 5 6 7 8 ， 10 11 12 13 14 15 

Control 

゜
Number offemales 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

bumetrizole 250 Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

1000 Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

,
5
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Table 6 Body weights of male rats in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

,
5
7
,
 

Group Control bumetrizole 
mg/kg 

゜
62.5 250 1000 

Number of males 12 12 12 12 

Days of administration 
I 381 土 12 380± 11 381 士 12 380 士 13 

4 395 士 14 392± 12 389 士 13 389 士 12 

8 409 士 20 404± 14 401 士 14 404 士 13 

11 419 士 20 415 士 18 410 士 15 415 土 15 

15 429 士 22 425 士 17 420 士 18 422 士 16 

18 434 士 23 434 士 22 427 士 19 429 士 18 

22 446 士 23 446:!: 22 442 士 20 442 士 18 

25 456 士 25 457 士 23 452 士 23 454 士 21 

29 469 士 26 468 士 24 465 士 23 463 士 24 

32 477 士 28 477 士 23 473 士 23 472 土 24 

36 488 士 30 488 士 24 484 士 26 481 土 24 

39 495 士 31 493 士 25 489 士 26 490 土 24 

42 496 士 32 497 士 26 487 士 26 490± 22 

Number of males 6 6 6 6 
Days of recovery 

1 507 士 30 504 士 26 494 士 35 493 土 30 

4 514 士 32 512 士 30 499 士 36 499 土 28 

8 523 士 30 522 士 27 508 士 38 507 士 30 

11 526 士 31 529 士 28 513 土 39 509 士 32 

14 535 士 31 540 士 29 521 士 38 519 士 32 

Each value shows mean (g)士 S.D.
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Table 7 Body weights of female rats in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

Group Control bumetrizole 
mg/kg 

゜
62.5 250 1000 

Number offemales 12 12 12 12 

Days of administration 
1 250:!: 7 250 士 7 251 士 6 249 士 8 

4 259 士 13 256 士 ， 257 士 6 256 士 10 

8 269 士 15 266 士 10 266 士 7 264 士 ， 
11 272 士 19 269 士 8 266 士 ， 265 士 10

15 281 士 21 277 士 ， 273 士 10 272 士 11

18 280 士 10 (6) 307 (1) 284 士 12 (4) 279 士 13 (4) 

22 . 
一

323 (1) 

25 
一

335 (I) 

Each value shows mean (g)士S.D.
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Table 8 Body weights of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

Group Control bumetrizole 
mg/kg 

゜
62.S 250 1000 

Number of dams 11 12 12 11 

Days of pregnancy 

゜
285 士 18 278 士 13 278 士 13 278 士 20 

7 324 士 18 319 士 16 316 士 20 316 士 20 

14 359 士 21 354 士 19 351 士 29 351 士 24 

21 444:!: 27 444 士 27 443 士 37 443 士 33 

Each value shows mean (g)士S.D.
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5
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Table 9 Body weights of dams during lactation in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

Group Control bumetrizole 
mg/kg 

゜
62.5 250 1000 

Number of dams 11 12 12 11 

Days of lactation 

゜
334 士 25 325 士 24 330 土 35 322 土 29 

4 351 士 27 347 土 19 343 士 26 349 士 30 

6 335 士 19 332 士 22 334 士 31 327 士 31 

Each value shows mean (g)士S.D.

,
6
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Table 10 Body weights offemale rats (recovery group) in combined repeat dose and reproductive/developmental 
toxicity screening test ofbumetrizole by oral administration 

,
6
1
 

Grouo Control bumetrizole 

m述 2

゜
250 1000 

Number of females 6 6 6 

Days of administration 
l 257 士 7 258 士 6 257 士 7 

4 259 士 13 267 士 11 263 士 11 

8 268 士 11 277 士 15 273 士 17 

11 270 士 10 279:I: 17 276 士 15 

15 278 士 12 288 士 17 279 士 16 

18 286 士 13 298 士 17 285 士 13 

22 293 士 15 305 士 22 293 士 12 

25 299 士 16 311± 20 296 士 11 

29 307 士 19 316 士 22 303 士 12 

32 304 士 17 317 土 25 301 士 ， 
36 310 士 20 324 士 24 304 士 ， 
39 319 士 19 325 士 25 310 士 14 

42 322 士 20 328 土 27 315 士 15 

Number of females 6 6 6 

Days of recovery 
1 319 士 22 327 士 25 309 土 13 

4 326 士 24 333 士 26 319 士 13 

8 333 士 25 338 士 25 321 士 12 

l l 334 士 23 344 士 21 322 土 ， 
14 337 士 27 348 士 22 325 士 8 

Each value shows mean (g)士S.D.
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Table 11 Food consumption of male rats in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

,
6
2
 

Group Control bumetrizole 
m述g

゜
62.5 250 1000 

Number of males 12 12 12 12 

Days of administration 
2 25 士 3 26 士 3 24 士 3 26 士 3 

5 25 士 3 25 士 2 25 士 2 25 士 3 ， 24 士 2 25 士 2 24 士 2 25 士 3 

12 25 士 2 26 士 2 25 士 3 26 士 4 

30 26 士 2 26 士 2 25 士 3 26 士 3 

33 25 士 2 26 士 3 26 士 3 25 士 2 

37 26 士 2 26 士 2 26 士 2 27 士 2 

40 25 士 2 26 士 3 24 士 2 26::!: 2 

Number of males 6 6 6 6 

Days of recovery 
2 24 士 2 24 士 2 23 士 2 23 士 2 

5 24 士 2 23 士 l 22 士 l * 22 士 1 ， 26 士 3 26 士 2 26 士 3 25 士 2 

12 27 士 3 27 土 1 27 士 2 27 士 3 

Each value shows mean (g/day)士S.D.

Significantly different from control group (•: P<0.05). 
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Table 12 Food consumption offemale rats in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

Group Control bumetrizole 
m述g

゜
62.5 250 1000 

Number of females 12 12 12 12 

Days of administration 
2 19 士 2 19 士 3 18 士 4 19 士 2 

5 20 土 2 20 士 3 20 士 3 19 土 4 ， 19 士 3 19 士 3 18 士 3 18 士 4 

12 20 士 3 19 士 3 19:!:: 3 18± 3 
Each value shows mean (g/day)士S.D.
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Table 13 Food consumption of dams during pregnancy in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

Group Control bumetrizole 
m述g

゜
62.5 250 1000 

Number of dams 11 12 12 11 
Days of pregnancy 

2 22 士 3 22士 2 21 士 3 22 土 2 ， 23 士 3 25 士 4 30士 22 24士 3 
16 24士 3 25 士 4 25::!: 4 24士 3 
20 22士 3 23 士 3 22士 3 23 士 4 

Each value shows mean (g/day)士S.D.

＇全＇
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Table 14 Food consumption of dams during lactation in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

Group Control bumetrizole 
mg/kg 

゜
62.5 I 250 l 1000 

Number of dams 11 12 I 12 | 11 
Days of lactation 

2 I 30士 6 30:I: 3 27士 5 33 士 5 
Each value shows mean (g/day)士S.D.
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Table 15 Food consumption of female rats (recovery group) in combined repeat dose and reproductive/developmental 
toxicity screening test of bumetrizole by oral administration 

,
6
6
,
 

Group Control bumetrizole 
mg/kg 

゜
250 1000 

Number of females 6 6 6 

Days of administration 
2 18 士 3 19 士 3 17 士 3 

5 19± l 18 士 3 20 士 4 ， 18 士 2 17 士 4 19 土 3 

12 17 士 3 20 士 3 16 士 3 

16 17 士 3 19 士 3 14 士 3 

19 20 士 3 20 士 4 17 士 3 

23 18 士 2 18 士 4 17 士 2 

26 20 士 3 21 士 4 19 士 3 

30 18 士 4 18 士 4 18 士 2 

33 21 士 1 22 士 2 23 士 3 

37 18 士 2 17 士 l 18 士 2 

40 18 士 3 20 士 3 18 士 3 

Number of females 6 6 6 

Days of recovery 
2 20 士 3 21 士 3 18:!: 2 

5 22 士 4 19 士 4 20 士 2 ， 21 士 4 20 士 4 19 士 3 

12 23 士 6 19 士 4 20 士 4 

Each value shows mean (g/day)士S.D.
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Table 16-1 FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration 

,
6
7
,
 

Grouo Control bumetrizole 
m“kg 

゜
62.S 250 1000 

Number of males 12 12 12 12 

Observation of animals in cages 
Posture Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Mean (range) Day7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day 14 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day21 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day28 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day35 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day41 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Palpebral closure Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day7 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 14 I O (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day21 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day28 1.0 (I) 1.0 (I) 1.0 (I) I O (I) 

Day35 IO (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day41 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Biting behavior Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day7 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Day 14 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day21 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day28 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day35 1.0 {I) 1.0 (I) I O (I) 1.0 (I) 

Day41 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Clonic convulsions Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Mean (range) Day7 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 14 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day21 I O (I) 1.0 (I) IO (I) 1.0 (I) 

Day28 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Day35 1.0 (I) 1.0 (I) IO (I) 1.0 (I) 
Day41 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Findings were graded as follows 
Posture I: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping. 
Palpebral closure I: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed 
Biting behavior I: Not observed, 2: observed. 
Clonic convulsions I: Not observed, 2: jaw convulsions, 3: tremor. 



Study No. I 00624 

Table 16-2 FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration 

Group Control bumetrizole 
mg/kg 

゜
62.5 250 1000 

Number of males 12 12 12 12 

Observation of animals in cages 
Tonic convulsions Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day7 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 14 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day21 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day28 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 35 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day41 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Findings were graded as follows 
Tonic convulsions I: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxia! convulsions. 
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Table 16-3 FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration 

,
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Group Control bumetrizole 
m叫g

゜
62.5 250 1000 

Number of males 12 12 12 12 
Observation of animals on observer's palm 
Ease of removal from cage Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 
Mean (range) Day7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day 14 2.0 (2) 2,0 (2) 2.0 (2) 2.0 (2) 

Day21 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day28 2.0 (2) 2.0 (2) 2 0 (2) 2.0 (2) 

Day35 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 
Day41 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Ease of handling Pre 2.0 (2) 2.0 (2) 2.0 (2) 2 0 (2) 
Mean (range) Day7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day 14 20 (2) 2.0 (2) 2.0 (2) 2.0 (2) 
Day21 2.0 (2) 2.0 (2) 2.0 (2) 2,0 (2) 
Day28 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 
Day35 20 (2) 2.0 (2) 2 0 (2) 2.0 (2) 
Day41 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Muscle tone Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 
Mean (range) Day7 2.0 (2) 2 0 (2) 2 0 (2) 2.0 (2) 

Day 14 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 
Day21 2 0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 
Day28 2.0 (2) 2.0 (2) 2.0 (2) 2 0 (2) 
Day35 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 
Day41 2.0 (2) 2.0 (2) 2.0 (2) 2 0 (2) 

Fur conditions Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Mean (range) Day7 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 14 1.0 (I) 1.0 (I) 1.0 (I) IO (I) 
Day21 1.0 (I) IO (I) I O (I) 1.0 (I) 
Day28 1.0 (I) 1.0 (I) 1.0 (I) IO (I) 
Day35 1.0 (I) 1.0 (I) IO (I) 1.0 (I) 
Dav41 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Findings were graded as follows 
Ease of removal from cage 
Ease of handling 
Muscle tone 
Fur conditions 

I: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch. 
I: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand. 
l:D四 eased,2: normal, 3: increased. 
I: Normal, 2: slightly soiled, 3: markedly soiled. 
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Table 16-4 FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration 

,
7
0
,
 

Group Control bumetrizole 
mg/kg 

゜
62.5 250 1000 

Number of males 12 12 12 12 
Observation of animals on observer's palm 
Lacrimat1on Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day7 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 14 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day21 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day28 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Day35 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Day41 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Salivation Pre 1.0 (I) IO (I) 1.0 (I) IO (I) 
Mean (range) Day7 1.0 (I) IO (I) IO (I) I O (I) 

Day 14 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day21 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day28 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day35 1.0 (I) 1.0 (I) I O (I) 1.0 (I) 

Day41 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Respiration Pre I O (I) 1.0 (I) 1.0 (I) I O (I) 
Mean (range) Day7 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 14 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Day21 1.0 (I) IO (I) 1.0 (I) 1.0 (I) 
Day28 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Day 35 1.0 (I) 1.0 (I) IO (I) 1.0 (I) 

Dav41 1.0 (I) 1.0 (I) 1.0 (I) 1.0 { I) 
Findings were graded as follows 

Lacrimation I: None, 2: mild, 3: marked 
Salivation I: None, 2: mild, 3: marked. 

Respiration I: Normal, 2: bradypnea, 3: dyspnea. 
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Table 16-5 FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration 

,
7
1
 

Group Control bumctrizole 
mg/kg 

゜
62.5 250 1000 

Number of males 12 12 12 12 

Open-field test 
Frequency of rearing Pre 8.8:I: 4.5 7.0 士 4.0 7.3:!: 5.1 4.9 ± 4.1 

Mean士S.D Day7 3.3 士 3.0 1.8士 2.1 2.7 士 3.1 3.7 土 4.9 

Day 14 2.0 土 2.3 29 士 3.3 1.0 士 1.7 38 士 3.7 

Day21 2.3士 2.5 2.5 士 2.5 2.1 :I: 3.2 2.4 士 2.5 

Day28 33 士 2.9 3.3士 4.9 4,1 士 4.3 3.3:!: 2.6 

Day35 3.4士 3.5 2.8 土 3.1 3.2 士 2.7 2.5 士 2.5 

Day41 5.1 士 4.3 2.7 士 3.7 4.0 士 3.5 5.0 士 37 

Frequency of grooming Pre 0.0 士 0.0 0.0 士 0.0 0.0 士 0.0 0.0 士 0,〇

Mean士S.D. Day7 0.0 士 0.0 0.0 士 0.0 0.0 士 0.0 0.0 士 0,〇

Day 14 0.1 士 0.3 0.0 士 0.0 00 士 0.0 0.0 士 0.0 

Day21 0.0 士 0.0 0.0 土 0.0 0.0 士 0.0 0.0± 0.0 

Day28 0.0 士 0.0 00 土 0,〇 0.0 士 0.0 0,0 土 00 

Day35 0.0 士 0.0 0.0:I: 0.0 0.0 士 0.0 0.0 士 0.0 

Day41 0.0 士 0.0 0.0 士 0.0 0,0:!: 0.0 0.0 士 00 

Gait Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day7 1.0 (I) 1.0 (I) 1.0 (I) I 0 (I) 

Day 14 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day21 I 0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day28 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day35 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day41 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Palpebral closure Pre 1.0 (I) 1.0 (I) I 0 (I) 1.0 (I) 
Mean (range) Day7 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 14 1.0 (I) 1.0 (I) 1.0 (I) I 0 (I) 

Day21 1.0 (I) I 0 (I) 1.0 (I) 1.0 (I) 
Day28 1.0 (I) 1.0 (I) 1.0 （）） 1.0 (I) 
Day35 1.0 （）） 1.0 (I) 1.0 (I) 1.0 (I) 
Day41 1.0 (I) I 0 (I) 1.0 (I) 1.0 { I) 

Frequency of rearing (during a 2-minute period). 
Frequency of grooming (during a 2-minute period). 
Findings were graded as follows 
Gait 

Palpebral closure 

I: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended, 
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe. 
I: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 
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Table 16-6 FOB of male rats in combined repeat dose and reproductive/developmental toxicity screening test of bumetrizole by oral administration 

,72 

Group Control bumetrizole 
mg/kg 

゜
62,5 250 1000 

Number of males 12 12 12 12 
Open-field test 
Consciousness Pre 2.0 (2) 2.0 (2) 2.0 (2) 2 0 (2) 
Mean (range) Day7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day 14 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day21 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day28 2.0 (2) 2.0 (2) 2 0 (2) 2.0 (2) 

Day35 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day41 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Behavioral abnonnalities Pre IO (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day7 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 14 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day21 1.0 (I) I O (I) 1.0 (I) 1.0 (I) 

Day28 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day35 IO (I) I O (I) 1.0 (I) 1.0 (I) 

Day41 IO (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Righting reflex Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day7 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 14 IO (I) 1.0 (I) IO (I) 1.0 (I) 

Day21 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day28 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day35 I O (I) 1.0 {I) 1.0 (I) 1.0 (I) 

Dav41 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Findings were graded as follows 
Consciousness 
Behavioral abnormalities 
Righting reflex 

I: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically. 
I: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing. 
I: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself. 
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Table 17-1 FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

,
7
3
 

Grouo Control bumetrizole 
m叫 IZ

゜
62.5 250 1000 

Number offemales 12 12 12 12 
Observation of animals in cages 
Posture Pre 2,0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 
Mean (range) Day8 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day 15 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 
Day I of pregnancy 2.0 (2) [II] 2.0 (2) 2.0 (2) 2.0 (2) [II] 
Day 8 of pregnancy 2.0 (2) [II] 2.0 (2) 2.0 (2) 2.0 (2) [II] 
Day 15 of pregnancy 2.0 (2) [II] 2.0 (2) 2.0 (2) 2.0 (2) [II] 
Day 3 oflactation 2.0 (2) [II] 2.0 (2) 2.0 (2) 2.0 (2) (11] 

Palpebral closure Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Mean (range) Day8 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Day I of pregnancy 1.0 (I) [Ill 1.0 (I) 1.0 (I) 1.0 (I) [II] 
Day 8 of pregnancy 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [II] 
Day 15 of pregnancy 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [II] 
Day 3 oflactation 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [II] 

Biting behavior Pre IO (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Mean (range) Day8 1.0 (I) 1.0 (I) IO (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) IO (I) 1.0 (I) 
Day I of pregnancy 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [II) 
Day 8 of pregnancy 1.0 (I) [II] IO (I) 1.0 (I) 1.0 (I) [JI] 
Day 15 ofpregnancy 1.0 (I) [11) 1.0 (I) 1.0 (I) 1.0 (I) [II) 
Day 3 oflactation 1.0 (I) [Ill IO (I) 1.0 (I) 1.0 (I) [11) 

Clonic convulsions Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Mean (range) Day 8 1.0 (I) I O (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) I O (I) 1.0 (I) 
Day I of pregnancy 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [II) 
Day 8 of pregnancy 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [II) 
Day 15 of pregnancy 1.0 (I) [II] 1.0 (I) I O (I) I O (I) [11) 
Dav 3 oflactation IO (I) [II] 1.0 { I) l.0 (1) 1.0 <I) 「111

Figures in parentheses [ ] indicate number offemales. 
Findings were graded as follows 
Posture I: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping. 
Palpebral closure I : Eyelids open nom叫ly,2: eyelids half.-closed, 3: eyelids closed. 
Biting behavior I : Not observed, 2: observed. 
Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor. 
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Table 17-2 FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

Group Control bumetrizole 
m叫ぼ

゜
62.5 250 1000 

Number of females 12 12 12 12 
Observation of animals in cages 
Tonic convulsions Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Mean (range) Day8 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day I of pregnancy 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [II) 

Day 8 of pregnancy 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [11) 

Day I 5 of pregnancy 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [11) 

Dav 3 of lactation 1.0 (I) 「111 1.0 (I) 1.0 (I) 1.0 (I) [II] 

Figures in parentheses [) indicate number of females. 
Findings were graded as follows 
Tonic convulsions I: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxia(convulsions. 

,
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,
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Table 17-3 FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

,
7
5
 

Group Control bumetrizole 
m叫 IZ

゜
62. 5 250 1000 

Number of females 12 12 12 12 

Observation of animals on observer's palm 
Ease of removal from cage Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Mean (range) Day 8 2.0 (2) 2,0 (2) 2.0 (2) 2.0 (2) 

Day 15 2,0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day I of pregnancy 2.0 (2) [II) 2.0 (2) 2.0 (2) 2.0 (2) [II] 

Day 8 of pregnancy 2.0 (2) [I I] 2.0 (2) 2.0 (2) 2.0 (2) [I I] 

Day 15 of pregnancy 2.0 (2) [11) 2.0 (2) 2.0 (2) 2,0 (2) [I I] 

Day 3 of lactation 2.0 (2) [II] 2.0 (2) 2.0 (2) 2.0 (2) [I I] 

Ease of handling Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Mean (range) Day8 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day 15 2.0 (2) 2.0 (2) 2.0 (2) 2 0 (2) 

Day I of pregnancy 2.0 (2) [II] 2.0 (2) 2.0 (2) 2.0 (2) [11) 

Day 8 of pregnancy 2.0 (2) [II] 2.0 (2) 2.0 (2) 2.0 (2) [Ill 
Day 15 of pregnancy 2.0 (2) [II] 2.0 (2) 2.0 (2) 2.0 (2) [II] 

Day 3 of lactation 2.0 (2) [It] 2 0 (2) 2.0 (2) 2.0 (2) [11) 

Muscle tone Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Mean (range) Day 8 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day 15 2 0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day I of pregnancy 2.0 (2) [II] 2.0 (2) 2.0 (2) 2.0 (2) [II) 

Day 8 of pregnancy 2.0 (2) [JI] 2.0 (2) 2 0 (2) 2 0 (2) [II] 

Day 15 of pregnancy 2.0 (2) [II] 2.0 (2) 2.0 (2) 2.0 (2) [II] 

Day 3 oflactation 2.0 (2) [II] 2.0 (2) 2.0 (2) 2.0 (2) [II] 

Fur conditions Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day 8 1.0 (I) 1.0 (I) I O (I) I O (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Day I of pregnancy 1.0 (I) [Ill 1.0 (I) 1.0 (I) 1.0 (I) [II] 

Day 8 of pregnancy 1.0 (I) [II) 1.0 (I) 1.0 (I) 1.0 (I) [II] 

Day 15 of pregnancy 1.0 (I) [Ill 1.0 (I) 1.0 (I) 1.0 (I) [II] 

Dav 3 of lactation 1.0 (I) r l l l 1.0 <I) 1.0 (I) 1.0 (I) I I I l 

Figures in parentheses [ ] indicate number offemales. 
Findings were graded as follows 
Ease of removal from cage I: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch. 
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand. 
Muscle tone I: Decreased, 2: nonnal, 3: increased. 
Fur conditions 1: Nonnal, 2: slightly soiled, 3: markedly soiled. 
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Table 17-4 FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

,
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Group Control bumetrizole 
mg/kg 

゜
62.S 250 1000 

Number of females 12 12 12 12 
Observation of animals on observer's palm 
Lacrimation Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Mean (range) Day8 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day I of pregnancy 1.0 (I) [11] IO (I) 1.0 (I) 1.0 (I) [II) 

Day 8 of pregnancy 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [II] 

Day 15 of pregnancy 1.0 (I) [II) 1.0 (I) 1.0 (I) 1.0 (I) [II) 

Day 3 of lactation 1.0 (I) [II) 1.0 (I) 1.0 (I) 1.0 (I) (11] 

Salivation Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day8 1.0 (I) I O (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day I of pregnancy 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [II) 

Day 8 of pregnancy 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [Ill 
Day 15 of pregnancy 1.0 (I) [II) 1.0 (I) 1.0 (I) 1.0 (I) [II] 

Day 3 oflactation 1.0 (I) [II) 1.0 (I) 1.0 (I) 1.0 (I) [II] 

Respiration Pre 1.0 (I) IO (I) 1.0 (I) 1.0 (I) 

Mean (range) Day8 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) I O (I) 

Day I of pregnancy 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [II] 

Day 8 of pregnancy IO (I) (11) 1.0 (I) IO (I) 1.0 (I) [11) 

Day 15 of pregnancy 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [11) 

Day 3 of lactation 1.0 (I) r l l l 1.0 (I) I O (I) 1.0 (I) I l l l 
Figures in parentheses [ ] indicate number of females. 
Findings were graded as follows 
Lacrimation I: None, 2: mild, 3: marked. 
Salivation I: None, 2: mild, 3: marked 
Respiration I: Normal, 2: bradypnea, 3: dyspnea. 
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Table 17-5 FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

,
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Group Control bumetrizole 
m叫g

゜
62.S 250 1000 

Number of females 12 12 12 12 

Open-field test 
Frequency of rearing Pre 9.3 士 4.8 8.8 士 4.3 8.4 土 S.2 9.8 士 5.4 
Mean土S.D Day8 7.5 士 3.8 8.5 士 2.9 6.2 土 4.7 8.9 士 5, 7 

Day 15 5.7 士 4.9 7.4 土 4.6 6.0 土 3.2 9.0 士 7.4 
Day I of pregnancy 3.7 士 2.6 [II) 6.3 士 3.8 4.4 士 3.9 5.2 士 3.8 [II) 

Day 8 of pregnancy 7.8 士 4.8 (11) 6.1 土 3.6 7.1 土 3.2 6.7 士 4.7 [II) 

Day I 5 of pregnancy 6.3 士 5.8 [JI] 6.4 士 3.8 6.4 士 4.9 8.5 士 5.4 (11] 
Day 3 of lactation S.9 士 4.6 [II] 5.7 士 2.7 5.2 士 3.7 5.2 土 3.9 [II] 

Frequency of grooming Pre 0.0 土 0.0 0.0 土 0.0 0.2 士 0.6 0.1 土 0.3 
Mean土S.D. Day8 0.0 土 00 0.0 士 0.0 0,0 士 0.0 0.0 士 0.0 

Day 15 0.0 士 00 0,0士 0.0 0.0 士 0.0 0.0 士 0.0 

Day I of pregnancy 0.0 士 00 [II] 0.0 士 0.0 0.0 士 0.0 0.0 土 0.0 [II) 

Day 8 of pregnancy 0.0 士 0.0 [II] 00 士 0.0 00 士 0.0 0.3 士 0.6 (11) 

Day 15 of pregnancy 0.0 土 0.0 [II] 0.0 士 0.0 0.0 士 0.0 0.0 士 0.0 [Ill 
Day 3 of lactation 0.5 土 09 [II] 0.3 士 0.7 0.5 士 0.9 0.1 土 0.3 [Ill 

Gait Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 
Mean (range) Day8 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day I of pregnancy 1.0 (I) [11] 1.0 (I) 1.0 （）） 1.0 (I) [II) 

Day 8 of pregnancy 1.0 (I) [II) 1.0 (I) 1.0 （）） 1.0 (I) [II) 

Day 15 of pregnancy 1.0 (I) [II) 1.0 (I) 1.0 (I) 1.0 (I) [II] 

Day 3 of lactation 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [II] 

Palpebral closure Pre 1.0 (I) 1.0 (I) 1,〇 (I) I 0 （］） 
Mean (range) Day 8 1.0 (I) 1.0 (I) 1.0 （）） I 0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 1,〇 （）） 

Day I of pregnancy 1.0 (I) [Ill 1.0 (I) 1.0 （）） 1.0 (I) (11) 

Day 8 of pregnancy 1.0 (I) [II) 1.0 （）） 1.0 (I) 1.0 (I) [II) 

Day 15 of pregnancy 1.0 (I) [II) 1.0 （）） 1.0 (I) 1.0 (I) [II) 

Day 3 of lactation 1.0 (I) [II] I 0 (I) 1.0 (I) 1.0 （）） [II] 

Figures in parentheses [ ] indicate number of females. 
Frequency of rearing (during a 2-minute period). 
Frequency of grooming (during a 2-minute period). 
Findings were graded as follows 
Gait 

Palpebral closure 

I: Nonnal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended, 
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe. 
I: Eyelids open nonnally, 2: eyelids half-closed, 3: eyelids closed. 
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Table 17-6 FOB of female rats in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

,
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Group Control bumetrizole 
m叫g

゜
62.5 250 1000 

Number of females 12 12 12 12 
Open-field test 
Consciousness Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Mean (range) Day 8 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day 15 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Day I of pregnancy 2.0 (2) [II) 2.0 (2) 2.0 (2) 2.0 (2) [II] 

Day 8 of pregnancy 2.0 (2) [II) 2.0 (2) 2.0 (2) 2.0 (2) [II] 

Day 15 of pregnancy 2.0 (2) [II] 2.0 (2) 2.0 (2) 2.0 (2) ())] 

Day 3 of lactation 2.0 (2) [II] 2.0 (2) 2.0 (2) 2.0 (2) [II) 

Behavioral abnonnahties Pre IO (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day8 1、0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day I of pregnancy 1.0 (I) [II) 1.0 (I) 1.0 (I) 1.0 (I) [JI] 

Day 8 of pregnancy 1.0 (I) [It] 1.0 (I) 1.0 (I) 1.0 (I) [II] 

Day 15 of pregnancy 1.0 (I) [II] 1.0 (I) 1.0 (I) IO (I) [II) 

Day 3 of lactation 1.0 (I) [JI] 1.0 (I) I O (I) 1.0 (I) [JI] 

Righting reflex Pre 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day8 1.0 (I) 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) I O (I) 

Day I of pregnancy IO (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [II) 

Day 8 of pregnancy 1.0 (I) [II] 1.0 (I) 1.0 (I) 1.0 (I) [11] 

Day 15 of pregnancy 1.0 (I) [!!] 1.0 (I) 1.0 (I) 1.0 (I) [JI] 

Day 3 of lactation 1.0 (I) (11] 1.0 (I) 1.0 (I) 1.0 (I) r l l l 
Figures in parentheses [ ] indicate number of females. 
Findings were graded as follows 
Consciousness I: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically. 
Behavioral abnormalities I: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing. 
Righting reflex I: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself. 



Study No. I 00624 

Table 18-1 FOB offemale rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 
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Group Control bumetrizole 
mg/kg 

゜
250 1000 

Number offemales 6 6 6 
Observation of animals in cages 
Posture Pre 2.0 (2) 2.0 (2) 2.0 (2) 

Mean (range) Day8 2.0 (2) 2.0 (2) 2.0 (2) 

Day 15 2.0 (2) 2.0 (2) 2.0 (2) 

Day22 2.0 (2) 2.0 (2) 2.0 (2) 

Day29 2.0 (2) 2.0 (2) 2.0 (2) 

Day36 2.0 (2) 2.0 (2) 2.0 (2) 

Day42 2.0 (2) 2.0 (2) 2.0 (2) 

Palpebral closure Pre 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day8 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 

Day22 1.0 (I) 1.0 (I) 1.0 (I) 

Day29 I O (I) 1.0 (I) 1.0 (I) 

Day36 1.0 (I) 1.0 (I) 1.0 (I) 

Day42 1.0 (I) 1.0 (I) 1.0 (I) 

Biting behavior Pre 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day8 1.0 (I) 1.0 (I) I O (I) 

Day 15 1.0 (I) IO (I) 1.0 (I) 

Day22 1.0 (I) 1.0 (I) I O (I) 

Day29 1.0 (I) 1.0 (I) 1.0 (I) 

Day36 1.0 (I) 1.0 (I) 1.0 (I) 

Day42 1.0 (I) 1.0 (I) 1.0 (I) 

Clomc convulsions Pre 1.0 (I) 1.0 (I) IO (I) 

Mean (range) Day8 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 

Day22 1.0 (I) 1.0 (I) 1.0 (I) 
Day29 1.0 (I) 1.0 (I) 1.0 (I) 

Day36 1、0 (I) 1.0 (I) 1.0 (I) 
Day42 1.0 (I) 1.0 (I) 1.0 (I) 

Findings were graded as follows 
Posture I: Prone or recumbent position, 2: resting nonnally, 3: moving or running about, 4: jumping. 
Palpebral closure I: Eyelids open nonnally, 2: eyelids half.-closed, 3: eyelids closed. 
Biting behavior I: Not observed, 2: observed. 
Clonic convulsions I: Not observed, 2: jaw convulsions, 3: tremor. 



Study No. I 00624 

Table 18-2 FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

Group Control bumetrizole 
mg/kg 

゜
250 1000 

Number of females 6 6 6 
Observation of animals in cages 
Tonic convulsions Pre 1.0 (I) 1.0 (I) 1.0 (I) 
Mean (range) Day8 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 
Day22 1.0 (I) 1.0 (I) 1.0 (I) 
Day29 1.0 (I) 1.0 (I) 1.0 (I) 
Day36 1.0 (I) 1.0 (I) 1.0 (I) 
Dav42 1.0 (I) 1.0 (I) 1.0 (I) 

Findings were graded as follows 
Tonic convulsions I: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, S: asphyxia) convulsions. 
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Table 18-3 FOB offemale rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

I
O
O
-

Grouo Control bumetrizole 
mg/kg 

゜
250 1000 

Number of females 6 6 6 
Observation of animals on observer's palm 
Ease of removal from cage Pre 2.0 (2) 2.0 (2) 2.0 (2) 

Mean (range) Day 8 2.0 (2) 2.0 (2) 2.0 (2) 

Day 15 2.0 (2) 2.0 (2) 2.0 (2) 

Day22 2.0 (2) 2.0 (2) 2.0 (2) 

Day29 2.0 (2) 2.0 (2) 2.0 (2) 

Day36 2.0 (2) 2.0 (2) 2.0 (2) 

Day42 2.0 (2) 2.0 (2) 2.0 (2) 

Ease of handling Pre 2.0 (2) 2.0 (2) 2,0 (2) 

Mean (range) Day 8 2.0 (2) 2.0 (2) 2.0 (2) 

Day 15 2.0 (2) 2.0 (2) 2.0 (2) 

Day22 2.0 (2) 2 0 (2) 2.0 (2) 

Day29 2.0 (2) 2.0 (2) 2.0 (2) 

Day36 2.0 (2) 2 0 (2) 2.0 (2) 

Day42 2 0 { 2) 2.0 (2) 2.0 (2) 

Muscle tone Pre 2.0 (2) 2.0 (2) 2.0 (2) 

Mean (range) Day8 2.0 (2) 2.0 (2) 2.0 (2) 

Day 15 2.0 (2) 2.0 (2) 2.0 (2) 

Day22 2.0 (2) 2.0 (2) 2.0 (2) 

Day29 2.0 (2) 2.0 (2) 2.0 (2) 

Day36 2.0 (2) 2.0 (2) 2.0 (2) 

Day42 2.0 (2) 2.0 (2) 2 0 (2) 

Fur conditions Pre IO (I) 1.0 (I) 1.0 (I) 

Mean (range) Day 8 1.0 (I) 1.0 (I) I O (I) 

Day 15 1.0 (I) 1.0 (I) I O (I) 

Day22 1.0 (I) 1.0 (I) I O (I) 

Day29 1.0 (I) 1.0 (I) 1.0 (I) 

Day36 1.0 (I) 1.0 (I) I O (I) 

Day42 IO (I) 1.0 (I) 1.0 (I) 

Findings were graded as follows 
Ease of removal from cage 
Ease of handling 
Muscle tone 
Fur conditions 

I: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch. 
I: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand. 
I: Decreased, 2: normal, 3: increased. 

I: Normal, 2: slightly soiled, 3: markedly soiled. 
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Table 18-4 FOB offemale rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 
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Group Control bumetrizole 
mg/kg 

゜
250 1000 

Number of females 6 6 6 

Observation of animals on observer's palm 
Lacrimation Pre 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day8 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 

Day22 1.0 (I) 1.0 (I) 1.0 (I) 

Day29 1.0 (I) 1.0 (I) 1.0 (I) 

Day36 1.0 (I) 1.0 (I) 1.0 (I) 

Day42 1.0 (I) 1.0 (I) 1.0 (I) 

Sahvation Pre 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day8 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 

Day22 1.0 (I) IO (I) J.0 (I) 

Day29 1.0 (I) 1.0 (I) IO (I) 

Day36 1.0 (I) 1.0 (I) 1.0 (I) 

Day42 1.0 (I) 1.0 (I) 1.0 (I) 

Respiration Pre 1.0 (I) 1.0 (I) I O (I) 

Mean (range) Day8 1.0 (I) IO (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 

Day22 1.0 (I) 1.0 (I) 1.0 (I) 

Day29 1.0 (I) 1.0 (I) J.O (I) 

Day36 1.0 (I) 1.0 (I) 1.0 (I) 

Oay42 1.0 (I) 1.0 (I) 1.0 (I) 

Findings were graded as follows 
Lacrimation I: None, 2: mild, 3: marked. 
Salivation I: None, 2: mild, 3: marked. 
Respiration I: Normal, 2: bradypnca, 3: dyspnea. 



Study No. I 00624 

Table 18-5 FOB of female rats (recovery group) in combined repeat dose and rep『oductive/developmentaltoxicity screening test of bumetrizole by oral administration 
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Grouo Control bumetrizole 

m叫I!.

゜
250 1000 

Number of females 6 6 6 

Open-field test 
Frequency of rearing Pre 5.5:I: 2.9 10.7 士 2.9 • 6.2 :I: 3.3 

Mean:!:S.D. Day8 4,8 士 5.3 6.0:!: 3.7 3.3:!: 2.3 

Day 15 6.0士 4.6 8.8 士 5. 7 6.0 士 3.9 

Day22 5.0士 4.3 7.0:!: 4.6 5.7 土 2.9 

Day29 4.5 土 3.3 8,8:!: 4.5 7.5 士 3,8 

Day36 3.5 士 1.9 11.2 士 4.4.. 7.7 士 3.1 

Day42 9.0士 20 11 5 土 4.1 8.5 士 5,2 

Frequency of grooming Pre 0.0士 0.0 0.0:I: 0.0 0.2 士 0, 4 

Mean士SD Day8 0.0士 0.0 0.0 士 0.0 0.0 士 00 

Day 15 0.0士 0.0 0.0 士 0.0 0.0 士 0.0 

Day22 0.0士 0.0 0.0 士 0.0 0.0 士 00 

Day29 0,O 士 0.0 0.2 士 04 0.0 士 0.0 

Day36 0.0士 0.0 0.3 士 0.8 0.3 士 08 

Day42 0.0士 0.0 0.0 士 0.0 0.0 士 0.0 

Gait Pre 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day8 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 

Day22 1.0 (I) 1.0 (I) 1.0 (I) 

Day29 1.0 (I) 1.0 (I) 1.0 (I) 

Day36 I 0 (I) 1.0 (I) 1.0 (I) 

Day42 l,〇 (I) 1.0 (I) 1.0 (I) 

Palpebral closure Pre 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Days 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 

Day22 I 0 (I) 1、0 (I) I 0 (I) 

Day29 1.0 (I) 1.0 (I) 1.0 (I) 

Day36 1.0 (I) 1.0 (I) I 0 (I) 

Dav42 lO （）） 1.0 (1) 1.0 (I) 

Significantly different from control group(•: P<0.05, 0: P<0.01). 
Frequency of rearing (during a 2-minute period). 
Frequency of grooming (during a 2-minute period). 
Findings were graded as follows 
Gait 

Palpebral closure 

I: Normal, 2: unmoving, 3: sta邸ering,4: hind-limbs extended and dragged, 5: all fours extended, 

6: forelimbs extended and dra邸ed;unable to support body, 7: standing on tiptoe. 
I: Eyelids open normally, 2: eyelids half.-closcd, 3: eyelids closed. 
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Table 18-6 FOB of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 
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Group Control bumetrizolc 
m叫g

゜
250 1000 

Number offemales 6 6 6 

Open-field test 
Consciousness Pre 2.0 (2) 2.0 (2) 2.0 (2) 

Mean (range) Day8 2.0 (2) 2.0 (2) 2.0 (2) 

Day 15 2.0 (2) 2.0 (2) 2.0 (2) 

Day22 2.0 (2) 2.0 (2) 2.0 (2) 

Day29 2.0 (2) 2.0 (2) 2.0 (2) 

Day36 2.0 (2) 2.0 (2) 2.0 (2) 

Day42 2.0 (2) 2,0 (2) 2.0 (2) 

Behavioral abnormalities Pre 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day8 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 

Day22 1.0 (I) 1.0 (I) 1.0 (I) 

Day29 1.0 (I) 1.0 (I) 1.0 (I) 

Day36 1.0 (I) 1.0 (I) J.0 (I) 

Day42 1.0 (I) I O (I) I O (I) 

Righting reflex Pre 1.0 (I) 1.0 (I) 1.0 (I) 

Mean (range) Day 8 1.0 (I) 1.0 (I) 1.0 (I) 

Day 15 1.0 (I) 1.0 (I) 1.0 (I) 

Day22 I O (I) 1.0 (I) 1.0 (I) 

Day29 1.0 (I) 1.0 (I) 1.0 (I) 

Day36 1.0 (I) 1.0 (I) 1.0 (I) 

Dav42 l.O (l) 1.0 <I) 1.0 (I) 

Findings were graded as follows 
Consciousness 
Behavioral abnormalities 
Righting reflex 

I: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically. 
I: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing. 
I: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself. 
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Table 19 Sensory response of male rats on tennination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 
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Group Control bumetrizole 
m叫ぼ

゜
62.5 250 1000 

Number of males 6 6 6 6 

Pupillary reflex 
Mean (range) 1.0 (l) 1.0 (1) 1.0 (1) 1.0 (1) 
Approaching behavior 
Mean (range) 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Response to touch 
Mean (range) 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Auditory reflex 
Mean (range) 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Pain reflex 
Mean (rang;e) 3.0 (3) 3.0 (3) 3.0 (3) 3.0 (3) 

Findings were graded as follows. 
Pupillary reflex 
Approaching behavior 

Response to touch 

Auditory reflex 
Pain reflex 

I: Nonna! pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted. 
I: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing, 
4: jumping at or biting at stimulus. 
I: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing, 
4: jumping at or biting at stimulus. 
1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound. 
I: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus, 
3: quickly moving forward to escape from stimulus or biting at it immediately after looking back, 
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back. 
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Table 20 Sensory response of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 
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Group Control bumetrizole 
m述g

゜
62.5 250 1000 

Number of females 6 6 6 6 
Pupillary reflex 
Mean (range) 1.0 (1) 1.0 (l) 1.0 (1) 1.0 (1) 
Approaching behavior 
Mean (range) 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Response to touch 
Mean (range) 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 

Auditory reflex 
Mean (range) 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2) 
Pain reflex 
Mean (range) 3.0 (3) 3.0 (3) 3.0 (3) 3.0 (3) 

Findings were graded as follows. 
Pupillary reflex 
Approaching behavior 

Response to touch 

Auditory reflex 
Pain reflex 

1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted. 
1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing, 
4: jumping at or biting at stimulus. 
1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing, 
4: jumping at or biting at stimulus. 
1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound. 
1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus, 
3: quickly moving forward to escape from stimulus or biting at it immediately after looking back, 
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back. 
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Table 21 Grip strength of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

Group Control bumetrizole 
mg/kg 

゜
62.5 250 1000 

Number of males 6 6 6 6 

Forelimb 

1029:!: 325 1122 士 255 1120 士 301 954 士 252 

Hindlimb 

118 士 44 148 士 103 137 士 58 117 士 40 

Each value shows mean (g)士 S.D.
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Table 22 Grip strength offemale rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

Group Control bumetrizole 
mg/kg 

゜
62.5 250 1000 

Number of females 6 6 6 6 
Forelimb 

959 士 185 791 士 90 799士 145 860 士 240 
Hindlimb 

121 士 48 93 士 41 74 士 18 118 士 58 
Each value shows mean (g)士S.D.
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Table 23 Spontaneous motor activity of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 
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Group Control bumetrizole 

m述g

゜
62.5 250 1000 

Number of males 6 6 6 6 

Ambulatory counts 
Minutes after administration 

10 1188 士 561 1044 士 517 878 士 436 678 士 325 

20 395 士 386 1168 士 2109 328 士 261 871 士 1568 

30 127 士 120 467 士 792 260 士 239 238 土 292 

40 181 士 240 188 士 166 191 士 233 156 士 288 

50 59 士 95 151 士 182 108 土 108 190 士 327 

60 204 士 239 169 士 273 2 士 4 * 152 士 273 

Total 2153 士 825 3187 士 3493 1765 士 1020 2285 士 3007 

Vertical counts 
Minutes after administration 

10 62 士 20 59 土 28 58 士 12 40 士 l8 

20 22 土 14 23 士 17 28 士 l8 15 士 10 

30 7 土 ， 17 士 23 15 士 12 6 士 8 

40 10 土 13 10 士 14 12 士 16 2 士 2 

50 6 士 12 4 士 5 6 士 7 2 土 6 

60 11 士 13 5 士 7 〇士 0. 2 土 3 

Total 118 士 64 118 士 77 119 士 37 66 士 33 

Each value shows mean士S.D.

Significantly different from control group(•: P<0.05). 
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Table 24 Spontaneous motor activity of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 
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Group Control bumetrizole 
m述g

゜
62.5 250 1000 

Number of females 6 6 6 6 

Ambulatory counts 
Minutes after administration 

10 1015 士 496 922 士 301 891 士 450 1222 士 1334 

20 331 士 500 262 :I: 363 329 士 472 1600 土 2466 

30 73 士 156 75 士 180 192 士 298 850 士 1599 

40 107 士 179 67 士 161 164 士 224 726 士 1256 

50 68 士 125 35 士 80 964 士 2065 656 士 1255 

60 9 士 22 94 士 227 52 士 123 685 土 1259 

Total 1604 士 1068 1455 士 1246 2592:!: 2969 5740 土 9110 

Vertical counts 
Minutes after administration 

10 30 :I: ， 42 士 26 27 士 15 38 土 36 

20 9 士 12 9 士 12 ll 士 13 98 土 215 

30 5 士 12 2 士 5 7 士 11 10 土 18 

40 3 士 5 2 士 4 6 :I: 11 2 土 4 

50 2 士 3 l士 2 4 士 6 l土 2 

60 〇士

゜
2 士 6 2 士 4 〇土

゜Total 48 士 31 58 士 43 57 士 53 149 士 265 

Each value shows mean士S.D.
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Table 25-1 Urinary examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 
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Group Control bumetrizole 

m述g

゜
62.5 250 1000 

Number of males 6 6 6 6 

Volume (mL): Mean士S.D. 17.0 士 4.8 23.3 土 7.5 17.2 士 4.4 14.6 士 3.7 

.S.p..e.c.ifi..c.炉..a..v.ity..:.M..e.an...士..S...D.......... 1.044 士 0.005 l.032 土 0.010 l.047 士 0.008 1.054 士 0.014.................................. ----------------------------------....................... ・ • • ・ ・ ・ • ・ ・ ・ • ・ • ・ ・ ・ ・ ・ • ・ ・ ・ ・ • ・ ・ ・ ・ • • ・ • • • ・ • • • • • ・ ・ ・ ・ ・ ・ ・ 
Color 

Light yellow 6 6 6 6 

pH 
8.5 6 6 3 6 

9.0 

゜ ゜
3 

゜Protein 

10~20 mg/dL 1 l 

゜ ゜30 mg/dL 4 4 4 2 

100 mg/dL 1 1 2 4 

Glucose 

Negative 6 6 6 6 

Ketone body 
Negative 6 5 5 4 

Slight 

゜
1 1 2 

Bilirubin 

Negative 6 6 6 6 

Occult blood 

Negative 4 5 5 3 

Trace 2 1 

゜
3 

Slight 

゜ ゜
1 

゜Urobilinogen 

Normal 6 6 6 5 

I mg/dL 

゜ ゜ ゜
I 
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Table 25-2 Urinary examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 
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Group Control bumetrizole 

mg/kg 

゜
62.5 250 1000 

Number of males 6 6 6 6 

Urinary sediments 
Epithelial cells 
0~20 cells/100 fields 6 6 6 6 

Erythrocytes 
0~20 cells/ JOO fields 6 6 6 6 

Leukocytes 
0~20 cells/I 00 fields 6 6 6 6 

Casts 
Not observed 6 6 6 6 

Crystals 
Not observed 4 3 4 3 

Observed 2 3 2 3 
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Table 26-1 Urinary examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

,
9
3
 

Group Control bumetrizole 
m叫g

゜
62.5 250 1000 

Number of females 6 6 6 6 
Volume (mL): Mean土S.D. 29.9 士 3.8 24.2± 3.9 28.2 士 6.8 35.9 士 9.9 

・S・p・・e・c・ifi・・c ・g・・ra・v・・ity・・: ・M・・e・an・・・士・・S・・.D・・.・・・・・・・ 1.032 士 0.005 1.036士 0.005 l.033 :I: 0.005 1.027 士 0.005----------------------------------,.................................. ・・-・・・・・・・・・-・・・・・・・・・・・・・・・・・・・・・ ----------------------............ Color 
Light yellow 6 6 6 6 
pH 
5.5 

゜
2 1 

゜6.0 l 

゜ ゜ ゜6.5 3 2 

゜
3 

7.0 

゜ ゜
3 l 

7.5 l 2 

゜
2 

8.0 1 

゜
1 

゜8.5 

゜ ゜
1 

゜Protein 
Negative 2 3 5 6 
10~20 mg/dL 4 l 

゜ ゜30 mg/dL 

゜
1 1 

゜100 mg/dL 

゜
1 

゜ ゜Glucose 
Negative 6 6 6 6 
Ketone body 
Negative 6 6 5 6 
Slight 

゜ ゜
l 

゜Bilirubin 
Negative 6 6 6 6 
Occult blood 
Negative 6 6 6 6 
Urobilinogen 
Nonnal 6 5 5 6 
1 mg/dL 

゜
1 1 

゜
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Table 26-2 Urinary examination offemale rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

,
9
4
,
 

Group Control bumetrizole 
mg/kg 

゜
62.5 250 1000 

Number of females 6 6 6 6 

Urinary sediments 
Epithelial cells 
0~20 cells/100 fields 6 6 6 6 

Erythrocytes 
0~20 cells/JOO fields 6 6 6 6 

Leukocytes 
0~20 cells/I 00 fields 6 6 6 6 

Casts 
Not observed 6 6 6 6 

Crystals 
Not observed 1 3 2 1 

Observed 5 3 4 5 
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Table 27-1 Urinary examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

,
9
5
 

Group Control bumetrizole 
m叫g

゜
62.5 250 1000 

Number of males 6 6 6 6 
Volume (mL): Mean士S.D. 20.0 士 9.2 19.8 士 6.5 15.2 士 5.4 12.7 士 2.2 

・S・p・・e・c・i・fi・c・g・・ra・v・・ity・・: ・M・・e・・an・・士・・S・・.D・・.・・・・・・・ 1.043 士 0.020 1.042:I: 0.011 1.052 士 0.015 1.056 士 0.008
Color ・ • • • • ・ ・ • • ・ • ・ ・ ・ • ・ ・ ・ ・ • ・ ・ ・ • ・ • ・ • ・ ・ ・ ・ • ・ ----------------------------------------------------------------------------------------............. ・ 
Light yellow 6 6 6 6 
pH 
7.5 

゜ ゜
1 

゜8.0 

゜ ゜
1 

゜8.5 6 6 3 6 
9.0 

゜ ゜
1 

゜Protein 
10~20 mg/dL 

゜
l 

゜ ゜30 mg/dL 3 2 4 l 
100 mg/dL 3 3 2 5 
Glucose 
Negative 6 6 6 6 
Ketone body 
Negative 6 6 6 4 
Slight 

゜ ゜ ゜
2 

Bilirubin 
Negative 6 6 6 6 
Occult blood 
Negative 5 5 6 6 
Trace l 1 

゜ ゜Urobilinogen 
Nonna) 6 6 6 6 
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Table 27-2 Urinary examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

,
9
6
,
 

Group Control bumetrizole 
m叫g

゜
62.5 250 1000 

Number of males 6 6 6 6 
Urinary sediments 
Epithelial cells 
0~20 cells/ I 00 fields 6 6 6 6 
Erythrocytes 
0~20 cells/ I 00 fields 6 6 6 6 
Leukocytes 
0~20 cells/JOO fields 6 6 6 6 
Casts 
Not observed 6 6 6 6 
Crystals 
Not observed 4 4 4 3 
Observed 2 2 2 3 
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Table 28-1 Urinary examination of female rats on termination ofrecovery period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

,
9
7
 

Group Control bumetrizole 
m述g

゜
250 1000 

Number of females 6 6 6 
Volume (mL): Mean士S.D. 12.4士 4.1 13.3 士 3.1 10.0 士 3.4 

-S-匹--c-i-fi-c--即--a-v-i-v--:-M--e-an---士--S-.-D-.------- 1.050 士 0.013 1.046 土 o.oos 1.058 士 0.009・ • ・ ・ ・ • ・ • ・ • • ・ ・ ・ ・ ・ ・ ・ ・ ・ ・ ・ ・ • • • ・ ・ ・ ・ ・ • -- • ・ • -------・ • ・ • • ・ ・ ・ ・ ・ • ・ ・ ・ • ・ ・ • ・ • ・ ・ • ・ ・・・・・・・・・--・・・・・・・・・・・・・・・・・-・・・--Color 
Light yellow 6 6 6 
pH 
7.0 

゜ ゜
1 

8.5 5 4 2 
9.0 1 2 3 
Protein 
Negative 3 3 3 
10~20 mg/dL 2 2 3 
30 mg/dL 1 1 

゜Glucose 
Negative 6 6 6 
Ketone body 
Negative 6 6 6 
Bilirubin 
Negative 6 6 6 
Occult blood 
Negative 5 5 6 
Trace l I 

゜Urobilinogen 
Nonna) 6 6 6 
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Table 28-2 Urinary examination of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

,
9
8
 

Group Control bumetrizole 
m叫g

゜
250 1000 

Number of females 6 6 6 

Urinary sediments 
Epithelial cells 
0~20 cells/I 00 fields 6 6 6 

Erythrocytes 
0~20 cells/I 00 fields 6 6 6 

Leukocytes 
0~20 cells/I 00 fields 6 6 6 

Casts 
Not observed 6 6 6 

Crystals 
Not observed 2 3 3 

Observed 4 3 3 
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Table 29 Hematological examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

,
9
9
 

Group Control bumetrizole 
mg/kg 

゜
62.5 250 1000 

Number of males 6 6 6 6 

RBC (104/μL) 866 士 45 874 士 30 850 士 19 861 士 57 

HGB (g/dL) 15.9 士 0.5 16.1 士 0.5 16.2 士 0.4 15.9 士 0.8 

HCT （％） 46.8 士 1.9 47.5 士 1.8 47.4士 0.8 46.7 士 2.4 

MCV (fL) 54.1 士 1.4 54.3 士 1.4 55.8 士 1.0 54.3 士 l.4 

MCH (pg) 18.4 士 0.7 18.4士 0.5 19.1士 0.5 18.5 士 0.6 

MCHC (g/dL) 33.9 士 0.5 33.9 士 0.5 34.3 士 0.5 34.1 士 0.2 

PLT (104/μL) 97.8 士 10.3 97.3 士 11.l 99.7 士 13.4 94.0 士 3.9 

RET (%o) 29 士 1 34 士 5 32 士 5 29 士 4 

PT (sec.) 19.8 士 2.7 21.6 士 3.3 20.1士 3.0 19.7 士 4.2 

APTT (sec.) 22.9 士 1.3 23.9 士 2.5 23.1士 1.4 23.5 士 3.8 

Fbg (mg/dL) 208.1 士 14.7 210.4士 9.4 209.9 士 6.6 196.3 士 6.3 

WBC (10りμL) 56 士 12 60 士 10 59 士 19 64 士 11 

Differential leukocyte(%) 
Lymphocyte 86.2± 3.0 87.3 士 4.6 87.8 士 3.5 87.5 士 3.9 

Neutrophil 13.0 士 3.5 l l.5 士 3.6 11.7 士 3.7 11.3土 4.0 

Eosinophil 0.7 士 0.8 0.7 士 1.0 0.2 士 0.4 0.5 士 0.8 

Basophil 0.0 士 0.0 0.0 士 0.0 0.0 士 0.0 0.0 土 0.0 

Monocyte 0.2 士 0.4 0.5 士 0.5 0.3 士 0.5 0.7 士 0.5 

Each value shows mean土S.D.
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Table 30 Hematological examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

,
l
o
o
,
 

Grouo Control bumetrizole 
mg/kg 

゜
62.S 250 1000 

Number of females 6 6 6 6 

RBC (104/μL) 722 士 36 687 土 34 719 士 27 721 士 38 
HGB (g/dL) 14.7 士 0.4 14.2 士 0.5 14.l士 0.7 14.6 士 0.8 

HCT （％） 42.0 士 1.3 40.2 士 2.2 41.l士 1.7 42.0 士 2.3 

MCV (fL) 58.3 士 1.7 58.5 士 2.1 57.2 士 1.1 58.3 士 1.5 

MCH (pg) 20.4士 0.7 20.6:!: 0.6 19.6 士 0.3 20.2 士 0.4 
MCHC (g/dL) 34.9 士 0.7 35.3 士 1.0 34.2 士 0.7 34.7 土 0.5 

PLT (104/μL) 109.3 士 7.1 89.7 士 12.1.. 95.0 士 9.6 • 96.3 土 7.4 

RET （知） 59 士 11 59 士 7 68 士 8 68 士 14 

PT (sec.) 15.9 士 0.6 16.2 士 0.4 16. l士 0.4 16.0 士 0.8 

APTT (sec.) 16.6 士 0.7 16.8 士 1.2 17.1 士 0.8 17.1士 0.9 

Fbg (mg/dL) 224.3 士 23.4 211.6 士 33.7 214.8 土 31.7 212.8 士 20.9 

WBC (10りμL) 46 士 14 39 士 10 43 土 7 39 士 7 
Differential leukocyte(%) 
Lymphocyte 84.0 士 3.5 85.0 士 7.2 83.7 土 6.1 86.2 士 2.9 
Neutrophil 14.3 士 4.6 13.8 士 6.5 15.2 士 4.9 12.2 士 2.5 
Eosinophil 0.8 士 1.0 0.3 士 0.8 0.3 士 0.5 1.0 士 0.9 
Basophil 0.0 士 0.0 0.0 士 0.0 0.0 :I: 0.0 0.0 士 0.0 
Monocyte 0.8 士 0.8 0.8 士 0.8 0.8 士 1.0 0.7 士 0.5 
Each value shows mean士S.D.

Significantly different from control group(•: P<0.05,.. : P<0.01). 
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Table 31 Hematological examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

,

l

o

l

,

 

Group Control bumetrizole 
m述g

゜
62.5 250 1000 

Number of males 6 6 6 6 

RBC (104/μL) 868 士 33 841 士 39 859 土 24 846 士 44 

HGB (g/dL) 15.9 士 0.4 15.5 士 0.8 15.8 士 0.6 15.4士 0.7 

HCT （％） 46.8 士 1.3 45.6 :I: 2.0 46.9 土 1.8 45.8 士 2.4 

MCV (tL) 53.9 士 0.7 54.3 土 1.9 54.6 士 l.l 54.2 士 1.7 
MCH (pg) 18.3 士 0.4 18.5 土 1.0 18.4 士 0.4 18.2 士 0.7 

MCHC (g/dL) 33.9 士 0.5 34.0 土 0.6 33.7 土 0.3 33.6 士 0.5 

PLT (104/μL) 99.3 士 8.8 102.0 士 9.3 104.3 士 10.3 100.0 士 13.2 

RET （知） 28 土 4 27 士 4 33 士 8 29 士 7 

PT (sec.) 19.4士 2.2 17.4士 l. 5 18.3 士 1.7 20.0 士 1.2 
APTT (sec.) 22.2 土 2.7 21.9 土 1.0 21.9 土 1.1 23.0 士 1.0 
Fbg (mg/dL) 199.1 士 10.l 195.9 土 11.6 190.2 士 13.1 186.8 士 9.9 

WBC (102/μL) 58 士 11 61 士 12 63 士 18 61 士 12 
Differential leukocyte(%) 
Lymphocyte 88.7 士 3.2 86.5 士 4.6 87.0 士 6.4 87.8 士 4.4 
Neutrophil 10.2 土 2.6 12.0 士 5.0 11.8 土 6.0 10.5 士 3.6 
Eosinophil 0.5 士 0.5 0.7 士 0.5 0.7 士 0.8 0.8 士 1.0 
Basophil 0.0 士 0.0 0.0 士 0.0 0.0 士 0.0 0.0 士 0.0 
Monocyte 0.7 士 0.5 0.8 土 0.8 0.5 士 0.5 0.8 土 0.8 
Each value shows mean土S.D.
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Table 32 Hematological examination offemale rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

,
1
0
2
,
 

Group Control bumetrizole 

mg/kg 

゜
250 1000 

Number of females 6 6 6 

RBC (10勺μL) 761 士 19 743 士 38 760 士 25 

HGB (g/dL) 15.0 士 0.5 14.6 士 0.7 14.8 士 0.5 

HCT （％） 43.3 士 1.2 41.2 士 1.9 42.7 士 l. 5 

MCV (tL) 56.9 士 1.4 55.4 士 1.4 56.3 士 0.7 

MCH (pg) 19.7 士 0.5 19.7 士 0.7 19.5 士 0.3 

MCHC (g/dL) 34.6 士 0.4 35.5 士 0.3** 34.7 土 0.3 

PLT (104/μL) 94.5 士 19.0 94.8 士 3.8 92.9 士 9.7 

RET (%o) 27 士 6 27 士 5 26 士 4 

PT (sec.) 15.2 士 l.l 15. l士 0.4 15.2 士 0.3 

APTT (sec.) 17.9 士 1.2 17.3 士 1.2 17.0 土 1.0 

Fbg (mg/dL) 159.3士 8.6 162.8 士 5.7 163.9 士 5.8 

WBC (102/μL) 31 士 6 33 士 II 33 士 8 

Differential leukocyte(%) 
Lymphocyte 83.8 士 3.9 86.3 士 4.3 89.5 士 3.2 • 
Neutrophil 15.2 士 4.4 12.2 士 4.2 9.2 士 3.5* 

Eosinophil 0.2 士 0.4 0.8 士 0.4 0.8 士 1.0 

Basophil 0.0 土 0.0 0.0 土 0.0 0.0 士 0.0 

Monocyte 0.8± 0.8 0.7± 0.5 0.5 士 0.5 

Each value shows mean士S.D.

Significantly different from control group(*: P<0.05, *"': P<0.01). 
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Table 33 Blood chemical examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

,
1
0
3
,
 

Grouo Control bumetrizole 
m叫ロ

゜
62.5 250 1000 

Number of males 6 6 6 6 

AST (IU/L) 79.2:!: 11.8 82.5 士 8.1 83.2 士 11.2 91.l士 22.5 
ALT (IU/L) 22.0 士 5.0 23.9 士 4.3 23.1 :I: 6.8 27.9 土 11.0 
ALP (IU/L) 329.4士 69.2 370.4士 47.8 380.3 士 79.4 339.6 士 52.3 
y-GTP (IU/L) 0.36 士 0.22 0.30 士 0.12 0.32 士 0.25 0.46 士 0.21 
TP (g/dL) 5.72 士 0.16 5.4l 士 0.26 • 5.52 士 0.16 5.49 士 0.19 
Alb (g/dL) 2.84 士 0.13 2.76 士 0.15 2.86 士 0.13 2.82 士 0.14 
A/G 0.99 土 0.06 1.05 土 0.08 1.08 士 0.07 1.05 士 0.04 
T-Bil (mg/dL) 0.13 士 0.01 0.12 土 0.01 • 0.12 士 0.01 0.12 士 0.01 • 
UN (mg/dL) 18.4士 1.6 18.0 士 l. 5 17.7 士 2.1 18.2 士 1.2 
CRE (mg/dL) 0.30 士 0.04 0.30 士 0.03 0.29 土 0.01 0.29 土 0.02 
Glu (mg/dL) 115.1 士 7.2 116.2 士 6.0 117.0 士 15.1 119.2 士 13.0 
T-Cho (mg/dL) 57.9 士 13.3 51.5 士 13.0 55.9 士 11.5 54.0 士 13.2 
TG (mg/dL) 39.7 士 14.7 36.3 士 11.7 41.2 士 17.0 .54.6 士 29.1 
Na (mEq/L) 144.5 士 1.2 145.9 土 0.5 145.2 士 0.8 145.1 士 1.2 
K (mEq/L) 4.32 士 0.23 4.42 士 0.16 4.26 士 0.21 4.23 士 0.12 
Cl (mEq/L) 105.6 士 1.1 107.0 士 0.4* 106.4土 0.8 106.2 士 0.7 
Ca (mg/dL) 9.7 士 0.2 9.5 士 0.2 9.6 士 0.1 9.6± 0.3 
IP (m囚dL) 7.2 士 0.7 7.3 :I: 0.7 7.5 士 0.5 7.5 士 0.8 
Each value shows mean士S.D.

Significantly different from control group(•: P<0.05). 
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Table 34 Blood chemical examination offemale rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

,
1
0
4
,
 

Grouo Control bumetrizole 
m述1!.

゜
62.5 250 1000 

Number offemales 6 6 6 6 

AST (IU/L) 85.4士 12.0 80.3 士 10.0 78.8 士 6.2 79.3 士 10.6 
ALT (IU/L) 17.6 士 2.5 19.8 士 6.6 16.1 士 1.9 19.3 士 4.3 
ALP (IU/L) 134.8 士 15.7 182.7 :I: 41.4 150.4 士 47.l 165.6 士 23.3 
y-GTP (IU/L) 0.55 士 0.16 0.57 士 0.15 0.50 士 0.17 0.55 士 0.16 
TP (g/dL) 5.98 士 0.30 6.21 士 0.24 6.11 士 0.33 6.15 士 0.22 
Alb (g/dL) 2.99 士 0.28 3.10 士 0.23 3.07 土 0.19 3.10 士 0.24 
A/G 1.00 士 0.11 1.01 :I: 0.13 1.01 士 0.05 1.02 士 0.09 
T-Bil (mg/dL) 0.12 士 0.01 0.13 土 0.01 0.12 士 0.01 0.13 士 0.01 
UN (mg/dL) 23.5 士 2.8 23.2 士 1.3 23.5 士 3.7 20.5 士 3.2 
CRE (mg/dL) 0.40 士 0.03 0.38 士 0.02 0.37 士 0.03 0.39 士 0.02 
Glu (mg/dL) 111.9 士 9.8 117.8 士 5.5 109.8 士 5.0 121.7 士 7.9 
T-Cho (mg/dL) 71.0 士 4.8 77.5 士 13.4 82.3 士 24.6 80.5 士 15.2 
TG (mg/dL) 30.7 士 6.8 31.9 士 11.6 34.8 士 23.4 34.3 士 14.6 
Na (mEq/L) 139.4 士 0.5 139.9 士 1.3 140.2 士 1.5 140.3 士 0.5 
K (mEq/L) 4.27 士 0.23 4.05 士 0.20 4.26 士 0.24 4.16 士 0.30 
Cl (mEq/L) 103.7 士 1.8 103.6 土 2.6 104.2 士 1.4 104.0 士 1.2 
Ca (mg/dL) 10.3 士 0.1 10.4士 0.3 10.3 士 0.5 10.4士 0.3 
IP (m邸dL) 6.5 士 0.4 6.8 士 0.6 7.0 土 0.7 6.6 士 0.9 
Each value shows mean士S.D.
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Table 35 Blood chemical examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

,
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Group Control bumetrizole 
m述g

゜
62.5 250 1000 

Number of males 6 6 6 6 

AST (IU/L) 82.4士 12.3 78.2 士 8.4 79.5 士 4.1 83.5 士 9.3 

ALT (IU/L) 32.2 士 3.8 31.4 士 3.9 32.4士 3.4 33.9 士 4.8 

ALP (IU/L) 287.5 士 41.7 275.2 土 37.1 313.2 士 36.2 311.2 :I: 40.9 

y-GTP (IU/L) 0.46 士 0.18 0.33 土 0.15 0.39 士 0.08 0.37 士 0.11 

TP (g/dL) 5.45 士 0.19 5.45士 0.30 5.41 士 0.26 5.34 士 0.20 

Alb (g/dL) 2.72 士 0.14 2.67 士 0.13 2.71 士 0.03 2.68 士 0.17 

A/G 1.00 士 0.08 0.96 土 0.07 1.01 士 0.11 1.01 士 0.10 

T-Bil (mg/dL) 0.11士 0.01 0.1 l士 0.02 0.12 士 0.01 0.11 士 0.01 

UN (mg/dL) 18.7 士 2.9 17.5 士 1.4 19.0 土 2.2 18.6± 2.0 

CRE (mg/dL) 0.31 士 0.02 0.30 士 0.02 0.32 士 0.02 0.31± 0.03 

Glu (mg/dL) 124.4士 12.7 116.8 士 7.9 119.9 士 18.8 119.4士 14.3 

T-Cho (mg/dL) 56.1士 6.1 53.7 士 3.4 59.0 士 10.5 44.9 士 13.3 

TG {mg/dL) 47.9 士 20.7 43.1 士 14.6 48.4 士 14.4 38.4士 13.2 

Na (mEq/L) 144.4 士 1.3 145.1 士 1.3 144.3 土 0.9 144.6 土 1.2 

K (mEq/L) 4.34 土 0.30 4.46 士 0.22 4.45 土 0.18 4.56 土 0.18 

Cl (mEq/L) 105.4士 I.I 105.4 士 1.0 105.5 土 1.2 105.8 士 0.9 

Ca (mg/dL) 9.5 士 0.3 9.5 士 0.3 9.4士 0.3 9.4 士 0.3 
IP (mwdL) 6.7 士 1.2 6.8 土 0.6 6.5 士 0.5 6.8± 0.5 

Each value shows mean士S.D.
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Table 36 Blood chemical examination offemale rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

,
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Grouo Control bumetrizole 
m叫 2

゜
250 1000 

Number of females 6 6 6 

AST (IU/L) 71.2 士 l l. 5 76.9 士 13.4 75.5 士 7.0 
ALT (IU/L) 26.8 士 4.5 27.2 士 10.4 27.8 士 5.6 
ALP (IU/L) 147.9 士 31.8 142. l士 24.4 122.4士 15.7 
y-GTP (JU/L) 0.58 士 0.31 0.58 士 0.11 0.52 士 0.18 
TP (g/dL) 6.37 士 0.39 6.26 士 0.49 6.25 士 0.38 
Alb (g/dL) 3.58 士 0.29 3.45 士 0.36 3.56 士 0.29 
A/G 1.29 士 0.11 1.23 士 0.11 1.33 士 0.12 
T-Bil (mg/dL) 0.14 士 0.02 0.13 士 0.02 0.14 土 0.02 
UN (mg/dL) 17.7 士 2.8 20.l 士 2.9 19.2 士 4.3 
CRE (mg/dL) 0.39 士 0.08 0.38 士 0.02 0.39 士 0.03 
Glu (mg/dL) 125.0 士 14.0 123.9 士 6.1 115.4士 8.1 
T-Cho (mg/dL) 77.3 士 18.5 70.8 士 8.5 70.0 士 9.9 
TG (mg/dL) 35.4士 10.2 29.2 士 15.6 23.9 士 12.0 
Na (mEq/L) 142.5 士 0.6 142.6 士 1.2 143.3 士 1.4 
K (mEq/L) 4.12 士 0.09 4.20 土 0.21 4.20 土 0.25 
Cl (mEq/L) 106.5 士 0.6 106.7 士 0.5 107.1 土 1.5 
Ca (mg/dL) 9.8 士 0.4 9.6 士 0.3 9.9 士 0.3 
IP (mfl/dL) 5.1 士 1.0 5.5 士 1.7 5.8 士 1.2 
Each value shows mean士S.D.
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Table 37 Necropsy findings of male rats on tennination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

Group Control bumetrizole 
m叫g

゜
62.5 250 1000 

Number of males 6 6 6 6 
Normal 5 6 6 6 
Epididymis 
Yellowish white nodule, left cauda 1 

゜ ゜ ゜

,
1
0
7
,
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Table 38 Necropsy findings offemale rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

Group Control bumetrizole 
mg/kg 

゜
62.5 250 1000 

Number of dams 11 12 12 11 
Normal 11 12 12 11 
Number of non-pregnant females 1 

゜ ゜
1 

Normal 1 
一 一

1 

,
1
0
8
,
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Table 39 Necropsy findings of male rats on tennination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

Gro 

mg/kg 
Number of males 
Normal 

宇
6
 6
 

手
6

6
 

bumetrizole 

芋
6 

暉
一

6

6

,
1
0
9
,
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Table 40 Necropsy findings of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test 
of bumetrizole by oral administration 

Grou 
＇ 

m炉盲
Number of females 
Normal 

デ
6

6

c
 

bumetrizole 

5
0
-
6
6
 

2
 

0
0
0
-
6
6
 

ー

,

l

l

o

,
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Table 41 Organ weights of male rats on tern血ationof administration period in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

'

l

l

l

,

 

Group Control bumetrizole 
mg/kg 

゜
62.5 250 1000 

Number of males 6 6 6 6 

Bodyweight (g) 459 士 29 461 :I: 25 457 士 l 3 461 士 16 

Brain (g) 2.11 士 0.10 2.12 士 0.10 2.13 士 0.05 2.06 士 0.08 

(g%) 0.46 士 0.02 0.46 士 O.03 0.47 士 0.02 0.45 士 0.02 

Pituitary (mg) 14.4 土 1.7 13.0± 2.2 12.6 士 0.7 12.4 士 1.9 

(mg%) 3.2 士 0.3 2.8 士 0.5 2.8 士 0.2 2.7 士 0.4 

Thyroids (mg) 21.4 士 4.7 22.7 土 2.6 20.7 士 3.9 19.0 士 2.4 

(mg%) 4.7 士 0.9 4.9 士 0.6 4.6 :l: 0.9 4.1 士 0.5 

Thymus (mg) 244 士 50 285 士 103 228 士 41 216 士 79 

(mg%) 53 士 ， 61:!: 19 50 士 10 47 士 17 

Heart (g) 1.37 士 0.11 l.52 士 0.16 1.39 士 0.08 1.47 土 0.09 

(g%) 0.30 士 0.02 0.33 士 0.03 0.30 士 0.02 0.32 土 0.02 

Liver (g) l l.17 士 0.71 11.38 士 1.06 11.23 士 0.94 11.44 土 0.68 

(g%) 2.44 士 0.13 2.47 士 0.12 2.45:I: 0.15 2.48 士 0.14 

Spleen (g) 0.72 士 0.08 0.71 土 0.13 0.77 士 0.10 0.67 士 0.10 

(g%) 0.16 士 0.01 0.15 土 0.02 0.17 士 0.02 0.15 士 0.02 

Kidneys (g) 2.97 士 0.26 2.86 士 0.16 2.98 士 0.17 3.00 士 0.28 

(g%) 0.65 士 0.05 0.62 士 0.04 0.65 士 0.03 0.65 士 0.06 

Adrenals (mg) 63.5 士 7.4 62.l士 8.9 59.3士 13.8 64.3 士 7.6 

(mg%) 13.9 士 1.2 13.5 士 1.8 13.0 土 3.0 14.0 土 1.7 

Testes (g) 3.33 士 0.25 3.31 士 0.37 3.47 士 0.08 3.23 士 0.34 

(go/o) 0.73± 0.04 0.72 土 0.06 0.76 士 0.03 0.70 土 0.06 

Epididymides (g) 1.29 土 0.09 1.26 土 0.12 1.29 士 0.12 1.20 土 0.07 

(g%) 0.28 士 0.02 0.27± 0.02 0.28 士 0.02 0.26 士 0.02 

Each value shows mean土S.D.
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Table 42 Organ weights offemale rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

,112, 

Group Control bumetrizole 

mg/kg 

゜
62.5 250 1000 

Number of females 11 12 12 11 

Bodyweight (g) 307 士 20 304 土 21 303 士 25 300 士 28 

Brain (g) 1.97 士 0.08 l.97 士 0.06 2.01 士 0.10 l.97 士 0.09

(g%) 0.64 土 0.04 0.65 士 0.03 0.67 土 0.05 0.66 士 0.07

Pituitary (mg) 18.2 士 2.2 17.9:I: 3.0 18.0 士 1.7 16.4 士 1.6 

(mg%) 6.0 士 0.7 5.9 士 0.9 6.0 士 0.6 5.5 士 0.8 

Thyroids (mg) 18.3 士 2.2 18.1 士 3.7 18.0 士 1.9 17.9 士 2.5 

(mg%) 6.0 士 0.8 6.0 士 1.2 6.0:I: 0.7 6.0 士 0.8 

Thymus (mg) 270 士 84 327 士 63 267 士 56 266 士 60 

(mg%) 87 士 24 107 士 19 * 88 士 15 89 士 19 

Heart (g) 1.04 士 0.11 1.00±0.08 1.00 士 0.08 1.03 士 0.08

(g%) 0.34 士 0.02 0.33±0.02 0.33 士 0.02 0.35 土 0.03

Liver (g) 9.29 士 0.77 9.70 士1.19 9.95 士1.33 9.77 士 0.89

(g%) 3.03±0.20 3.18 士 0.21 3.28 士 0.37 3.26 士 0.25

Spleen (g) 0.68 士 0.12 0.74 士 0.11 0.75 士 0.11 0.70 士 0.08

(go/o) 0.22 士 O.Q3 0.24 士 0.03 0.25 土 0.03 0.24 土 0.03

Kidneys (g) 2.00 士 0.14 2.05 士 0.15 2.05 士 0.19 2.03 士 0.16

(g%) 0.65 士 0.04 0.67 土 0.04 0.68 士 0.06 0.68 土 0.07

Adrenals (mg) 76.6 士 ll.5 75.6± 5.8 77.4 士 11.8 75.6 士 10.2

(mg%) 25.0 土 3.8 24.9 士 1.8 25.6 土 3.5 25.3 士 3.2 

Ovaries (mg) 98.7 士 13.9 94.2 士 11.0 99.9 土 9.6 103.5 士 9.8 

(mg%) 32.2 土 4.1 31.0 士 3.2 33.1 士 3.9 34.7 士 3.4 

Uterus (g) 0.54 士 0.10 0.59 士 0.14 0.57 士 0.04 0.56 士 0.10

(go/o) 0.18 士 0.04 0.19 士 0.05 0.19 士 0.02 0.19 土 0.04

Each value shows mean士S.D.

Significantly different from control group(•: P<0.05). 
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Table 43 Organ weights of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test 

ofbumetrizole by oral administration 

,
1
1
3
,
 

Group Control bumetrizole 

mg/kg 

゜
62.5 250 1000 

Number of males 6 6 6 6 

Bodyweight (g) 504 士 30 508 士 27 494 士 37 490 士 33 

Brain (g) 2.12 士 0.05 2.10 士 0.08 2.08 士 0.08 2.13 士 0.06

(go/o) 0.42 士 0.03 0.41士 0.03 0.42 士 0.03 0.44 士 0.03

Pituitary (mg) 13.6 士 1.2 15.0 士 1.6 13.5 士 1.7 13.8 士 0.5 

(mg%) 2.7 士 0.2 3.0 士 0.4 2.7 士 0.3 2.9 士 0.1 
Thyroids (mg) 20.7 士 3.8 25.5 士 4.2 21.4 土 4.6 20.8 士 1.9 

(mg%) 4.1 士 0.9 5.0 士 0.7 4.3 士 0.9 4.3 士 0.5 

Thymus (mg) 262 士 77 257 士 55 276 士 59 270 士 54 

(mg%) 52 士 15 51 士 12 56 士 10 55 士 11 

Heart (g) l.55 士 0.16 1.47 士 0.17 1.45 士 0.15 1.44 士 0.10

(go/o) 0.31 士 0.04 0.29 士 0.03 0.29 士 0.03 0.29 士 0.02

Liver (g) 12.18 士 0.91 12.43 士 0.90 11.99 士1.60 12.42 士1.39

(go/o) 2.42 士 0.09 2.45 士 0.09 2.42 士 0.16 2.53 士 0.16

Spleen (g) 0.79 士 0.11 0.77 士 0.07 0.77 士 0.13 0.77 士 0.10

(g%) 0.16 士 0.02 0.15 士 0.02 0.16 士 0.02 0.16 士 0.02

Kidneys (g) 2.96 士 0.23 3.10 士 0.23 2.85 土 0.26 3.04 士 0.16

(go/o) 0.59 士 0.05 0.61 士 0.06 0.58 士 0.02 0.62 士 0.01

Adrenals (mg) 59.1 士 5.3 57.l 士 9.5 53.l 士 8.0 56.4士 4.2 

(mg%) 11.8 士 1.4 11.3士 1.9 10.7 士 1.3 l l.6 土 1.3 
Testes (g) 3.24 士 0.11 3.36 士 0.46 3.59 士 0.35 3.31 士 0.21

(g%) 0.65 士 0.04 0.66 士 0.1l 0.73 士 0.09 0.68 士 0.07

Epididymides (g) l.3l :I: 0.10 1.30 士 0.05 1.36 土 0.14 1.33 士 0.10

(g%) 0.26 士 0.02 0.26 土 0.01 0.28 土 0.03 0.27 士 0.03

Each value shows mean土S.D.
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Table 44 Organ weights offemale rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

'

1

1

4

,

 

Group Control bumetrizole 
m述g

゜
250 1000 

Number offemales 6 6 6 

Body weight (g) 316 士 24 323 士 25 303 士 8 

Brain (g) 1.98 士 0.07 2.02 士 0.14 2.01 士 0.06

(g%) 0.63 士 0.05 0.63 士 0.08 0.67 士 0.01

Pituitary (mg) 17.0 士 2.6 18.2:!: 1.6 18.7 士 2.8 

(mg%) 5.4 士 1.1 5.7 士 0.7 6.2 士 0.8 

Thyroids (mg) 19.0 士 3.7 19.2 士 5.7 17.7 士 3.7 

(mg%) 6.1 土 1.2 5.9 士 l. 5 5.8:!: 1.2 

Thymus (mg) 303± 43 326 士 60 282 士 40 

(mg%) 96 土 14 101 士 18 93 士 12 

Heart (g) 0.97 士 0.07 0.97 士 0.11 0.98 士 0.05

(ザ/o) 0.31 士 0.02 0.30 土 0.02 0.33 士 0.02
Liver (g) 7.81 士 0.68 7.58±0.66 7.45士 0.32

(g%) 2.47 士 0.10 2.35 士 0.12 2.46 士 0.11

Spleen (g) 0.56 士 0.09 0.57 士 0.09 0.59 士 0.09

(g%) 0.18 士 0.02 0.18 士 0.03 0.20 士 0.03

Kidneys (g) 1.93 士 0.10 1.88 士 0.11 l.93 士 0.11

(go/o) 0.61 土 0.05 0.59 士 0.04 0.64 士 0.04

Adrenals (mg) 72.0 土 9.5 66.0 士 6.8 71.2 士 2.9 

(mg%) 22.8 士 1.8 20.6 土 2.4 23.5 士 1.3 
Ovaries (mg) 85.8 士 9.7 74.1 士 5.9* 79.9 士 7.6 

(mg%) 27.2 土 2.5 23.1士 2.3 • 26.4士 2.7 

Uterus (g) 0.54 士 0.18 0.62 士 0.16 0.60 士 0.12

(g%) 0.17 士 0.05 0.20 士 0.05 0.20 士 0.04

Each value shows mean士S.D.

Significantly different from control group(•: P<0.05). 
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Table 45 Histopathological findings of male rats on termination of administration period in combined repeat dose 
and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

Group 

mg/kg 

Grade 
Findings 

Heart 
Lung 
Accumulation, foam cell 
Trachea 

Liver 
Pancreas 

Sublingual gland 
Submandibular gland 
Esophagus 
Stomach 
Duodenum 
Jejunum 
Mineralization, Peyer's patch 
Ileum 
Cecum 
Colon 
Rectum 
Thymus 
Spleen 
Submandibular lymph node 
Mesenteric lymph node 
Kidney 
Urinary bladder 
Testis 
Epididymis 
Cellular infiltration, lymphoid cell 
Granuloma, spermatic, lateral 
Seminal vesicle 
Prostate 
Cellular infiltration, lymphoid cell 
Pituitary 
Adrenal 
Thyroid 
Parathyroid 
Cerebrum 
Cerebellum 
Medulla oblongata 
Spinal code 
Sciatic nerve 
Eyeball 
Harderian gland 
Bone marrow (sternum or femur) 
Bone (sternum or femur) 
a): No abnonnality detected. 
b): Abnonnality detected. 

Na) 

[6]°) 

4 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
6 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6) 
[6] 
[6] 
[6] 
5 
5 
[6] 
[6] 
6 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
(6] 
[6] 
[6] 
[6] 

c): Number in brackets is number of males examined. 

Control 

゜Ab) 士 ＋ 2+ 

2 2 

゜゚

゜゚ ゜゚

I l 

゜゚I l 

゜゚
゜゚ ゜゚

Grade ofhistopathological findings：士： slight,+: mild, 2+: moderate, 3+: marked. 

-115 -

bumetrizole 
1000 

3+ N•) Ab) 士 ＋ 

[6] 

゜
5 I I 

゜[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6) 
[6) 
[6] 

゜
5 l I 

゜[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 

゜
6 

゜゚ ゜゜
6 

゜゚ ゜(6] 
[6] 

゜
5 I I 

゜[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 

2+ 3+ 

゜゚

゜゚

゜゚゚゚

゜゚
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Table 46 Histopathological findings of female rats on termination of administration period in combined repeat dose 
and reproductive/developmental toxicity screening test ofbumetrizole by oral administration 

Group 

mg/kg 

G叫 e

Findings 

Heart 
Lung 
Trachea 

Liver 
Pancreas 

Sublingual gland 
Submandibular gland 
Esophagus 
Stomach 
Duodenum 
Jejunum 
Mineralization, Peyer's patch 
Ileum 
Cecum 
Colon 
Rectum 
Thymus 
Spleen 
Hernatopoiesis, extramedullary 
Submandibular lymph node 
Mesenteric lymph node 
Kidney 
Urinary bladder 
Ovary 
Uterus 
Vagina 
Pitui臼巧
Adrenal 
Thyroid 
Parathyroid 
Cerebrum 
Cerebellum 
Medulla oblongata 
Spinal code 
Sciatic nerve 
Eyeball 
Dysplasia, retina, right 
Harderian gland 
Bone marrow (sternum or femur) 
Bone (sternum or femur) 
Mammary gland 
a): No abnormality detected. 
b): Abnormality detected. 

N●) 

[6]") 

[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
6 
[6] 
[6] 
(6) 
[6] 
(6) 
[6] 
3 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
(6] 
[6] 
(6) 
[6] 
[6] 
[6] 
6 
[6] 
[6] 
[6] 
[6] 

c): Number in brackets is number offemales examined. 

Control 

゜Ab) 士 ＋ 2+ 

゜゚ ゜゚

3 3 

゜゚

゜゚ ゜゚

Grade ofhistopathological findings：士： slight,+: mild, 2+: moderate, 3+: marked. 

-116 -

bumetrizole 
1000 

3+ Na) Ab) ± ＋ 

(6) 
[6] 
[6] 
(6) 
[6] 
[6] 
(6) 
(6) 
(6) 
[6) 

゜
5 l I 

゜[6] 
[6] 
[6] 
[6] 
[6] 
[6] 

゜
5 I 1 

゜(6) 
(6) 
[6] 
[6] 
(6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
[6] 
(6) 
(6) 

゜
5 l 1 

゜[6] 
[6] 
[6] 
[6] 

2+ 3+ 

゜゚

゜゚

゜゚
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Table 47 Reproductive functions of male rats and female rats in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral叫ministration

,117, 

Group Control bumetrizole 
mg/kg 

゜
62.5 250 1000 

Number of females 12 12 12 12 
Number of estrous cases before pairing (14 days) 
Mean士S.D. 3.1 士 0.8 3. 5 士 0.5 3.4 士 0.5 3.3 :I: 0.5 
Number of pairs 12 12 12 12 
Number of pairs with successful copulation 12 12 12 12 
Copulation index(%)•> 100.0 100.0 100.0 100.0 
Number of conceiving days 
Mean士S.D. 2.9 士1.2 1.9 士1.0 2.8 士1.2 3.1 士 3.3
Conceiving days 1-5 12 12 12 11 
Conceiving days :;::6 

゜ ゜ ゜
l 

Number of pregnant females 11 12 12 11 
Fertility index(%) bJ 91.7 100.0 100.0 91.7 
a):(Number of pairs with successful copulation/ number ofpairs)x 100. 
b):(Number of pregnant females/ number of pairs with successful copulation)x 100. 
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Table 48 Observation of pups (F 1) in combined repeat dose and reproductive/development toxicity screening test of bumetrizole by oral administration 

,

l

l

o

o

,

 

Group Control bumetrizole 
m述g

゜
62.5 250 1000 

Number of dams 11 12 12 11 
Length of gestation (days) 22.3 士 0. 5 22.5 士 o.s 22.3 士 0. 5 22.3 士 0.5 
Pregnancy days ;:;i 21 

゜ ゜ ゜ ゜Pregnancy days = 22 8 6 8 8 
Pregnancy days ~ 23 3 6 4 3 
Corpora lutea 16.4士 1.6 15.6士 2.2 17.3 士 1.7 16.5 士 1.4 
Implantation scars 14.4士 1.3 15.0 土 2.0 15.7 士 2.1 15.4士 1.4 
Implantation index (%) •> 88.0士 4.6 96.3 士 5.0 • 90.3 士 6.2 93.7 土 9.3 
Gestation index (%) bl 100.0 100.0 100.0 100.0 
Pups born 13.8士 1.2 13.8 士 1.9 14.0 士 2.6 14.7 士 1.6 
Stillbirths 0.2 土 0.6 0.4士 0.5 0.6士 0.7 0.4 土 o.s 
Live pups born 13.6士 0.9 13.4士 1.9 13.4士 2.6 14.4士 1.6 
Sex ratio at birth c) 1.06 土 0.29 1.34士 1.04 2.24 士 3.14 1.21 士 0.70 
(Total male/total female) 76/74 84/77 90/71 82/76 
Delivery index (%) d) 95.2 士 5. I 89.7 士 7.5 85.5 士 1 1.5* 93.5 士 7.0 
Birth index (%) •> 95.3 士 5.0 89.7 士 7.5 85.5 士 11.7 * 93.S 士 7.0 
Live birth index (%) fl 98.9士 3.6 97.0士 3.8 95.8 士 4.6 97.5 士 3.4 
Live pups on Day 4 of lactation 13.5 士 1.2 13.1 土 1.9 13.3 士 2.S 14.2 士 1.7 
Sex ratio on Day 4 of lactation <) 1.06士 0.29 1.43 士 1.08 2.25 士 3.13 1.21 士 0.71 
(Total male/total female) 75/73 84/73 90/69 81/75 
Viability index (%) 11> 98.6 土 4.6 97.5 士 3.7 98.9 士 3.8 98.7 土 2.8 
External abnormalities (%) h) 0.0士 0.0 0.0士 0.0 0.0 士 0.0 0.6 土 2.1 
Acaudate 0.0士 0.0 0.0士 0.0 0.0 士 0.0 0.6 土 2.1 
Each value shows mean士S.D.per dam. 
Significantly different from control group(事:P<0.05).
a): (Number of implantation scars/number of corpora lutea)x 100. 
c): Number of male pups/number of female pups. 
e): (Number oflive pups born/number of implantation scars)x 100. 
g):(Number of live pups on Day 4/number of live pups bom)x 100. 

b):(Number of dams with live pups/number of pregnant dams)x l 00. 
d):(Number of pups born/number of implantation scars)x I 00. 
f): (Number of live pups born/number of pups bom)x l 00. 
h): (Number of pups with external abnormalities/number of live pups)x l 00. 
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Table49 Delivery conditions and nursing conditions of dams in combined repeat dose and reproductive/developmental toxicity screening 
test ofbumetrizole by oral administration 

Group mg/kg Number of dams and Delivery Nursing conditions 
delivery conditions/nursing conditions conditions Days of lactation 

゜
1 2 3 4 

Control 

゜
Number of dams 11 11 11 11 11 11 
Normal 11 11 11 11 11 11 

bumetrizole 62.5 Number of dams 12 12 12 12 12 12 
Normal 12 12 12 12 12 12 

250 Number of dams 12 12 12 12 12 12 
Normal 12 12 12 12 12 12 

1000 Number of dams 11 11 11 11 11 11 
Nonna! 11 11 11 11 11 11 

,

1

1

9

,

 



Table 50 

Study No. 100624 

General signs of pups (F 1) in combined repeat dose and reproductive/developmental toxicity screeming test 
of bumetrizole by oral administration 

,
1
2
0
,
 

Group mg/kg Number of pups Days of lactation 
and general silUls 

゜
1 2 3 4 

Control 

゜
Number of pups 152 150 150 149 149 
Normal 150 150 149 149 148 

Death 2 

゜
1 

゜
1 

bumetrizole 62.5 Number of pups 166 161 160 159 159 
Normal 161 160 159 159 157 
Death 5 I I 

゜
2 

250 Number of pups 168 161 159 159 159 
Normal 161 159 159 159 159 
Death 7 2 

゜゜゜1000 Number of pups 162 158 157 157 156 
Normal 158 157 157 156 156 
Death 4 I 

゜
I 

゜
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Table 51 Body weights of pups (F1) in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

,

1

2

1

'

 

Group Control bumetrizole 
mg/kg 

゜
62.5 250 1000 

Number of dams 11 12 12 11 

Male weight 
Days of lactation 

゜
6.9 士 0.5 7.2 士 0.7 7.0 士 0.6 6.8 士 0.4 

4 10.9 士 0.8 11.2 士 0.8 11.4 士 1.4 10.8 士 0.7 

Female weight 
Days of lactation 

゜
6.4 士 0.6 6.8 士 0.6 6.6 士 0.7 6.4士 0.7 

4 10.4士 0.8 10.6 士 0.9 10.8 士 l. 5 10.3 士 0.9 

Mean pups weight 
Days of lactation 

゜
6.7 :I: 0.5 7.0 士 0.7 6.9 士 0.6 6.6 士 0.6 

4 10.6 士 0.8 10.9 士 0.9 11.1士 1.4 10.6 土 0.7 

Litter weight 
Days of lactation 

゜
90.5 士 9.3 93.8 士 16.4 91.3± 14.0 94.8 土 10.9 

4 143.8 士 15. l 142.0 士 19.4 145.5 士 20.6 149.6 土 13.3 

Each value shows mean (g)士S.D.per dam. 
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Table 52 Necropsy findings of dead pups (F 1) in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

Group Control bumetrizole 
mg/kg 

゜
62.5 250 1000 

Number of dams l 4 5 4 

Number of dead pups l 4 6 4 

Normal 1 4 5 4 

Abnormal 

゜ ゜
1 

゜Lack of abdominal or~ans 

゜ ゜
1 

゜

,
1
2
2
,
 



Study No. 100624 

Table 53 Necropsy findings of pups (F1) in combined repeat dose and reproductive/developmental toxicity screening test 
ofbumetrizole by oral administration 

Group Control bumetrizole 
mg/kg 

゜
62.5 250 1000 

Number of dams 11 12 12 11 

Number of male pups 75 84 90 81 

Normal 75 84 90 81 

Abnormal 

゜ ゜ ゜ ゜Number of dams 11 12 12 11 

Number offemale pups 73 73 69 75 

Normal 73 73 69 75 

Abnormal 

゜ ゜ ゜ ゜
,
1
2
3
,
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Fig. 1 Chemical structure of bumetrizole 
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Fig. 2 Body weights of male rats in combined repeat dose and reproductive/developmental toxicity screening test of 
bumetrizole by oral administration 
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Fig. 3 Body weights of female rats in combined repeat dose and reproductive/developmental toxicity screening test of 
bumetrizole by oral administration 



Study No. 100624 

500 

400 

(

8

)

1

品
l

g
シ
含
g

300 

,
1
2
7
,
 

200 

100 

-0-Control group 

-tr bumetrizole group at 250 mg/kg 

-Sil-bumetrizole group at 1000 mg/kg 

戸芦李考ヨ

◄ Administration period ► 

゜ 4
 
8
 
11 15 18 22 25 29 32 36 39 42 4

 
8
 
11 14 

Days of administration Days of recovery 

Fig. 4 Body weights of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of 
bumetrizole by oral administration 
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Fig. 5 Food consumption of male rats in combined repeat dose and reproductive/developmental toxicity screening test of 
bumetrizole by oral administration 
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Fig. 6 Food consumption of female rats in combined repeat dose and reproductive/developmental toxicity screening test of 
bumetrizole by oral administration 
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Fig. 7 Food consumption of female rats (recovery group) in combined repeat dose and reproductive/developmental toxicity screening test of 
bumetrizole by oral administration 
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Appendix 1-1 Individual general signs of male rats 

(Control笞oup)
Male No. 

1 2 3 
Pre Post Pre Post Pre Post 

MOl 101 N N N N N N 
MOl 102 N N N N N N 
MOl 103 N N N N N N 
MOl 104 N N N N N N 
MOl 105 N N N N N N 
MOl 106 N N N N N N 
MO 1107 N N N N N N 
MOl 108 N N N N N N 
M01109 N N N N N N 
MOl 110 N N N N N N 
MOl 111 N N N N N N 
MOl 112 N N N N N N 
Number of males 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Nonnal. 
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Pre Post 
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N N 

N N 
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(Continued) 
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Daysofadministration 
6 7 8 
Pre Post Pre Post Pre Post 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
12 12 12 12 12 12 
12 12 12 12 12 12 
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Appendix 1-1 (Continued) Individual general signs of male rats 

(Control笞oup)
Male No. 

14 15 16 
Pre Post Pre Post Pre Post 

MOl 101 N N N N N N 
MO 1102 N N N N N N 
MOl 103 N N N N N N 
MOl 104 N N N N N N 
MOl 105 N N N N N N 
M01106 N N N N N N 
M01107 N N N N N N 
MO 1108 N N N N N N 
MOl 109 N N N N N N 
MOlllO N N N N N N 
MOl 111 N N N N N N 
MOl 112 N N N N N N 
Number of males 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Nonnal. 

25 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
1 2 12 
12 12 

24 
Pre Post 
N N 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 
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N N 
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N N 
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12 12 
12 12 

22 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

Daysofadministration 
19 20 21 
Pre Post Pre Post Pre Post 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
12 12 12 12 12 12 
12 12 12 12 12 12 
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1 2 12 
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(Continued) 
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Appendix 1-1 (Continued) Individual general signs of male rats 

Control釈oup)
Male No. 

,
1
3
3
,
 

27 28 29 
Pre Post Pre Post Pre Post 

MOl 101 N N N N N N 
M01102 N N N N N N 
MOl 103 N N N N N N 
M01104 N N N N N N 
M01105 N N N N N N 
MOl 106 N N N N N N 
M01107 N N N N N N 
M01108 N N N N N N 
MOl 109 N N N N N N 
MOl 110 N N N N N N 
MOl 111 N N N N N N 
MOI I 12 N N N N N N 
Number of males 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Normal. 

39 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
N N 
N N 
12 12 
12 12 
(Continued) 
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Appendix 1-1 (Continued) Individual general signs of male rats 

(Control秤oup)
Male No. Daysofadministration 

40 41 42 
Pre Post Pre Post Pre Post 

MOl 101 N N N N N N 
MOl 102 N N N N N N 
MOl 103 N N N N N N 
MOl 104 N N N N N N 
MOl 105 N N N N N N 
M01106 N N N N N N 
MOl 107 N N N N N N 
MOl 108 N N N N N N 
M01109 N N N N N N 
MOl 110 N N N N N N 
MOl 111 N N N N N N 
MOl 112 N N N N N N 

- Number of males 12 12 12 12 12 12 
~ N 12 12 12 12 12 12 
'Pre: Before administration, Post: afteradministration. 
N: Nonnal. 
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(Continued) 
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Appendix 1-1 (Continued) Individual general signs of male rats 

(Control郡oup)
Male No. 

MOl 107 
M0ll08 
MOl 109 
MOl 110 
MOl 111 
MOl 112 

Numberofmales 
N 

N: Normal. 

Daysofrecovew 
7 8 9 
N N N 
N N N 
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Appendix 1-2 Individual general signs of male rats 

(bumetrizole『°upat62.5m砂g)
Male No. 

l 2 3 
Pre Post Pre Post Pre Post 

M02201 N N N N N N 
M02202 N N N N N N 
M02203 N N N N N N 
M02204 N N N N N N 
M02205 N N N N N N 
M02206 N N N N N N 
M02207 N N N N N N 
M02208 N N N N N N 
M02209 N N N N N N 
M02210 N N N N N N 
M022 l l N N N N N N 
M02212 N N N N N N 
Number of males 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N:Normal. 
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6 7 8 
Pre Post Pre Post Pre Post 
N N N N N N 
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Appendix 1-2 (Continued) Individual general signs of male rats 

(bumetrizole『oupat62.5m砂g)
Male No. 

14 15 16 
Pre Post Pre Post Pre Post 

M02201 N N N N N N 
M02202 N N N N N N 
M02203 N N N N N N 
M02204 N N N N N N 
M02205 N N N N N N 
M02206 N N N N N N 
M02207 N N N N N N 
M02208 N N N N N N 
M02209 N N N N N N 
M02210 N N N N N N 
M0221 l N N N N N N 
M02212 N N N N N N 
Number of males 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Nonna!. 
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Appendix l-2 (Continued) Individual general signs of male rats 

(bumetrizole group at62.5 m炉g)
Male No. 

27 28 29 
Pre Post Pre Post Pre Post 

M02201 N N N N N N 
M02202 N N N N N N 
M02203 N N N N N N 
M02204 N N N N N N 
M02205 N N N N N N 
M02206 N N N N N N 
M02207 N N N N N N 
M02208 N N N N N N 
M02209 N N N N N N 
M02210 N N N N N N 
M022 l l N N N N N N 
M02212 N N N N N N 

- Number of males 12 12 12 12 12 12 
~ N 12 12 12 12 12 12 
'Pre: Before administration, Posf:afteradriiinistraffon. 
N: Normal. 

38 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

37 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

36 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
l2 12 
12 12 

35 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

Daysofadministration 
32 33 34 
Pre Post Pre Post Pre Post 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
12 12 12 12 12 12 
12 12 12 12 12 12 

31
＿箪―

N
N
N
N
N
N
N
N
N
N
N
N
-
1
2
1
2

E
N
N
N
N
N
N
N
N
N
N
N
N
1
2
1
2
 

30 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

39 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
N N 
1 2 12 
12 12 
(Continued) 



Study No. 100624 

Appendix l-2 (Continued) Individual general signs of male rats 

,
1
3
9
,
 

(bumetrizole臣oupat62.5m砂g)
Male No. ~ 

40 41 42 
Pre Post Pre Post Pre Post 

M02201 N N N N N N 
M02202 N N N N N N 
M02203 N N N N N N 
M02204 N N N N N N 
M02205 N N N N N N 
M02206 N N N N N N 
M02207 N N N N N N 
M02208 N N N N N N 
M02209 N N N N N N 
M022 l O N N N N N N 
M022 l l N N N N N N 
M02212 N N N N N N 
Number of males 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Normal. 

43 

N

N

N

N

N

N

 

6

6

 
(Continued) 
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Appendix 1-2 (Continued) Individual general signs of male rats 

(bumetrizole肝oupat62.5m炉g)
Male No. 

M02207 
M02208 
M02209 
M02210 
M0221 l 
M02212 
Number of males 
N 

N: Normal. 

Days ofrecove” 
7 8 9 
N N N 
N N N 
N N N 
N N N 
N N N 
N N N 
6 6 6 
6 6 6 

6
-
N
N
N
N
N
N
-
6
6
 

5
-
N
N
N
N
N
N
-
6
6
 

4
-
N
N
N
N
N
N
-
6
6
 

3
-
N
N
N
N
N
N
-
6
6
 

2
-
N
N
N
N
N
N
-
6
6
 

l
-
N
N
N
N
N
N
-
6
6
 

1
0
-
N
N
N
N
N
N
-
6
6
 

1
1
-
N
N
N
N
N
N
-
6
6
 

1
2
-
N
N
N
N
N
N
-
6
6
 

1
3
-
N
N
N
N
N
N
-
6
6
 

1
4
-
N
N
N
N
N
N
-
6
6
 

1
5
-
N
N
N
N
N
N
-
6
6
 

,
1
4
0
,
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Appendix 1-3 Individual general signs of male rats 

(bumetrizole秤°upat250m糾g)
Male No. 

,

1

4

1

'

 

l 2 3 
Pre Post Pre Post Pre Post 

M03301 N N N N N N 
M03302 N N N N N N 
M03303 N N N N N N 
M03304 N N N N N N 
M03305 N N N N N N 
M03306 N N N N N N 
M03307 N N N N N N 
M03308 N N N N N N 
M03309 N N N N N N 
M033 l O N N N N N N 
M033 l l N N N N N N 
M03312 N N N N N N 
Number of males 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Normal. 

13 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 
(Continued) 

1
2
『
一
N
N
N
N
N
N
N
N
N
N
N
N
-
1
2
1
2

pre
N
N
N
N
N
N
N
N
N
N
N
N
1
2
1
2
 

11 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
12 12 
12 12 

10 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
12 12 
12 12 

， 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

Days of叫ministration
6 7 8 
Pre Post Pre Post Pre Post 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
12 12 12 12 12 12 
12 12 12 12 12 12 

5 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
l2 12 
12 12 

4 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 
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Appendix 1-3 (Continued) Individual general signs of male rats 

(bumetrizole『°upat250m砂g)
Male No. 

,
1
4
2
,
 

14 15 16 
Pre Post Pre Post Pre Post 

M03301 N N N N N N 
M03302 N N N N N N 
M03303 N N N N N N 
M03304 N N N N N N 
M03305 N N N N N N 
M03306 N N N N N N 
M03307 N N N N N N 
M03308 N N N N N N 
M03309 N N N N N N 
M033 l O N N N N N N 
M0331 l N N N N N N 
M03312 N N N N N N 
Number of males 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Normal. 

25 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
l2 12 
12 12 

24 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

23 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
N N 
l2 12 
12 12 

22 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
l2 12 
12 12 

DaysOfadministration 
19 20 21 
Pre Post Pre Post Pre Post 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
12 12 12 12 12 12 
12 12 12 12 12 12 

18
＿声＿

N
N
N
N
N
N
N
N
N
N
N
N
-
1
2
1
2

E
N
N
N
N
N
N
N
N
N
N
N
N
1
2
1
2
 

＂ Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
l2 12 
12 12 

26 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
12 12 
12 12 
(C""oirtiirue'"d) 
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Appendix 1-3 (Continued) Individual general signs of male rats 

(bumetrizole『°upat250m沖g)
Male No. 

27 28 29 
Pre Post Pre Post Pre Post 

M03301 N N N N N N 
M03302 N N N N N N 
M03303 N N N N N N 
M03304 N N N N N N 
M03305 N N N N N N 
M03306 N N N N N N 
M03307 N N N N N N 
M03308 N N N N N N 
M03309 N N N N N N 
M03310 N N N N N N 
M033 I I N N N N N N 
M03312 N N N N N N 
Number of males 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Normal. 

38 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
l2 12 
12 12 

37 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

36
＿極―

N
N
N
N
N
N
N
N
N
N
N
N
-
1
2
1
2

E
N
N
N
N
N
N
N
N
N
N
N
N
1
2
1
2
 

35 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

Daysofadministration 
32 33 34 
Pre Post Pre Post Pre Post 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
12 12 12 12 12 12 
12 12 12 12 12 12 

31 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

30
＿極―

N
N
N
N
N
N
N
N
N
N
N
N
「
12

E
N
N
N
N
N
N
N
N
N
N
N
N
1
2
1
2
 

,
1
4
3
,
 

39 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 
(C"'oiitiiuied) 
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Appendix 1-3 (Continued) Individual general signs of male rats 

,
1
4
4
,
 

(bumetrizolegroupat250m炉g)
Male No. ~ 

40 41 42 
Pre Post Pre Post Pre Post 

M0330l N N N N N N 
M03302 N N N N N N 
M03303 N N N N N N 
M03304 N N N N N N 
M03305 N N N N N N 
M03306 N N N N N N 
M03307 N N N N N N 
M03308 N N N N N N 
M03309 N N N N N N 
M03310 N N N N N N 
M033l l N N N N N N 
M03312 N N N N N N 
Number of males 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Normal. 

43 

N
N
N
N
N
N
 

6

6

 (Continued) 
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Appendix 1-3 (Continued) Individual general signs of male rats 

(bumetrizole肛oupat250m炉g)
Male No. 

M03307 
M03308 
M03309 
M03310 
M0331 l 
M03312 
Number of males 
N 

N: Normal. 

Days ofrecove” 
7 8 9 
N N N 
N N N 
N N N 
N N N 
N N N 
N N N 
6 6 6 
6 6 6 

6
-
N
N
N
N
N
N
-
6
6
 

5
-
N
N
N
N
N
N
-
6
6
 

4
-
N
N
N
N
N
N
-
6
6
 

3
-
N
N
N
N
N
N
-
6
6
 

2
-
N
N
N
N
N
N
-
6
6
 

l
-
N
N
N
N
N
N
-
6
6
 

1
0
-
N
N
N
N
N
N
-
6
6
 

1
1
-
N
N
N
N
N
N
-
6
6
 

1
2
-
N
N
N
N
N
N
-
6
6
 

1
3
-
N
N
N
N
N
N
-
6
6
 

1
4
-
N
N
N
N
N
N
-
6
6
 

1
5
-
N
N
N
N
N
N
-
6
6
 

,
1
4
5
,
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Appendix 1-4 Individual general signs of male rats 

(bumetrizole伊°upat1000m糾g)
Male No. 

I 2 3 
Pre Post Pre Post Pre Post 

M0440l N N N N N N 
M04402 N N N N N N 
M04403 N N N N N N 
M04404 N N N N N N 
M04405 N N N N N N 
M04406 N N N N N N 
M04407 N N N N N N 
M04408 N N N N N N 
M04409 N N N N N N 
M04410 N N N N N N 
M044 l l N N N N N N 
M04412 N N N N N N 
Number of males 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N:Normal. 

13 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 
(Continued) 

12 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

11 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

10 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

， 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

Days ofadministration 
6 7 8 
Pre Post Pre Post Pre Post 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
12 12 12 12 12 12 
12 12 12 12 12 12 

5 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

4 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

,
1
4
6
,
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Appendix 1-4 (Continued) Individual general signs of male rats 

(bumetrizole伊°upat1000m砂g)
Male No. 

14 15 16 
Pre Post Pre Post Pre Post 

M04401 N N N N N N 
M04402 N N N N N N 
M04403 N N N N N N 
M04404 N N N N N N 
M04405 N N N N N N 
M04406 N N N N N N 
M04407 N N N N N N 
M04408 N N N N N N 
M04409 N N N N N N 
M04410 N N N N N N 
M0441 l N N N N N N 
M04412 N N N N N N 
Number of males 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N:Normal. 

26 
Pre Post 
N N 

N N 

N N 
N N 
N N 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
12 12 
12 12 
(Continued) 

25 
Pre Post 
N N 
N N 

N N 
N N 
N N 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

24 
Pre Post 
N N 
N N 

N N 
N N 
N N 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
l2 12 
12 12 

23 
Pre Post 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

22 
Pre Post 
N N 
N N 
N N 

N N 
N N 
N N 
N N 

N N 
N N 

N N 
N N 

N N 

12 12 
12 12 

Daysofad面nistration-
19 20 21 
Pre Post Pre Post Pre Post 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
12 12 12 12 12 12 
12 12 12 12 12 12 

18 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

＂F

＿
N
N
N
N
N
N
N
N
N
N
N
N
-
1
2
1
2
 

E
N
N
N
N
N
N
N
N
N
N
N
N
1
2
1
2
 

,
1
4
7
,
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Appendix 1-4 (Continued) Individual general signs of male rats 

(bumetrizole伊°upatl000m炉<g)
Male No. 

27 28 29 
Pre Post Pre Post Pre Post 

M04401 N N N N N N 
M04402 N N N N N N 
M04403 N N N N N N 
M04404 N N N N N N 
M04405 N N N N N N 
M04406 N N N N N N 
M04407 N N N N N N 
M04408 N N N N N N 
M04409 N N N N N N 
M04410 N N N N N N 
M04411 N N N N N N 
M04412 N N N N N N 
Number of males 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Normal. 

39 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
l2 1 2 
12 12 
(Continued) 

38 
Pre Post 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

37
＿極―

N
N
N
N
N
N
N
N
N
N
N
N
-
1
2
1
2

E
N
N
N
N
N
N
N
N
N
N
N
N
1
2
1
2
 

36 
Pre Post 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

35 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
l2 12 
12 12 

Daysofadministration -
32 33 34 
Pre Post Pre Post Pre Post 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
N N N N N N 
12 12 12 12 12 12 
12 12 12 12 12 12 

31 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

30
＿箪―

N
N
N
N
N
N
N
N
N
N
N
N
-
1
2
1
2

E
N
N
N
N
N
N
N
N
N
N
N
N
1
2
1
2
 

,
1
4
8
,
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Appendix 1-4 (Continued) Individual general signs of male rats 

,
1
4
9
,
 

(bumetrizole『°upat1000m炉g)
Male No. ~ 

40 41 42 
Pre Post Pre Post Pre Post 

M04401 N N N N N N 
M04402 N N N N N N 
M04403 N N N N N N 
M04404 N N N N N N 
M04405 N N N N N N 
M04406 N N N N N N 
M04407 N N N N N N 
M04408 N N N N N N 
M04409 N N N N N N 
M04410 N N N N N N 
M044 l l N N N N N N 
M04412 N N N N N N 
Number of males 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N:Normal. 

43 

N

N

N

N

N

N

 

6

6

 

(Continued) 
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Appendix 1-4 (Continued) Individual general signs of male rats 

(bumetrizole伊°upat1000 m砂g)
Male No. 

M04407 
M04408 
M04409 
M04410 
M0441 I 
M04412 
Number of males 
N 

N:Normal. 

Days ofrecovew 
7 8 9 
N N N 
N N N 
N N N 
N N N 
N N N 
N N N 
6 6 6 
6 6 6 

6
-
N
N
N
N
N
N
-
6
6
 

5
-
N
N
N
N
N
N
-
6
6
 

4
-
N
N
N
N
N
N
-
6
6
 

3
-
N
N
N
N
N
N
-
6
6
 

2
-
N
N
N
N
N
N
-
6
6
 

l
-
N
N
N
N
N
N
-
6
6
 

1
0
-
N
N
N
N
N
N
-
6
6
 

1
1
-
N
N
N
N
N
N
-
6
6
 

1
2
-
N
N
N
N
N
N
-
6
6
 

1
3
-
N
N
N
N
N
N
-
6
6
 

1
4
-
N
N
N
N
N
N
-
6
6
 

1
5
-
N
N
N
N
N
N
-
6
6
 

,
1
5
0
,
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,

1

5

1

,

 

Appendix 2-1 Individual general signs of female rats 

Controlgoup) 
Female No. 

1 2 3 
Pre Post Pre Post Pre Post 

FOl151 N N N N N N 
FOl 152 N N N N N N 
FOl 153 N N N N N N 
FOl 154 N N N N N N 
F01155 N N N N N N 
FOl 156 N N N N N N 
F01157 N N N N N N 
F01158 N N N N N N 
FOl 159 N N N N N N 
FOl 160 N N N N N N 
FOl 161 N N N N N N 
F01162 N N N N N N 

Numberoffemales 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Normal. 

14 
Pre Post 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

1 2 1 2 
12 12 
(Continued) 

13 
Pre Post 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
N N 
N N 
N N 

12 12 
12 12 

12 
Pre Post 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

11 
Pre Post 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
1 2 1 2 
12 12 

10 
Pre Post 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

， 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
l2 l2 
12 12 

DaysofadJninistration 
7 8 
Pre Post Pre Post 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
12 12 12 12 
12 12 12 12 

6 
Pre Post 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
1 2 12 
12 12 

5 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
1 2 1 2 
12 12 

4
＿細―

N
N
N
N
N
N
N
N
N
N
N
N
-
1
2
1
2

E
N
N
N
N
N
N
N
N
N
N
N
N
1
2
1
2
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Appendix 2-1 (Continued) Individual general signs of female rats 

(Control秤°U
Female No. 

15* 
Pre Post 

F01151 N N 

F01152 N N 
F01153 N N 
F01154 N N 

F01155 N N 
F01156 N N 
FOl157 N N 
FOll58 N N 
F01159 N N 

F01160 N N 
F01161 N N 

F01162 N N 
Numberoffemales 12 12 IO 10 7 
N 12 12 IO IO 7 

Pre: Before administration, Post: after administration. 
•: Start of pairing. 
N: Nonnal. 

16 

Pre Post 
17 

Pre Post 
18 
Pre Post 

19 
Pre Post 

Daysofadministration 
20 21 22 

Pre Post Pre Post Pre Post 
23 
Pre Post 

24 
Pre Post 

25 

Pre Post 
26 

Pre Post 
27 
Pre Post 

N

N

N

N

N

N

N

N

N

N

 

N

N

N

N

N

N

N

N

N

N

 

z
 
z
 
z
 N

N

 

N

N

 

N

N

 

,
1
5
2
,
 

N

N

N

N

N

N

N

 N

N

N

N

N

 

N

N

N

N

N

 

7

7

 

6

6

 

6
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Appendix 2-2 Individual general signs of female rats 

(bumetrizole秤°upat62.5m砂8)
Female No. 

,
1
5
3
,
 

I 2 3 
Pre Post Pre Post Pre Post 

F0225 I N N N N N N 
F02252 N N N N N N 
F02253 N N N N N N 
F02254 N N N N N N 
F02255 N N N N N N 
F02256 N N N N N N 
F02257 N N N N N N 
F02258 N N N N N N 
F02259 N N N N N N 
F02260 N N N N N N 
F02261 N N N N N N 
F02262 N N N N N N 

Number of females 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Normal. 

1 4 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
1 2 1 2 
12 12 
(Continued) 

13 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
1 2 1 2 
12 12 

12 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
1 2 1 2 
12 12 

11 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
1 2 1 2 
12 12 

10 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

， 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

Days ofadministration 
7 8 
Pre Post Pre Post 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
12 12 12 12 
12 12 12 12 

6 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
1 2 12 
12 12 

s 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
N N 
N N 
N N 

12 12 
12 12 

4 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
12 1 2 
12 12 
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Appendix 2-2 (Continued) Individual general signs of female rats 

(bumetrizole笞oupat62.5m述g)
Female No. 

15* 
Pre Post 

F02251 N N 

F02252 N N 
F02253 N N 

F02254 N N 

F02255 N N 
F02256 N N 
F02257 N N 

F02258 N N 
F02259 N N 

F02260 N N 
F02261 N N 
F02262 N N 

Numberoffemales 12 12 7 7 3 
N 12 12 7 7 3 

Pre: Before administration, Post: after administration. 
•: Start of pairing. 
N: Normal. 

16 
Pre Post 
N N 

N N 
N N 

N N 

N N N 

N

N

 

N

N

 

,
1
5
4
,
 

17 
Pre Post 

18 

Pre Post 
19 
Pre Post 

Daysofadministration 
20 21 22 
Pre Post Pre Post Pre Post 

23 

Pre Post 
24 
Pre Post 

25 
Pre Post 

26 
Pre Post 

27 

Pre Post 

z
 
z
 

N

N

 

N N z
 

3

3
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Appendix 2-3 Individual general signs of female rats 

(bumetrizolewoupat250m砂g)
Female No. 

I 2 3 
Pre Post Pre Post Pre Post 

F0335 l N N N N N N 
F03352 N N N N N N 
F03353 N N N N N N 
F03354 N N N N N N 
F03355 N N N N N N 
F03356 N N N N N N 
F03357 N N N N N N 
F03358 N N N N N N 
F03359 N N N N N N 
F03360 N N N N N N 
F0336 l N N N N N N 
F03362 N N N N N N 

Number of females 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Normal. 

14 
Pre Post 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

1 2 12 
12 12 
(Continued) 

13 
Pre Post 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

l 2 1 2 
12 12 

12 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
N N 
N N 

N N 
N N 
1 2 12 
12 12 

11 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
N N 
N N 
N N 
12 12 
12 12 

10 
Pre Post 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

N N 
N N 

12 12 
12 12 

， 
Pre Post 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
1 2 12 
12 12 

~tion 
7 8 

Pre Post Pre Post 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
12 12 12 12 
12 12 12 12 

6 

Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 1 2 
12 12 

5 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 

12 1 2 
12 12 

4 
Pre Post 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
1 2 12 
12 12 ,

1
5
5
,
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Appendix 2-3 (Continued) Individual general signs of female rats 

(bumetrizole秤0upat250m炉g)
Female No. 

15• 
Pre Post 

F03351 N N 
F03352 N N 
F03353 N N 
F03354 N. N 

F033SS N N 

F03356 N N 
F03357 N N 
F03358 N N 

F03359 N N 
F03360 N N 
F03361 N N N N N 

F03362 N N N N N 
Number of females 12 12 9 9 8 
N 12 12 9 9 8 

Pre: Before administration, Post: after administration. 
•: Start of pairing. 
N: Nonna!. 

16 
Pre Post 

17 

Pre Post 
18 
Pre Post 

19 

Pre Post 

Daysofadministration 
20 21 22 

Pre Post Pre Post Pre Post 
23 

Pre Post 
24 
Pre Post 

25 
Pre Post 

26 

Pre Post 

27 

Pre Post 

N

N

N

 

N

N

N

 

N

N

N

 

N

N

N

 

N z
 N

N

N

N

 

N

N

N

N

 

N

N

N

 

N
N
N
N
N
-
8
8
 

N

N

 

N

N

 

N z
 ,

1
5
6
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4
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Appendix 2-4 Individual general signs of female rats 

(bumetrizole秤oupat1000m杵g)
Female No. 

I 2 3 
Pre Post Pre Post Pre Post 

F0445 l N N N N N N 
F04452 N N N N N N 
F04453 N N N N N N 
F04454 N N N N N N 
F04455 N N N N N N 
F04456 N N N N N N 
F04457 N N N N N N 
F04458 N N N N N N 
F04459 N N N N N N 
F04460 N N N N N N 
F04461 N N N N N N 
F04462 N N N N N N 

Numberoffemales 12 12 12 12 12 12 
N 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Nonnal. 

1 4 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
1 2 1 2 
12 12 
(Continued) 

13 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

12 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
l2 l2 
12 12 

ll 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
l2 12 
12 12 

10 
Pre Post 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
l2 12 
12 12 

， 
Pre Post 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

Da~tion 
7 8 
Pre Post Pre Post 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
N N N N 
12 12 12 12 
12 12 12 12 

6 

Pre Post 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
N N 
12 12 
12 12 

5 
Pre Post 
N N 
N N 
N N 
N N 

N N 
N N 
N N 
N N 
N N 
N N 

N N 
N N 
1 2 12 
12 12 

4
『
一
N
N
N
N
N
N
N
N
N
N
N
N
-
1
2
1
2

F
N
N
N
N
N
N
N
N
N
N
N
N
1
2
1
2
 

,
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5
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Appendix 2-4 (Continued) Individual general signs of female rats 

(bwnetrizole秤oupat1000m糾g)
Female No. 

16 
Pre Post 
N N 
N N 

N N 

17 

Pre Post 
N N 

N N 
N N 

N

N

N

N

 

N

N

N

N

 

z
 
z
 ,

1
5
8
,
 

15車

Pre Post 
F04451 N N 
F04452 N N 
F04453 N N 

F04454 N N 

F04455 N N 
F04456 N N 

F04457 N N 
F04458 N N 

F04459 N N 

F04460 N N 
F04461 N N 
F04462 N N 

Number of females 12 12 8 8 4 
N 12 12 8 8 4 

Pre: Before administration, Post: after administration. 
•: Start of pairing. 
N: Normal. 

18 
Pre Post 
N N 

N N 

N N 

19 
Pre Post 
N N 

Daysofaclministration 
20 21 22 

Pre Post Pre Post Pre Post 
N N N N N N 

23 
Pre Post 
N N 

24 
Pre Post 
N N 

25 
Pre Post 
N N 

26 

Pre Post 
N N 

27 
Pre Post 
N N 

N z
 

N z
 

4

4

 

4

4

 

4

4
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Appendix 3-1 Individual general signs of dams during pregnancy 

Control grou 
Dam No. Da sof re anc• 

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
F01151 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

FOl 152 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

FOl 153 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

FOl 154 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

FOl 155 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

FOl 156 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

FOl 157 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F01158 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

FOl 159 > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N 

F01160 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

FOl 161 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

FOl 162 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

Number of dams 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 

N 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 

一しノ、 Pre: Before administration, Post: after administration. (Continued) 
~ >: Excluded from analysis of data because of non-pregnancy. 
N: Normal 



Appendix 3-1 (Continued) Individual general signs of dams during pregnancy 

Control秤0U

Dam No. 

FOIISI 

FOi 152 

FOi 153 
FOi 154 
FOi 155 
FOi 156 
FOi 157 
FOi 158 

Daysofpre秤ancy
IS 16 17 18 19 20 21 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
N N N N N N N N N N N N N N 

N N N N N N N N N N N N N N 

N N N N N N N N N N N N N N 

N N N N N N N N N N N N N N 

N N N N N N N N N N N N N N 

N N N N N N N N N N N N N N 

N N N N N N N N N N N N N N 

N N N N N N N N N N N N N N 

22 23 24 25 

Pre Post Pre Post Pre Post 
N N 

FOi 159 > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N 

FOi 160 N N N N N N N N N N N N N N N N 

FOi 161 N N N N N N N N N N N N N N N N 

F01162 N N、 N N N N N N N N N N N N 

Number of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 3 3 0 0 0 0 0 

N II 11 11 II 11 11 11 11 11 II 11 11 11 11 3 3 

ーPre:Before administration, Post: after administration. 。
o >: Excluded from analysis of data because of non-pregnancy 
N:Nonnal. 

Study No. I 00624 



Study No. I 00624 

Appendix 3-2 Individual general signs of dams during pregnancy 

(bumetrizole『°upat62.5m砂g)
Dam No. Davs of ore1Z11an, 

0 I 2 3 4 S 6 7 8 9 10 11 12 13 14 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
F022S 1 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F02252 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F02253 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F02254 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F022SS N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F02256 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F02257 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F02258 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F02259 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F02260 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F02261 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F02262 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

Numberofdams 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 

N 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. (Continued) 
N: Normal. 

,

1

6

1

'
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Appendix 3-2 (Continued) Individual general signs of dams during pregnancy 

(bumetrizole『°upat625m炉g)
Dam No 

25 

z
 

N 

N
N
N
N
N
 

N
N
N
N
N
 

Days ofpregnancy 
15 16 17 18 19 20 21 22 23 24 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
F02251 N N N N N N N N N N N N N N 
F02252 N N N N N N N N N N N. N N N 
F02253 N N N N N N N N N N N N N N 
F02254 N N N N N N N N N N N N N N 
F02255 N N N N N N N N N N N N N N 
F02256 N N N N N N N N N N N N N N 
F02257 N N N N N N N N N N N N N N 
F02258 N N N N N N N N N N N N N N 
F02259 N N N N N N N N N N N N N N 
F02260 N N N N N N N N N N N N N N 
F02261 N N N N N N N N N N N N N N 
F02262 N N N N N N N N N N N N N N 
Numberofdams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Normal. 
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6
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Appendix 3-3 Individual general signs of dams during pregnancy 

(bumetrizoleW°upat250m炉g)
Dam No. 

Study No. I 00624 

Davs of oreman, 
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
F03351 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F03352 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F03353 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F03354 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F03355 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F03356 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F03357 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F03358 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F03359 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F03360 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F03361 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F03362 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

Number of dams 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 

N 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. (Continued) 
I.,.) N:Nonnal. 
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Appendix 3-3 (Continued) Individual general signs of dams during pregnancy 

(bumetrizole秤oupat250m砂g)
Dam No. Daysofp『e秤ancy

15 16 17 18 19 20 21 22 23 24 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
F03351 N N N N N N N N N N N N N N 

F03352 N N N N N N N N N N N N N N 

F03353 N N N N N N N N N N N N N N 

F03354 N N N N N N N N N N N N N N 

F03355 N N N N N N N N N N N N N N 

F03356 N N N N N N N N N N N N N N 

F03357 N N N N N N N N N N N N N N 

F03358 N N N N N N N N N N N N N N 

F03359 N N N N N N N N N N N N N N 

F03360 N N N N N N N N N N N N N N 

F03361 N N N N N N N N N N N N N N 

F03362 N N N N N N N N N N N N N N 

Numberofdams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

, N 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

豆 :e~~::~administration, Post: after administration 
N:Nonnal. 
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Appendix 3-4Individual general signs of dams during pregnancy 

(bumetrizole『°upatlooom炉g)
Dam No. Davs of orc1111anc 

0 1 2 3 4 5 6 7 8 9 JO 11 12 13 14 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
F04451 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F04452 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F04453 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F04454 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F04455 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F04456 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F04457 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F04458 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F04459 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F04460 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F04461 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N 

F04462 > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N 

Number of dams 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 

N 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 

Pre: Before administration, Post: after administration. (Continued) 
>: Excluded from analysis of data because of non-pregnancy 
N:Normal. 

,
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Appendix 3-4(Continued) Individual general signs of dams during pregnancy 

(bumetrizole『°upat1000m仲g)
Dam No. Daysofpre秤ancy

15 16 17 18 19 20 21 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
F04451 N N N N N N N N N N N N N N 

F04452 N N N N N N N N N N N N N N 

F04453 N N N N N N N N N N N N N N 

F04454 N N N N N N N N N N N N N N 

F04455 N N N N N N N N N N N N N N 

F04456 N N N N N N N N N N N N N N 

F04457 N N N N N N N N N N N N N N 

F04458 N N N N N N N N N N N N N N 

F04459 N N N N N N N N N N N N N N 

F04460 N N N N N N N N NN  N N N N 

F04461 N N N N N N N N N N N N N N 

F04462 > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N > N 

Numberofdams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 3 3 0 0 0 0 0 

N 11 11 11 11 11 11 11 11 11 11 11 11 11 11 3 3 - - -

Pre: Before administration, Post: after administration. 
>: Excluded from analysis of data because of non-pregnancy. 
N:Normal. 
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Pre Post 
23 

Pre Post 
24 

Pre Post 
25 
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Appendix 4-1 Individual general signs of dams during lactation 

(Control秤°up)
Dam No. 

ー
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＿
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N
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N

N

N
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N

 

Da込~tation

3 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

,
1
6
7
,
 

゜Pre Post F01151 N N 

FOi 152 N N 
FOll53 N N 

FOI 154 N N 

F01155 N N 

FOI 156 N N 

FOI157 N N 

FOll58 N N 

FOI 159 Non-pregnancy 
FOI160 N N N N 
FOI 161 N N N N 

FOll62 N N N N 

Numberofdams 11 II II II 

N 11 II II II 

Pre: Before administration, Post: after administration. 
N:Normal. 
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Appendix 4-2 Individual general signs of dams during lactation 

(bumetrizolegroupat62.5 m炉g)
Dam No. 

0 1 

Pre Post Pre Post 
F02251 N N N N 

F02252 N N N N 

F02253 N N N N 

F02254 N N N N 

F02255 N N N N 
F02256 N N N N 

F02257 N N N N 

F02258 N N N N 
F02259 N N N N 

F02260 N N N N 

F02261 N N N N 
F02262 N N N N 

Number of dams 12 12 12 12 

N 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Normal. 

6 
Pre Post 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

1 2 12 

12 12 

5 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

12 1 2 

12 12 

4 
Pre Post 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

12 12 

12 12 

Da込~tation
3 

Pre Post 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

12 12 

12 12 

2 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

12 12 

12 12 

,
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Appendix 4-3 Individual general signs of dams during lactation 

(bumetrizole肛°upat250m沖g)
Darn No. 

0 1 

Pre Post Pre Post 
F03351 N N N N 

F03352 N N N N 

F03353 N N N N 

F03354 N N N N 

F03355 N N N N 

F03356 N N N N 
F03357 N N N N 

F03358 N N N N 

F03359 N N N N 

F03360 N N N N 

F03361 N N N N 
F03362 N N N N 

Numberofdams 12 12 12 12 

N 12 12 12 12 

Pre: Before administration, Post: after administration. 
N: Normal. 

6 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

12 12 

12 12 

5 
Pre Post 
N N 
N N 

N N 

N N 

N N 
N N 

N N 

N N 

N N 

N N 

N N 

N N 

12 12 

12 12 

4 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

l2 12 

12 12 

Da込正辿tation
3 
Pre Post 
N N 

N N 

N N 

N N 

N N 
N N 

N N 

N N 

N N 

N N 

N N 

N N 

12 12 

12 12 

2 
Pre Post 
N N 
N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N 

l2 12 

12 12 

,
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6
9
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Appendix 4-4 Individual general signs of dams during lactation 

(bumetrizolegroupat 1000m沖g)
Dam No. 

N
N
N
N
N
N
N
N
N
N
N
 

Da込正辿tation
3 

Pre Post 

N N 

N N 

N N 
N N 

N N 

N N 

N N 

N N 

N N 

N N 

N N ,
1
7
0
,
 

゜Pre Post F04451 N N 

F04452 N N 

F04453 N N 

F04454 N N 

F04455 N N 

F04456 N N 

F04457 N N 
F04458 N N 

F04459 N N 
F04460 N N 

F04461 N N 

F04462 Non-pregnancy 
Number of dams 11 11 11 11 

N 11 11 11 11 

Pre: Before administration, Post: after administration. 
N: Normal. 
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Appendix 5-1 Individual general signs of female rats (recovery group) 

Control §rou: 
Female No. 

1 2 

Pre Post Pre Post 
F01171 N N N N 

F01172 N N N N 
F01173 N N N N 

F01174 N N N N 

F01175 N N N N 
F01176 N N N N 

Number of females 6 6 6 6 

N 6 6 6 6 

Pre: Before administration, Post: after administration. 
N: Normal. 

3 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

4 
Pre Post 
N N 

N N 

N N 

N N 

N N 

込
6 6 

6 6 

5 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

Daysofadministration 
6 7 8 
Pre Post Pre Post Pre Post 
N N N N N N 

N N N N N N 

N N N N N N 
N N N N N N 

N N N N N N 

N N N N N N 

6 6 6 6 6 6 

6 6 6 6 6 6 

， 
Pre Post 
N N 

N N 

N N 

N N 

N N 

已
6 6 
6 6 

10 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

11 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

12 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

13 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

(Continued), 

,
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7

1

,
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Appendix 5-1 (Continued) Individual general signs of female rats (recovery group) 

(ControlW°up) 
Female No. 

14 15 

Pre Post Pre Post 
F01171 N N N N 
F01172 N N N N 

F01173 N N N N 

F01174 N N N N 

F01175 N N N N 

F01176 N N N N 

Number offemales 6 6 6 6 

N 6 6 6 6 

Pre: Before administration, Post: after administration. 
N: Normal. 

16 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

17 
Pre Post 
N N 

N N 

N N 

N N 
N N 

込
6 6 

6 6 

18 
Pre Post 
N N 

N N 

N N 

N N 

N N 

込
6 6 

6 6 

Daysofadministration 
19 20 21 

Pre Post Pre Post Pre Post 
N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 

6 6 6 6 6 6 

6 6 6 6 6 6 

22 

Pre Post 
N N 

N N 

N N 

N N 

N N 

込
6 6 

6 6 

23 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

24 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

25 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

26 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 
(Continued) 

,
1
7
2
,
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Appendix 5-1 (Continued) Individual general signs of female rats (recovery group) 

(Control釈oup)
Female No. 

27 28 

Pre Post Pre Post 
F01171 N N N N 

F01172 N N N N 

FOll73 N N N N 

F01174 N N N N 

F01175 N N N N 

F01176 N N N N 

Number offemales 6 6 6 6 

N 6 6 6 6 
Pre: Before administration, Post: after administration. 
N: Normal. 

29 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

30 

Pre Post 
N N 

N N 

N N 

N N 

N N 

込
6 6 
6 6 

31 

Pre Post 
N N 

N N 

N N 

N N 

N N 

已＿丑
6 6 

6 6 

Daysofadministration 
32 33 34 

Pre Post Pre Post Pre Post 
N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 
N N N N N N 

6 6 6 6 6 6 
6 6 6 6 6 6 

35 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

36 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

37 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

38 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

39 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 
(Continued) 

,
1
7
3
,
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Appendix 5-1 (Continued) Individual general signs of female rats (recovery group) 

(Controlgroup) 
Female No. Daysofadrninistration 

40 41 42 

Pre Post Pre Post Pre Post 
F01171 N N N N N N 

F01172 N N N N N N 
FO 1173 N N N N N N 

F01174 N N N N N N 

F01175 N N N N N N 

F01176 N N N N N N 

Number offemales 6 6 6 6 6 6 

N 6 6 6 6 6 6 

Pre: Before administration, Post: after administration. 
N:Nonnal. 

(Continued) 

ー一
7
4
,
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Appendix 5-1 (Continued) Individual general signs of female rats (recovery group) 

(Control秤°up)
Female No. 

F01171 
F01172 
F01173 
F01174 
FOl 175 
F01176 

Number of females 
N 

N:Normal. 

Days ofrecovew 
7 8 9 
N N N 
N N N 
N N N 
N N N 
N N N 
N N N 
6 6 6 
6 6 6 

6
-
N
N
N
N
N
N
-
6
6
 

5
-
N
N
N
N
N
N
-
6
6
 

4
-
N
N
N
N
N
N
-
6
6
 

3
-
N
N
N
N
N
N
-
6
6
 

2
-
N
N
N
N
N
N
-
6
6
 

l
-
N
N
N
N
N
N
-
6
6
 

1
0
-
N
N
N
N
N
N
-
6
6
 

1
1
-
N
N
N
N
N
N
-
6
6
 

1
2
-
N
N
N
N
N
N
-
6
6
 

1
3
-
N
N
N
N
N
N
-
6
6
 

1
4
-
N
N
N
N
N
N
-
6
6
 

1
5
-
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N
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-
6
6
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Appendix 5-2 Individual general signs offemale rats (recovery group) 

(bumetrizolegroupat250m述g)
Female No. 

1 2 

Pre Post Pre Post 
F03371 N N N N 

F03372 N N N N 

F03373 N N N N 
F03374 N N N N 

F03375 N N N N 

F03376 N N N N 

Number of females 6 6 6 6 

N 6 6 6 6 

Pre: Before administration, Post: after administration. 
N:Nonnal. 

3 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

5 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

Daysofadministration 
6 7 8 
Pre Post Pre Post Pre Post 
N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 
N N N N N N 

N N N N N N 

6 6 6 6 6 6 

6 6 6 6 6 6 

4 
Pre Post 
N N 

N N 

N N 

N N 

N N 

込
6 6 
6 6 

， 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

10 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

11 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

12 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

13 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

(Continued) 
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Appendix 5-2 (Continued) Individual general signs of female rats (recovery group) 

(bumetrizole『°upat250m炉g)
Female No. 

14 15 

Pre Post Pre Post 
F03371 N N N N 

F03372 N N N N 

F03373 N N N N 

F03374 N N N N 

F03375 N N N N 

F03376 N N N N 

Number of females 6 6 6 6 

N 6 6 6 6 
Pre: Before administration, Post: after administration. 
N: Normal. 

16 

Pre Post 
N N 

N N 
N N 

N N 
N N 

込
6 6 
6 6 

17 
Pre Post 
N N 

N N 

N N 

N N 

N N 

旦
6 6 
6 6 

18 

Pre Post 
N N 

N N 
N N 

N N 

N N 

N N 

6 6 

6 6 

Daysofadministration 
19 20 21 

Pre Post Pre Post Pre Post 
N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 

6 6 6 6 6 6 

6 6 6 6 6 6 

22 
Pre Post 
N N 

N N 

N N 
N N 
N N 

込
6 6 

6 6 

23 

Pre Post 
N N 

N N 

N N 

N N 
N N 

込
6 6 

6 6 

24 
Pre Post 
N N 

N N 
N N 

N N 

N N 

N N 

6 6 

6 6 

25 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

26 

Pre Post 
N N 

N N 

N N 

N N 
N N 

N N 

6 6 

6 6 

(Continued) 

,177, 
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Appendix S-2 (Continued) Individual general signs offemale rats (recovery group) 

(bumetrizole印oupat250m砂g)
Female No. 

27 28 

Pre Post Pre Post 
F03371 N N N N 

F03372 N N N N 

F03373 N N N N 

F03374 N N N N 

F03375 N N N N 
F03376 N N N N 

Number of females 6 6 6 6 

N 6 6 6 6 

Pre: Before administration, Post: after administration. 
N:Nonnal. 

29 

Pre Post 
N N 

N N 

N N 

N N 

N N 

込
6 6 

6 6 

30 
Pre Post 
N N 

N N 

N N 
N N 

N N 

込
6 6 

6 6 

31 
Pre Post 
N N 
N N 

N N 

N N 
N N 

込
6 6 

6 6 

Daysofadministration 
32 33 34 

Pre Post Pre Post Pre Post 
N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 
N N N N N N 

N N N N N N 

6 6 6 6 6 6 

6 6 6 6 6 6 

35 

Pre Post 
N N 

N N 

N N 

N N 

N N 

込
6 6 
6 6 

36 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 
6 6 

6 6 

37 

Pre Post 
N N 

N N 

N N 

N N 

N N 

已
6 6 

6 6 

38 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

39 
Pre Post 
N N 
N N 

N N 

N N 

N N 

こ
6 6 

6 6 
(Continued) 

,
1
7
8
,
 



Study No. 100624 

Appendix 5-2 (Continued) Individual general signs offemale rats (recovery group) 

(bumetrizolepoupat250m炉§)
Female No. Daysofadministration 

40 41 42 

Pre Post Pre Post Pre Post 
F03371 N N N N N N 

F03372 N N N N N N 
F03373 N N N N N N 

F03374 N N N N N N 

F03375 N N N N N N 

F03376 N N N N N N 
Number offemales 6 6 6 6 6 6 

N 6 6 6 6 6 6 

Pre: Before administration, Post: after administration. 
N:Normal. 

(Continued) 

,
1
7
9
,
 



Study No. 100624 

Appendix 5-2 (Continued) Individual general signs offemale rats (recovery group) 

(bumetrizole笞°upat250mgkg)
Female No. 

F03371 

F03372 

F03373 
F03374 

F03375 
F03376 

Number of females 

N 
N:Normal. 

Days ofrecove” 
7 8 9 
N N N 

N N N 

N N N 

N N N 
N N N 

N N N 

6 6 6 

6 6 6 

6

-

N

N

N

N

N

N

-

6

6

 

5

-

N

N

N

N

N

N

-

6

6

 

4

-

N

N

N

N

N

N

-

6

6

 

3

-

N

N

N

N

N

N

-

6

6

 

2

-

N

N

N

N

N

N

-

6

6

 

]

-

N

N

N

N

N

N

-

6

6

 

I

O

-

N

N

N

N

N

N

-

6

6

 

1

1

-

N

N

N

N

N

N

-

6

6

 

1

2

-

N

N

N

N

N

N

-

6

6

 

1

3

-

N

N

N

N

N

N

-

6

6

 

1

4

-

N

N

N

N

N

N

-

6

6

 

1

5

-

N

N

N

N

N

N

-

6

6

 

,
l
o
o
o
'
 



Study No. 100624 

Appendix S-3 Individual general signs of female rats (recovery group) 

(bumetrizolegroupat 1000m炉g)
Female No. 

1 2 

Pre Post Pre Post 
F04471 N N N N 

F04472 N N N N 
F04473 N N N N 

F04474 N N N N 

F04475 N N N N 

F04476 N N N N 

Number of females 6 6 6 6 

N 6 6 6 6 

Pre: Before administration, Post: after administration. 
N: Normal. 

Daysofadministration 
6 7 8 
Pre Post Pre Post Pre Post 
N N N N N N 

N N N N N N 
N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 

6 6 6 6 6 6 
6 6 6 6 6 6 

3 
Pre Post 
N N 

N N 

N N 

N N 

N N 

込
6 6 

6 6 

4 
Pre Post 

N N 

N N 

N N 

N N 

N N 

込
6 6 

6 6 

5 
Pre Post 
N N 

N N 

N N 

N N 

N N 

込
6 6 

6 6 

， 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

10 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

11 
Pre Post 
N N 

N N 

N N 

N N 

N N 

込
6 6 
6 6 

12 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

13 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 
(Continued) 

,

1

8

1

,

 



Study No. 100624 

Appendix S-3 (Continued) Individual general signs of female rats (recovery group) 

(bumetrizole郡oupat1000m炉g)
Female No. 

14 15 

Pre Post Pre Post 

F04471 N N N N 

F04472 N N N N 

F04473 N N N N 

F04474 N N N N 

F04475 N N N N 

F04476 N N N N 

Number of females 6 6 6 6 
N 6 6 6 6 

Pre: Before administration, Post: after administration. 
N:Normal. 

16 

Pre Post 
N N 

N N 

N N 

N N 

N N 

込
6 6 

6 6 

17 

Pre Post 
N N 

N N 

N N 

N N 
N N 

込
6 6 
6 6 

18 

Pre Post 

N N 
N N 

N N 
N N 
N N 

込
6 6 
6 6 

Daysofadministration 
19 20 21 

Pre Post Pre Post Pre Post 
N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 

6 6 6 6 6 6 

6 6 6 6 6 6 

22 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

23 

Pre Post 

N N 

N N 

N N 

N N 

N N 

止⇒
6 6 
6 6 

24 

Pre Post 

N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

25 

Pre Post 

N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

26 

Pre Post 
N N 

N N 

N N 

N N 
N N 
N N 

6 6 

6 6 
(Continued) 

,
1
8
2
,
 



Study No. 100624 

Appendix 5-3 (Continued) Individual general signs offemale rats (recovery group) 

(bumetrizolegroupat 1000m炉g)
Female No. 

27 28 
Pre Post Pre Post 

F04471 N N N N 

F04472 N N N N 

F04473 N N N N 

F04474 N N N N 

F04475 N N N N 

F04476 N N N N 

Number of females 6 6 6 6 

N 6 6 6 6 

Pre: Before administration, Post: after administration. 
N:Nonnal. 

29 

Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

30 
Pre Post 
N N 

N N 

N N 

N N 

N N 

込
6 6 
6 6 

31 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

Daysofadministration 
32 33 34 
Pre Post Pre Post Pre Post 

N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 

N N N N N N 

6 6 6 6 6 6 

6 6 6 6 6 6 

35 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

36 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 
6 6 

37 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

38 
Pre Post 
N N 

N N 

N N 

N N 

N N 

N N 

6 6 

6 6 

39 

Pre Post 
N N 

N N 

N N 

N N 

N N 

込
6 6 
6 6 
(Continued) 

,
1
8
3
,
 



Study No. 100624 

Appendix 5-3 (Continued) Individual general signs of female rats (recovery group) 

(bumetrizolegroupat 1000m炉g)
Female No. ~ 

40 41 42 
Pre Post Pre Post Pre Post 

F04471 N N N N N N 

F04472 N N N N N N 

F04473 N N N N N N 

F04474 N N N N N N 

F04475 N N N N N N 

F04476 N N N N N N 

Number of females 6 6 6 6 6 6 

N 6 6 6 6 6 6 
Pre: Before administration, Post: after administration. 
N:Normal. 

(Continued) 

,
1
8
4
,
 



Study No. 100624 

Appendix 18-1 (Continued) Individual FOB of female rats (recovery group) 

Control 
l 

Female No. 
咆旦ー
Blind Nu. Observation of animals in c~且es

,
3
1
3
,
 

Pre 
FOI 171 F00087 1 

FO 1172 F00096 1 

FOl 173 F00074 1 

F01174 F00092 I 

F01175 F00083 1 
FOl 176 F00090 1 

Number of females 6 

Mean 1.0 

Range l 
Findings were graded as follows 
Biting behavior 1: Not observed, 2: observed. 

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor. 

8
-
l
l
l
l
l
l
-
6
0
1
 

ー

Da 

Bitingbehavior 
Day 15 Day22 Day29 
1 1 1 

1 1 1 
1 1 1 

1 1 1 

1 1 1 

1 1 1 

6 6 6 

1.0 1.0 1.0 
1 1 1 

3
6
-
l
l
l
l
l
l
-
6
o
l
 

ー

Da 
4
2
-
l
l
l
l
l
l
-
6
o
l
 

ー

Da 
l
l
l
l
l
l
-
6
0
1
 

pre
-

l

 

8
-
l
l
l
l
l
l
-
6
o
l
 

ー

a
 
D
 

Clonic convulsions 

Day 15 Day22 Day29 
1 1 1 

1 1 1 
1 1 1 

1 1 1 

1 1 1 

1 1 1 

6 6 6 

1.0 1.0 1.0 

1 1 1 

3
6
l
l
l
l
l
l
l
-
6
o
l
 

ー

Da 
Da~ 
1 

1 
1 

1 

1 
1 

6 
1.0 

1 
． 

(Continued) 



Study No. 100624 

Appendix 5-3 (Continued) Individual general signs offemale rats (recovery group) 

(bumetrizole肛oupat 1000m炉g)
Female No. 

F04471 

F04472 
F04473 

F04474 

F04475 

F04476 

Number of females 

N 
N: Normal.  

Days of recove” 
7 8 9 
N N N 

N N N 
N N N 

N N N 

N N N 

N N N 

6 6 6 
6 6 6 

6

-

N

N

N

N

N

N

-

6

6

 

5

-

N

N

N

N

N

N

-

6

6

 

4

-

N

N

N

N

N

N

-

6

6

 

3

-

N

N

N

N

N

N

-

6

6

 

2

-

N

N

N

N

N

N

-

6

6

 

l

-

N

N

N

N

N

N

-

6

6

 

1

0

-

N

N

N

N

N

N

-

6

6

 

1

1

-

N

N

N

N

N

N

-

6

6

 

1

2

-

N

N

N

N

N

N

-

6

6

 

1

3

-

N

N

N

N

N

N

-

6

6

 

1

4

-

N

N

N

N

N

N

-

6

6

 

1

5

-

N

N

N

N

N

N

-

6

6

 

,
-
0
0
5
,
 



Study No. 100624 

Appendix 6-1 Individual body weights (g) of male rats 

(Control秤oup)
Male No. 

,
-
0
0
6
,
 

MOl 101 

M01102 

M01103 

MOl 104 

M01105 

M01106 

MOl 107 

MOl 108 

MOl 109 

MOl 110 

MOl 111 

MOl 112 

Number of males 

Mean 

S.D. 

1 

387 

367 

365 

385 

379 

405 

381 

375 

384 

393 

364 

382 

12 

381 

12 

4 

406 

377 

380 

399 

390 

417 

394 

386 

404 

412 

371 

400 

12 

395 

14 

8 

420 

384 

402 

416 

392 

441 

412 

400 

421 

432 

373 

409 

12 

409 

20 

11 

437 

392 

407 

424 

413 

443 

422 

405 

439 

443 

380 

419 

12 

419 

20 

15 

447 

397 

420 

429 

419 

458 

436 

413 

451 

456 

389 

437 

12 

429 

22 

Daysofadministration 
18 22 25 

455 469 481 

397 407 419 

422 436 437 

425 444 449 

427 436 448 

457 477 486 

434 452 461 

424 442 451 

461 473 491 

460 466 476 

396 407 414 

444 446 464 

12 12 12 

434 446 456 

23 23 25 

29 

494 

421 

452 

464 

464 

503 

474 

476 

504 

479 

431 

470 

12 

469 

26 

32 

500 

426 

458 

473 

467 

515 

486 

477 

520 

493 

436 

475 

12 

477 

28 

3
6
-
5
1
0
4
3
8
4
6
7
4
7
6
4
8
0
5
2
1
4
9
6
4
9
4
5
3
7
5
0
7
4
4
3
4
8
8
-
1
2
4
8
8
3
0
 

39 

517 

437 

476 

487 

492 

524 

509 

501 

544 

514 

448 

494 

12 

495 

31 

42 

521 

438 

471 

481 

485 

527 

516 

503 

548 

518 

455 

493 

12 

496 

32 

Days ofrecovew 
4 8 11 14 

514 

504 

551 

519 

459 

497 

6 

507 

30 

5

1

5

5

0

8

5

5

9

5

3

2

4

6

3

5

0

7

-

6

5

1

4

3

2

 

522 

514 

564 

540 

475 

520 

6 

523 

30 

533 

508 

566 

546 

477 

527 

6 

526 

31 

540 

518 

571 

558 

485 

540 

6 

535 

31 



Study No. l 00624 

Appendix 6-2 Individual body weights (g) of male rats 

(bumetrizole肛°upat62.5m砂g)
Male No. 

'
-
0
0
7
,
 

M02201 

M02202 

M02203 

M02204 

M02205 

M02206 

M02207 

M02208 

M02209 

M02210 

M0221 l 

M02212 

Number of males 

Mean 

S.D. 

Significance 

Statistical method DU 

DU: Analysis by Dunnett's test. 

1 

367 

374 

394 

390 

387 

371 

366 

373 

377 

375 

384 

399 

12 

380 

11 

4 

374 

383 

402 

396 

411 

378 

376 

392 

385 

394 

402 

405 

12 

392 

12 

8

-

3

8

6

4

0

1

4

2

3

4

1

1

4

2

9

3

8

8

3

9

4

3

9

3

3

9

1

4

0

5

4

1

9

4

1

2

-

1

2

4

0

4

1

4

 

11 

397 

4ll 

431 

422 

445 

397 

399 

389 

410 

416 

436 

426 

12 

415 

18 

15 

412 

417 

443 

427 

455 

407 

410 

401 

417 

427 

451 

429 

12 

425 

17 

Daysofadministration 
18 22 25 

418 431 438 

427 433 444 

464 476 489 

436 447 453 

466 477 494 

410 419 433 

399 416 426 

415 429 439 

432 448 455 

427 443 457 

463 475 487 

448 458 473 

12 12 12 

434 446 457 

22 22 23 

2

9

-

4

5

5

4

5

9

4

9

6

4

6

3

5

0

9

4

4

3

4

4

1

4

3

9

4

6

4

4

7

0

5

0

1

4

8

0

-

1

2

4

6

8

2

4

 

32 

467 

460 

497 

469 

516 

453 

451 

448 

478 

483 

506 

501 

12 

477 

23 

3

6

-

4

7

4

4

7

2

5

0

5

4

7

9

5

2

8

4

5

5

4

6

7

4

5

9

4

9

1

5

0

2

5

2

0

5

0

6

-

1

2

4

8

8

2

4

 

39 

474 

479 

508 

488 

531 

461 

462 

469 

497 

501 

529 

518 

12 

493 

25 

42 

477 

479 

497 

495 

540 

467 

470 

472 

504 

503 

530 

531 

12 

497 

26 

Days ofrecovew 
4 8 11 14 

473 

480 

495 

507 

534 

534 

6 

504 

26 

4

7

5

4

8

5

5

0

7

5

1

5

5

4

5

5

4

7

-

6

5

1

2

3

0

 

489 

493 

524 

525 

549 

551 

6 

522 

27 

495 

501 

527 

535 

561 

557 

6 

529 

28 

503 

512 

535 

547 

568 

573 

6 

540 

29 

DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU 



Study No. 100624 

Appendix 6-3 Individual body weights (g) of male rats 

(bumetrizole肛°upat250m炉g)
Male No. 

,
1
8
0
0
,
 

M03301 

M03302 

M03303 
M03304 

M03305 
M03306 

M03307 

M03308 

M03309 

M03310 

M03311 

M03312 

Number of males 
Mean 

S.D. 

Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 

1 

392 

377 

378 
382 

396 

358 

361 

373 
394 

390 

390 

381 

12 

381 

12 

4 

400 

379 
385 

392 
405 

367 

366 

382 

397 

400 

404 

390 

l2 

389 

13 

8-408397403401410377373394407415423401-1240114 

11-415406410413420390381401411425438414-1241015 

15
＿知

418427419432396388409417436454413-1242018

Days ofadministration 
18 22 25 

435 448 460 

421 442 452 

424 444 457 
427 444 449 

442 455 470 

402 410 417 

392 406 411 

417 426 434 

426 446 459 

450 459 473 

463 480 492 

427 439 454 

12 12 12 

427 442 452 

19 20 23 

29-472465474461482436419442466487504466-1246523 

32-478468479467488442430454475493516480-1247323 

36-487490492480503452437463482499538481-1248426 

39 

482 

494 

499 

489 
505 

4S6 

441 

469 

49S 

Sl2 

S40 

490 

12 

489 
26 

42-482493489489502454444466483512542489-1248726 

444 

476 

487 

513 

547 

494 

6 

494 

35 

Days ofrecovew 
4 8 11 

447485490518554499-649936 

456 

490 

496 

537 

564 

504 

6 

508 

38 

463 

490 

503 

541 

573 

507 

6 

513 
39 

14 

468 

499 

516 

554 

573 

517 

6 

521 

38 

DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU 



Study No. 100624 

Appendix 6-4 Individual body weights (g) of male rats 

(bumetrizole臣oupat 1000m砂g)
Male No. 

,
1
8
9
,
 

M04401 

M04402 

M04403 

M04404 

M04405 

M04406 

M04407 

M04408 

M04409 

M04410 

M0441 l 

M04412 

Number of males 

Mean 

S.D. 
: 
Significance 

Statistical method DU 

DU: Analysis by Dunnett's test.  

1 
378 

384 

393 

388 

374 

360 

403 

372 

361 

374 

390 

381 

12 

380 

13 

4 

381 

396 

402 

401 

384 

375 

411 

384 

371 

380 

398 

390 

12 

389 

12 

8

-

3

9

7

4

0

8

4

1

9

4

1

3

3

9

9

3

9

9

4

3

3

3

9

8

3

8

4

3

9

1

4

0

5

4

0

1

-

1

2

4

0

4

1

3

 

1

1

-

4

1

0

4

1

5

4

2

7

4

2

6

4

0

8

4

1

3

4

5

2

4

0

5

3

9

4

4

0

1

4

1

7

4

1

6

-

1

2

4

1

5

1

5

 

15 

408 

420 

439 

436 

417 

421 

456 

416 

400 

402 

421 

424 

12 

422 

16 

Days of administration 
18 22 25 

420 434 445 

423 438 442 

452 463 481 

440 462 479 

425 434 447 

432 441 461 

470 478 492 

417 435 441 

404 411 419 

416 423 434 

422 441 451 

430 441 454 

12 12 12 

429 442 454 

18 18 21 

2

9

-

4

4

9

4

4

4

4

9

7

4

8

6

4

5

0

4

6

9

5

1

3

4

5

3

4

3

0

4

4

9

4

5

8

4

6

3

-

1

2

4

6

3

2

4

 

32 

462 

450 

501 

499 

453 

482 

521 

466 

440 

450 

470 

472 

12 

472 

24 

3

6

-

4

7

1

4

6

1

5

1

0

5

1

0

4

6

2

4

9

5

5

2

4

4

7

3

4

4

8

4

5

8

4

7

8

4

8

3

-

1

2

4

8

1

2

4

 

3

9

-

4

8

3

4

6

8

5

2

1

5

1

7

4

6

9

4

9

8

5

3

0

4

8

3

4

5

3

4

6

7

4

9

3

4

9

2

-

1

2

4

9

0

2

4

 

4

2

-

4

8

4

4

7

3

血
5

0

5

4

7

3

4

9

7

5

3

2

4

9

3

4

5

6

4

6

2

4

9

6

4

9

2

-

1

2

4

9

0

2

2

Days of recove” 
4 8 11 14 

539 

496 

459 

459 

501 

502 

6 

493 

30 

537 

499 

468 

465 

512 

511 

6 
499 

28 

546 

506 

476 

469 

523 

523 

6 
507 

30 

5

5

1

5

1

8

4

7

3

4

6

8

5

2

3

5

2

3

-

6

5

0

9

3

2

 

559 

525 

478 

482 

535 

537 

6 
519 

32 

DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU 



Study No. 100624 

Appendix 7-1 Individual body weights (g) offemale rats 

(Control秤°up)
Female No. 

,
1
9
0
,
 

F01151 

F01152 

FOl 153 

F01154 

F01155 

F01156 
F01157 

F01158 

FOl 159 

FOl 160 

F01161 

FOl 162 

Number of females 

Mean 
S.D. 

ー＿24
0

2

4

3

2

5

9

2

5

9

2

4

3

2

5

4

2

5

7

2

5

2

2

5

5

2

4

1

2

4

5

2

5

3

-

1

2

2

5

0

7

4

-

2

4

3

2

4

3

2

7

8

2

7

3

2

4

8

2

7

6

2

6

7

2

6

0

2

6

2

2

4

7

2

5

4

2

5

8

-

1

2

2

5

9

1

3

 

8

-

2

4

8

2

5

5

3

0

3

2

7

7

2

5

6

2

8

7

2

7

1

2

6

9

2

7

1

2

5

4

2

6

2

2

6

9

-

1

2

2

6

9

1

5

 

Daysofadministration 
11 15 
263 274 

253 264 

317 335 

281 291 

254 257 
291 299 

267 276 

273 277 

280 287 

254 263 

257 269 

274 285 

12 12 

272 281 

19 21 

18 22 25 

277 

268 

295 

288 

277 

277 

6

0

0

 

8

1

 

2
 



Study No. 100624 

Appendix 7-2 Individual body weights (g)  of female rats 

(bumetrizole『°upat62.5m炉g)
Female No. 

,

1

9

1

'

 

F02251 

F02252 

F02253 

F02254 

F02255 

F02256 
F02257 

F02258 

F02259 

F02260 

F02261 

F02262 

Number of females 

Mean 

S.D. 
Significance 

Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
NA: Not analyzed. 

ー＿2
4
0
2
5
8
2
5
5
2
4
7
2
5
2
2
4
7
2
5
9
2
5
5
2
3
6
2
4
9
2
4
4
2
5
3
-
1
2
2
5
0
7

4
-
2
5
5
2
6
7
2
7
2
2
4
9
2
5
6
2
5
5
2
6
4
2
5
6
2
4
8
2
5
9
2
4
5
2
4
5
-
1
2
2
5
6
9
 

8
-
2
6
0
2
7
6
2
8
6
2
5
9
2
6
0
2
6
8
2
7
7
2
6
6
2
5
6
2
6
5
2
5
1
2
6
6
-
1
2
2
6
6
1
0
 

Daysofadministration 
11 15 

261 274 

271 286 
286 295 

264 270 

268 271 

267 277 
280 286 

272 279 

259 265 

269 273 

261 265 

273 278 

12 12 

269 277 

8 9 

18 22 25 

307 

l 

307 

DU DU DU DT DT NA NA NA 



Study No. 100624 

Appendix 7-3 Individual body weights (g) of female rats 

(bumetrizole伊oupat250m炉g)
Female No. 

,
1
9
2
,
 

F03351 
F03352 

F03353 

F03354 

F03355 

F03356 
F03357 

F03358 

F03359 

F03360 

F03361 

F03362 

Number of females 

Mean 

S.D. 

Significance 

Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
NA: Not analyzed. 

ー一2
6
1
2
5
3
2
4
2
2
4
9
2
5
3
2
4
7
2
4
8
2
5
4
2
4
1
2
4
6
2
6
0
2
5
2
-
1
2
2
5
1
6

4
-
2
5
9
2
6
5
2
5
1
2
5
4
2
5
7
2
5
0
2
6
0
2
6
0
2
4
8
2
4
8
2
6
7
2
6
1
-
1
2
2
5
7
6
 

8
-
2
7
5
2
7
6
2
5
7
2
5
7
2
6
9
2
6
2
2
6
1
2
6
8
2
5
9
2
6
1
2
7
3
2
7
0
-
1
2
2
6
6
7
 

Daysofadministration 
l l l5 

281 288 

275 288 

258 264 
252 260 

275 284 

265 271 

253 269 

267 277 

258 262 

264 266 

273 277 

268 274 

12 12 

266 273 

9 IO 

18 22 25 

269 

279 
295 

291 

4 

284 

12 

DU DU DU DT DT DU NA NA 



Study No. 100624 

Appendix 7-4 Individual body weights (g) offemale rats 

(bumetrizole肛oupat 1000m炉g)
Female No. 

,
1
9
3
,
 

F04451 

F04452 

F04453 

F04454 
F04455 

F04456 

F04457 

F04458 

F04459 

F04460 

F04461 

F04462 

Number of females 

Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
NA: Not analyzed. 

ー一25
0

2

5

3

2

4

7

2

6

2

2

3

6

2

5

0

2

5

5

2

4

9

2

4

6

2

3

8

2

4

6

2

5

9

-

1

2

2

4

9

8

4

-

2

5

7

2

5

6

2

4

8

2

6

3

2

3

5

2

5

8

2

7

1

2

6

6

2

4

5

2

4

6

2

5

7

2

6

5

-

1

2

2

5

6

1

0

 

8

-

2

6

5

2

6

5

2

5

9

2

7

0

2

4

4

2

6

6

2

7

7

2

7

4

2

5

8

2

5

4

2

6

4

2

7

4

-

1

2

2

6

4

9

 

Daysofadministration 
11 15 

264 270 

261 268 
252 258 

278 283 

251 260 

266 273 

278 286 
277 284 

255 258 

261 263 

267 274 

275 284 

12 12 

265 272 

10 11 

18 

298 

277 

269 

22-323 

25-335 

270 

4 

279 

13 

l 
323 

l 

335 

DU DU DU DT DT DU NA NA 



Study No. 100624 

Appendix 8-1 Individual body weights (g) of dams during pregnancy 

(Control秤°up)
Dam No. 

,
1
9
4
,
 

Daysofpre伊ancy
0 7 14 

FOl lSl 274 316 351 

FOi 152 277 322 3SS 

FOl 153 329 353 391 

FOl 154 286 338 378 

FOl lSS 269 297 326 

FOl 156 299 344 377 

FOl 157 294 340 379 

FOIIS8 281 313 348 
FOi lS9 > 284 > 321 > 334 

FOl 160 283 327 368 

F01161 272 311 347 

FOi 162 269 306 333 

Number of darns 11 11 11 

Mean 285 324 359 
S.D. 18 18 21 

>: Excluded from analysis of data because of non-pregnancy. 

＞ 

21 

444 

445 
482 

479 

407 

446 

474 

437 

337 
452 

417 
402 

11 

444 

27 



Study No. 100624 

Appendix 8-2 Individual body weights (g) of dams during pregnancy 

(bumemzolegroupat62.5 m炉g)
Dam No. 

,
1
9
5
,
 

F02251 

F02252 

F02253 

F02254 

F02255 

F02256 

F02257 

F02258 

F02259 

F02260 

F02261 

F02262 

Number of dams 
Mean 

S.D. 

Significance 
Statistical method DU 

DU: Analysis by Dunnett's test. 

゜270 295 
289 

272 

269 

279 

308 

272 

265 

276 

267 

276 

12 
278 

13 

Daysofpre秤ancy
7 14 

308 342 

322 350 

330 364 

327 365 

307 343 

314 356 

352 390 

318 354 
296 329 

308 333 

303 336 

341 381 

12 12 
319 354 

16 19 

2
1
-
4
3
1
4
3
0
4
4
6
4
6
9
4
3
2
4
4
0
4
8
9
4
4
0
4
1
2
4
2
1
4
2
0
4
9
5
-
1
2
4
4
4
2
7
 

DU DU DU 



Study No. 100624 

Appendix 8-3 Individual body weights (g) of dams during pregnancy 

(bumetrizole『°upat250m砂g)
Dam No. 

,
1
9
6
,
 

F03351 

F03352 

F03353 

F03354 

F03355 

F03356 

F03357 
F03358 

F03359 

F03360 
F03361 

F03362 

Number of dams 
Mean 

S.D. 

Significance 
Statistical method DU 

DU: Analysis by Dunnett's test. 

。-287289268277277269280300263264299264-1227813

Daysofpre伊ancy
7 14 
345 387 

329 364 

305 329 

313 340 

311 343 

300 335 

307 342 
350 402 

290 321 
304 332 

342 397 

296 325 

12 12 

316 351 

20 29 

21 

493 

462 

414 

418 

430 

432 

420 

508 
408 

426 

496 

408 

12 

443 

37 

DU DU DU 



Study No. 100624 

Appendix 8-4 Individual body weights (g) of dams during pregnancy 

(bumetrizole伊oupat1000m炉g)
Dam No. 

,
1
9
7
,
 

F04451 

F04452 

F04453 

F04454 

F04455 

F04456 

F04457 
F04458 

F04459 
F04460 

F04461 

F04462 

Number of dams 
Mean 

S.D. 
． 

Significance 
Statistical method DU DU DU 

>: Excluded from analysis of data because of non-pregnancy. 
DU: Analysis by Dunnett's test. 

＞ 

。-330
2

8

0

2

6

7

2

8

7

2

5

1

2

7

2

2

9

0

2

7

4

2

6

8

2

6

5

2

7

2

2

8

0

-

"

2

7

8

2

0

＞ 

Daysofpre秤ancy
7 14 

362 404 

327 368 

300 329 

317 347 

295 333 
312 350 

336 378 

314 346 

316 351 
297 329 

300 327 

324 > 326 

11 11 

316 351 
20 24 

＞ 

21 

503 

470 
417 

413 

414 
440 

490 

423 

460 

418 

423 

330 

11 

443 

33 

DU 



Study No. I 00624 

Appendix 9-1 Individual body weights (g) of dams during lactation 

(Control秤°up)
Darn No. 

,
1
9
8
,
 

F01151 

F01152 

FOI 153 

FOI 154 

F01155 

FOI 156 

F01157 

F01158 

F01159 

FOI 160 

FOI 161 

FOI 162 

Number of dams 
Mean 
S.D. 

~tation 
0 4 

322 312 

345 353 

381 397 

357 377 

299 323 

345 359 

350 371 

326 346 

Non-pregnancy 
341 364 

309 349 

303 315 

II II 
334 351 

25 27 

6 
322 

336 

373 

345 

311 

346 

344 

329 

346 

330 

306 

11 

335 

19 



Study No. 100624 

Appendix 9-2 Individual body weights (g) of dams during lactation 

,
1
9
9
,
 

(bumetrizole肛°upat62.5m炉g)
Dam No. ~tation 

0 4 

324 338 
343 358 

322 344 

336 368 

328 339 
298 328 

325 360 

321 351 

303 336 

302 327 

313 327 

386 388 

12 12 

325 347 

24 19 

F02251 

F02252 

F02253 

F02254 

F02255 

F02256 

F02257 

F02258 

F02259 

F02260 

F02261 

F02262 

Number of dams 

Mean 

S.D. 

Significance 

Statistical method DU 

DU: Analysis by Dunnett's test. 

6

-

3

2

2

3

3

3

3

3

5

3

4

5

3

2

5

3

1

0

3

4

6

3

3

8

3

1

6

3

2

6

2

9

9

3

8

4

-

1

2

3

3

2

2

2

 

DU DU 



Study No. 100624 

Appendix 9-3 Individual body weights (g) of dams during lactation 

,
2
0
0
,
 

(bumetrizole groupat250m砂g)
Dam No. ~tation 

0 4 

352 384 

371 340 

280 316 

349 335 

307 322 

281 319 

306 327 

387 393 

313 332 

330 325 

365 374 

321 343 

12 12 

330 343 

35 26 

F03351 

F03352 

F03353 

F03354 

F03355 

F03356 

F03357 

F03358 

F03359 

F03360 

F03361 

F03362 

Number of dams 

Mean 

S.D. 

Significance 
Statistical method DU 

DU: Analysis by Dunnett's test. 

6-350365322329312283319386313320384329-1233431 

DU DU 



Study No. 100624 

Appendix 9-4 Individual body weights (g) of dams during lactation 

,
2
0
1
ー

(bumetrizole groupat 1000m砂g)
Dam No. ~ctation 

0 4 

394 423 

322 367 

287 315 

316 343 

310 322 

303 339 

355 374 
320 331 

310 353 

310 335 
311 342 

Non-~ 
11 

322 

29 

F04451 

F04452 

F04453 
F04454 

F04455 

F04456 

F04457 

F04458 

F04459 

F04460 
F04461 

F04462 
Number of dams 

Mean 

S.D. 
．． 
Significance 

Statistical method DU 

DU: Analysis by Dunnett's test. 

6
-
3
9
9
3
4
2
3
0
2
3
1
2
3
0
0
2
8
9
3
5
7
3
1
6
3
3
4
3
1
6
3
2
5
 

11 

349 

30 

11 

327 

31 

DU DU 



Study No. 100624 

Appendix 10-1 Individual body weights (g)  of female rats (recovery group) 

(Control group)  
Female No. 

F01171 

FOI 172 

F01173 
F01174 

F01175 

FOI 176 

Number of females 

Mean 
S.D. 

ー＿2
4

7

2

6

7

2

6

1

2

6

1

2

5

6

2

5

2

-

6

2

5

7

7

4

-

2

4

2

2

8

1

2

5

9

2

6

1

2

6

2

2

4

8

-

6

2

5

9

1

3

 

8

-

2

5

9

2

8

9

2

6

7

2

6

5

2

6

8

2

5

8

-

6

2

6

8

1

1

 

1

1

-

2

6

0

2

8

7

2

6

9

2

6

7

2

7

6

2

6

0

-

6

2

7

0

1

0

 

1

5

6

2

9

4

8

1

7

2

8

9

6

8

-

6

7

8

1

2

 

-

2

2

2

2

2

2

2

 

Daysof administration 
18 22 25 

268 270 280 

299 305 319 

292 304 305 
286 293 302 

298 304 306 

275 280 279 

6 6 6 

286 293 299 
13 15 16 

2

9

-

2

8

6

3

3

5

3

1

5

3

0

9

3

1

0

2

8

4

-

6

3

0

7

1

9

 

32 

291 

328 

312 

303 

310 

281 

6 

304 

17 

3

6

-

2

9

9

3

3

6

3

2

3

3

0

5

3

1

9

2

7

9

-

6

3

1

0

2

0

 

3

9

-

3

0

1

3

4

1

3

3

8

3

1

0

3

2

8

2

9

6

-

6

3

1

9

1

9

 

4

2

-

2

9

9

3

4

0

3

4

3

3

1

7

3

3

5

3

0

0

-

6

3

2

2

2

0

 

ー＿29
8

3

4

6

3

4

3

3

0

7

3

2

3

2

9

5

-

6

3

1

9

2

2

Days of recovew 
4 8 11 

300 303 311 

352 360 358 

354 362 359 

317 321 333 

335 340 339 

300 310 305 

6 6 6 
326 333 334 

24 25 23 

14 

316 

371 

363 

331 

342 

300 

6 

337 

27 

,
2
0
2
,
 



Study No. I 00624 

Appendix 10-2 Individual body weights (g)  of female rats (recovery group) 

(bumetrizolegroupat250 m砂g)
Female No. 

F03371 

F03372 

F03373 
F03374 

F03375 

F03376 

Number of females 

Mean 

S.D. 
Significance 

Statistical method DU 

DU: Analysis by Dunnett's test.  

ー＿2
6

7

2

5

9

2

5

5

2

5

0

2

5

4

2

6

4

-

6

2

5

8

6

4

-

2

8

2

2

5

6

2

6

7

2

5

8

2

6

2

2

7

8

-

6

2

6

7

1

1

 

8

-

3

0

1

2

6

0

2

8

0

2

6

6

2

6

9

2

8

8

-

6

2

7

7

1

5

 

11 

307 

262 

276 

267 

269 

290 

6 

279 
17 

1

5

-

3

1

6

2

7

1

2

8

7

2

7

5

2

8

0

2

9

6

-

6

2

8

8

1

7

 

Days ofadministration 
18 22 25 

321 326 330 

284 291 295 

309 328 336 

276 273 287 
292 299 299 

306 315 318 

6 6 6 
298 305 31 l 

17 22 20 

2

9

-

3

4

0

2

9

9

3

4

2

2

9

1

3

0

4

3

1

8

-

6

3

1

6

2

2

 

3

2

-

3

4

7

2

9

4

3

4

1

2

9

0

3

0

4

3

2

7

-

6

3

1

7

2

5

 

3

6

-

3

5

3

2

9

6

3

4

2

2

9

7

3

1

9

3

3

5

-

6

3

2

4

2

4

 

3

9

-

3

6

4

3

0

1

3

4

1

3

0

0

3

1

2

3

3

3

-

6

3

2

5

2

5

 

4

2

-

3

5

6

3

0

8

3

5

5

2

9

1

3

1

7

3

4

0

-

6

3

2

8

2

7

 

ー一36
0

3

0

0

3

4

3

2

9

9

3

1

8

3

4

1

-

6

3

2

7

2

5

Days ofrecovew 
4 8 11 

367 369 366 

312 319 323 

354 362 368 

299 305 319 
326 329 339 

342 342 351 

6 6 6 

333 338 344 

26 25 21 

14 

370 

320 

368 
325 
342 

360 

6 
348 

22 

DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU 

,
2
0
3
,
 



Study No. 100624 

Appendix 10-3 Individual body weights (g) offemale rats (recovery group) 

(bumetrizolegroupat looom砂g)
Female No. 

F04471 

F04472 

F04473 

F04474 

F04475 

F04476 

Number offemales 
Mean 

S.D. 

Significance 

Statistical method DU 

DU: Analysis by Dunnett's test.  

ー＿25
7

2

4

9

2

5

1

2

6

0

2

5

9

2

6

7

-

6

2

5

7

7

4

-

2

5

6

2

4

9

2

5

8

2

7

8

2

5

9

2

7

5

-

6

2

6

3

1

1

 

8

-

2

6

8

2

5

7

2

6

5

3

0

1

2

6

2

2

8

4

-

6

2

7

3

1

7

 

1

1

-

2

7

3

2

6

4

2

6

5

2

9

4

2

6

3

2

9

4

-

6

2

7

6

1

5

 

1

5

-

2

7

8

2

7

2

2

6

1

2

8

5

2

7

0

3

0

7

-

6

2

7

9

1

6

 

Daysof administration 
18 22 25 

281 294 291 

277 290 285 

287 294 300 

289 293 299 

269 276 287 

307 313 315 

6 6 6 
285 293 296 

13 12 11 

2

9

-

3

0

4

2

9

3

3

0

4

3

0

2

2

9

1

3

2

6

-

6

3

0

3

1

2

 

3

2

-

3

0

0

2

9

3

3

0

0

2

9

8

2

9

5

3

1

8

-

6

3

0

1

9

 

3

6

-

3

0

5

2

9

8

3

0

6

2

9

9

2

9

7

3

2

1

-

6

3

0

4

9

 

3

9

-

3

1

7

3

0

3

3

0

7

3

0

1

2

9

6

3

3

5

-

6

3

1

0

1

4

 

42 

325 

309 
319 

311 

291 

336 

6 
315 

15 

ー一313
3

1

0

3

0

6

3

0

1

2

9

4

3

3

2

-

6

3

0

9

1

3

Days ofrecove” 
4 8 I I 

325 324 323 

313 3I8 3I5 
320 32I 327 

3I4 3I8 32I 

300 305 3I I 

339 342 337 

6 6 6 

3I9 32I 322 

13 I2 9 

1

4

-

3

2

6

3

1

8

3

2

3

3

2

3

3

2

0

3

4

0

-

6

3

2

5

8
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Study No. 100624 

Appendix 11-1 Individual food consumption (g/day)  of male rats 

(Control秤Oup)
Male No. 

,
2
0
5
,
 

MOI 101 

MOll02 

MOI 103 

MOll04 

MOll05 

M01106 

MOl 107 

MOI 108 

MOI 109 

MOlllO 

MOI l l l 

MOI 112 

Number of males 

Mean 

S.D. 

2

-

2

6

2

1

2

6

2

5

2

6

2

9

2

5

2

5

2

5

2

3

2

1

3

3

-

1

2

2

5

3

 

5

-

2

5

2

0

2

6

2

6

2

4

2

4

2

8

2

3

3

0

2

5

2

1

2

7

-

1

2

2

5

3

 

Daysofadministration 
9 12 30 33 

27 26 25 27 

24 20 20 23 

23 25 26 26 

24 25 25 27 

26 26 25 24 

22 23 26 20 

26 27 27 29 

22 21 25 26 

25 27 30 26 

26 28 26 25 

21 25 25 24 

25 24 27 28 

12 12 12 12 

24 25 26 25 

2 2 2 2 

3

7

-

3

0

2

3

2

8

2

6

2

4

2

6

2

7

2

9

2

8

2

5

2

2

2

5

-

1

2

2

6

2

 

4

0

-

2

9

2

3

2

5

2

4

2

5

2

3

2

6

2

5

2

9

2

4

2

5

2

3

-

1

2

2

5

2

 

2
 

Days ofrecoveり
5 9 12 

2

4

2

6

2

4

2

3

2

1

2

5

-

6

2

4

2

 

2

6

2

1

2

6

2

3

2

4

2

5

-

6

2

4

2

 

2

3

2

1

2

7

2

7

2

5

3

0

-

6

2

6

3

 

2

6

2

6

3

0

3

0

2

2

2

7

-

6

2

7

3

 



Study No. 100624 

Appendix 11-2 Individual food consumption (g/day) of male rats 

(bumetrizole『°upat62.5m炉g)
Male No. 

,
2
0
6
,
 

M02201 

M02202 

M02203 

M02204 

M02205 

M02206 
M02207 

M02208 

M02209 

M02210 
M0221 I 

M02212 

Number of males 

Mean 

S.D. 

Significance 

Statistical method DU 

DU: Analysis by Dunnett's test. 

2

-

2

4

2

3

2

6

3

2

2

8

2

4

2

4

2

6

2

5

2

4

2

8

2

3

-

1

2

2

6

3

 

5

-

2

4

2

2

2

7

3

0

2

5

2

2

2

2

2

6

2

4

2

3

2

5

2

4

-

1

2

2

5

2

 

Daysofadministration 
9 12 30 33 

23 24 27 24 

27 24 25 25 

26 29 25 25 

25 25 26 27 

28 28 29 34 

22 24 24 24 

23 24 25 24 

22 25 23 23 

26 27 26 26 
24 26 27 26 

28 28 26 26 

26 23 28 27 

12 12 12 12 

25 26 26 26 

2 2 2 3 

3

7

-

2

5

2

9

2

3

2

7

2

9

2

5

2

6

2

8

2

5

2

6

2

6

2

8

-

1

2

2

6

2

 

4

0

-

2

6

2

6

2

1

3

0

2

8

2

4

2

1

2

6

2

6

2

7

2

9

2

8

-

1

2

2

6

3

 

2
 

Days ofrecovew 
5 9 12 

2

3

2

2

2

6

2

2

2

7

2

4

-

6

2

4

2

 

2

3

2

1

2

4

2

4

2

4

2

1

-

6

2

3

1

 

2

3

2

4

2

5

2

8

2

8

2

7

-

6

2

6

2

 

2

7

2

6

2

5

2

8

2

7

2

6

-

6

2

7

1
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Study No. 100624 

Appendix 11-3 Individual food consumption (g/day) of male rats 

(bumetrizole『°upat250m炉g)
Male No. 

,
2
0
7
,
 

M03301 

M03302 

M03303 

M03304 

M03305 

M03306 

M03307 

M03308 

M03309 

M03310 

M03311 

M03312 
Number of males 
Mean 

S.D. 
Significance 

Statistical method DU DU DU DU 

Significantly different from control group(•: P<0.05). 
DU: Analysis by Dunnett's test. 

2

-

2

7

2

6

2

2

2

7

2

6

2

0

2

2

2

5

1

9

2

4

2

2

2

2

-

1

2

2

4

3

 

5

-

2

5

2

4

2

6

2

4

2

6

2

2

2

3

2

6

2

4

2

5

3

0

2

8

-

1

2

2

5

2

 

Days ofadministration 
9 12 30 33 

25 26 25 23 
24 23 26 28 

24 24 24 27 

25 23 24 28 

26 23 25 29 

22 21 20 25 

19 21 22 22 

23 24 26 24 

22 25 24 25 

25 24 23 28 

28 32 30 32 

26 29 28 26 

12 12 12 12 

24 25 25 26 

2 3 3 3 

3

7

-

2

4

2

8

2

4

2

7

2

5

2

2

2

2

2

6

2

6

2

6

2

9

2

8

-

1

2

2

6

2

 

4

0

-

2

4

2

4

2

4

2

7

2

3

2

4

2

1

2

5

1

9

2

3

2

6

2

4

-

1

2

2

4

2

 

2
 

Days ofrecovew 
5 9 12 

2

4

2

4

2

0

2

2

2

6

2

3

-

6

2

3

2

 

DU DU DU DU DU D 

2

1

2

2

2

1

2

1

2

2

2

2

-

6

2

2

l

-

*

u

 

2

3

2

7

2

3

2

7

3

1

2

5

-

6

2

6

3

 

2

4

2

7

2

5

2

5

2

9

3

0

-

6

2

7

2
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Study No. 100624 

Appendix 11-4 Individual food consumption (g/day) of male rats 

(bumetrizole『°upat 1000m砂g)
Male No. 

,
2
0
8
,
 

M04401 
M04402 

M04403 

M04404 

M04405 

M04406 

M04407 

M04408 

M04409 

M04410 
M04411 

M04412 

Number of males 

Mean 

S.D. 
． 

Significance 

Statistical method DU 

DU: Analysis by Dunnett's test. 

2

-

2

5

2

9

2

7

2

7

2

7

2

6

2

9

2

7

2

0

2

1

2

8

2

6

-

1

2

2

6

3

 

5

-

2

0

2

5

2

3

2

5

2

9

2

5

3

0

2

4

2

5

2

4

2

4

2

6

-

1

2

2

5

3

 

Daysofadministration 
9 12 30 33 

22 21 29 25 
25 25 19 22 

27 31 23 28 

22 24 29 25 

26 24 26 23 

23 24 25 24 

31 34 30 27 

25 24 27 24 

24 23 23 21 

26 26 24 26 

24 23 26 26 
28 27 28 26 

12 12 12 12 

25 26 26 25 

3 4 3 2 

3

7

-

2

8

2

8

2

7

2

8

2

7

2

2

2

8

2

8

2

4

2

6

2

6

3

0

-

1

2

2

7

2

 

4

0

-

2

6

2

6

2

3

2

4

2

6

2

4

2

9

2

6

2

6

2

3

2

6

2

7

-

1

2

2

6

2

 

2
 

Daysofrecovew 
5 9 12 

2

5

2

2

2

3

2

0

2

6

2

4

-

6

2

3

2

 

2

3

2

0

2

3

2

3

2

1

2

3

-

6

2

2

1

 

2

3

2

7

2

4

2

3

2

5

2

9

-

6

2

5

2

 

2

8

2

6

2

4

2

2

3

0

3

0

-

6

2

7

3
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Study No. 100624 

Appendix 12-1 Individual food consumption (g/day)  of female rats 

(Control秤0up)
Female No. 

,209, 

FOl 151 

FOl 152 

FOl 153 

F01154 

F01155 

FOl 156 

F01157 

F01158 

FOl 159 

FOl 160 

FOl 161 

FOl 162 

Number of females 
Mean 

S.D. 

2

-

1

8

1

7

1

8

1

5

1

8

2

0

2

3

2

0

2

0

1

7

2

0

2

3

-

1

2

1

9

2

 

Daysofadministration 
5 9 

21 23 

19 17 

23 25 

20 20 

17 15 

18 15 

21 21 

23 20 

18 17 

18 19 

20 15 

22 18 

12 12 

20 19 

2 3 

1

2

-

1

5

2

0

2

5

2

1

1

6

2

3

2

2

2

1

2

2

1

8

1

7

1

9

-

1

2

2

0

3

 



Study No. 100624 

Appendix 12-2 Individual food consumption (g/day) offemale rats 

(bumetrizolegroup at62.5 m炉g)
Female No. 

,210, 

F02251 

F02252 

F02253 

F02254 

F02255 

F02256 
F02257 

F02258 

F02259 

F02260 

F02261 

F02262 

Number of females 
Mean 
S.D. 
Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

2

-

1

9

1

4

2

1

1

6

2

1

2

0

2

0

2

3

1

7

1

6

2

2

1

5

-

1

2

1

9

3

 

Daysofadministration 
5 9 
15 16 

23 17 

19 17 

20 20 

21 21 
20 20 

23 22 

25 23 

15 13 

16 15 

20 19 

20 19 

12 12 

20 19 

3 3 

1

2

-

2

1

2

4

1

8

2

2

1

4

1

6

2

4

1

4

2

0

1

9

1

7

1

7

-

1

2

1

9

3
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Study No. 100624 

Appendix 12-3 Individual food consumption (g/day) offcmalc rats 

(bumetrizolegroupat250m叫g)
Female No. 

,

2

1

1

,

 

F03351 

F03352 

F03353 

F03354 

F03355 

F03356 

F03357 

F03358 

F03359 
F03360 

F03361 

F03362 

Number of females 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

2
-
2
1
1
6
1
0
2
1
2
0
1
5
1
7
2
0
1
6
1
9
2
3
1
6
-
1
2
1
8
4
 

Daysofadministration 
5 9 

23 22 

22 20 

18 16 

23 22 

20 18 

15 14 
15 20 

24 23 

20 14 

19 16 
22 20 

20 15 

12 12 

20 18 

3 3 

1
2
-
1
7
2
1
1
9
2
1
1
6
2
1
1
9
2
3
1
6
1
6
2
2
2
1
-
1
2
1
9
3
 

DU DU DU DU 
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Appendix 12-4 Individual food consumption (g/day) offemale rats 

(bumetrizole臣oupat)000m炉g)
Female No. 

,
2
1
2
,
 

F04451 
F04452 

F04453 

F04454 

F04455 

F04456 

F04457 

F04458 

F04459 

F04460 
F04461 

F04462 

Number of females 

Mean 

S.D. 
． 
Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

2
-
1
8
1
9
1
7
1
9
1
9
2
0
1
8
1
8
1
7
2
2
1
7
2
1
-
1
2
1
9
2
 

Daysofadministration 
5 9 

22 22 
20 23 

20 15 

24 21 

20 19 

14 13 

16 13 
14 14 

20 21 
21 16 

14 16 

23 21 

12 12 

19 18 

4 4 

1
2
-
2
1
2
0
2
0
1
5
1
6
2
1
2
0
2
2
1
9
1
4
1
6
1
7
-
1
2
1
8
3
 

DU DU DU DU 



Study No. 100624 

Appendix 13-l Individual food consumption (g/day) of dams during pregnancy 

(Contro位竺兜
Dam No. 

,
2
1
3
,
 

Daysofpre秤ancy
2 9 16 

F01151 23 23 26 

FOl 152 21 22 21 

FOl 153 23 23 22 

F01154 19 27 27 

F01155 17 17 19 
F01156 27 27 28 

FOl 157 25 26 27 

FOl 158 21 23 27 

F01159 > 24 > 26 > 20 

FOl 160 25 24 26 

FOl 161 21 20 22 

FOl 162 19 19 20 

Number of dams 11 11 11 

Mean 22 23 24 

S.D. 3 3 3 

>: Excluded from analysis of data because ofnon-pregnancy. 

＞ 

2
0
-
2
4
2
4
2
5
2
4
1
9
1
9
2
7
2
5
1
4
2
5
1
8
1
7
-
1
1
2
2
3
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Appendix 13-2 Individual food consumption (g/day) of dams during pregnancy 

(bumetrizolegroup at62.5 m炉g)
Dam No. 

,
2
1
4
,
 

F02251 

F02252 

F02253 

F02254 

F02255 

F02256 

F02257 

F02258 

F02259 

F02260 

F02261 

F02262 

Number of dams 

Mean 

S.D. 

Significance 

Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

2
-
2
0
2
6
2
3
2
5
2
2
2
1
2
3
2
3
2
1
1
8
2
0
2
5
-
1
2
2
2
2
 

Days ofpregnancy 
9 16 

23 24 

25 27 

24 25 

28 28 

22 24 

21 21 

29 29 

29 23 

21 23 

27 21 

20 24 

30 33 

12 12 

25 25 

4 4 

2
0
-
2
4
2
0
2
4
2
4
2
3
2
3
2
3
2
2
2
2
2
3
1
8
3
1
-
1
2
2
3
3
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Appendix 13-3 Individual food consumption (g/day) of dams during pregnancy 

(bumetrizolegroupat250 m炉g)
Dam No. 

,
2
1
5
,
 

F03351 

F03352 

F03353 

F03354 

F03355 

F03356 

F03357 

F03358 

F03359 

F03360 

F03361 

F03362 

Number of dams 

Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

2

-

2

7

2

1

1

8

2

2

1

9

2

0

2

1

2

6

1

9

1

9

2

6

1

9

-

1

2

2

1

3

 

Daysofpre邸ancy
9 16 

27 28 

24 30 

21 24 

20 24 

22 23 

22 20 

22 23 

30 30 

23 22 

99 23 

27 29 

22 20 

12 12 

30 25 

22 4 

2

0

-

1

9

2

2

2

1

2

4

2

5

2

0

2

3

2

8

1

7

2

1

2

7

2

1

-

1

2

2

2

3

 

DU DT DU DU 



Study No. 100624 

Appendix 13-4 Individual food consumption (g/day) of dams during pregnancy 

(bumetrizolegroupat 1000m炉g)
Darn No. 

,
2
1
6
,
 

F04451 

F04452 

F04453 

F04454 
F04455 

F04456 

F04457 

F04458 

F04459 

F04460 

F04461 

F04462 

Number of dams 

Mean 
S.D. 

Significance 

Statistical method DU DT 

>: Excluded from analysis of data because of non-pregnancy. 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

＞ 

2
-
2
2
2
4
2
0
2
0
2
3
2
2
2
4
2
2
2
4
1
9
1
8
2
1
-
1
1
2
2
2
 

＞ 

Daysofpre伊ancy
9 16 

30 26 

22 28 

23 22 

23 24 

22 23 
19 22 

28 29 

23 22 

27 26 

19 18 

23 23 
26 > 17 

11 11 

24 24 

3 3 

＞ 

2
0
-
2
9
2
2
2
0
2
0
2
2
2
1
2
9
2
1
2
6
1
8
2
3
1
6
-
1
1
2
3
4
 

DU DU 
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Appendix 14-1 Individual food consumption (g/day) of dams during lactation 

Contro写
Dam No. 

,
2
1
7
,
 

F0115 I 
FOi 152 
FOi 153 
FOi 154 
FOi 155 
FOI 156 
F01157 
FOl158 
FOI 159 
FOi 160 
FOI 161 
FOI 162 
Number of dams 
Mean 
S.D. 

Da込延lactation
2 
30 
30 
27 

33 
24 
21 
32 
30 
Non-pregnancy 
39 
36 
23 
11 
30 
6 



Study No. 100624 

Appendix 14-2 Individual food consumption (g/day) of dams during lactation 

(bumetrizole伊°upat62.5m砂g)
Dam No. 

,
2
1
8
,
 

F02251 

F02252 

F02253 

F02254 

F02255 

F02256 

F02257 

F02258 

F02259 

F02260 

F02261 

F02262 

Number of dams 
Mean 

S.D. 
． 
Significance 

Statistical method 

DU: Analysis by Dunnett's test. 

n
 ゚

i
 
tat ac Sr

-
3
2
2
7
3
1
3
6
3
0
3
0
2
7
3
3
3
4
2
8
2
8
2
9
-
1
2
3
0
3
 

a
 

D
 

DU 
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Appendix 14-3 Individual food consumption (g/day) of dams during lactation 

(bumetrizole秤°upat250m炉g)
Dam No. 

,
2
1
9
,
 

F03351 

F03352 

F03353 

F03354 

F03355 

F03356 

F03357 

F03358 

F03359 

F03360 

F03361 

F03362 

Number of dams 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

Da込~lactation
2 

29 

19 

29 

16 

25 

34 

24 

29 

25 

31 

27 

34 

12 

27 

5 

DU 
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Appendix 14-4 Individual food consumption (g/day) of dams during lactation 

(bumetrizole肛oupat1000m炉g)
D血 No.

,220, 

F04451 

F04452 

F04453 

F04454 

F04455 

F04456 

F04457 

F04458 

F04459 

F04460 

F04461 

F04462 

Number of dams 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

->
I
S
-
2
l
2
8
3
3
2
4
4
3
3
4
3
1
3
4
3
1
3
3
3
1
3
8
[
1
1
3
3
5
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Appendix 15-1 Individual food consumption (g/day) offemale rats (recovery group) 

Control秤0up)
Female No. 

F01171 

F01172 

F01173 

F01174 

F01175 

F01176 

Number of females 

Mean 
S.D. 

2

-

1

5

1

9

1

7

1

5

2

0

2

1

-

6

1

8

3

 

5

-

1

9

2

1

1

8

2

0

2

0

1

7

-

6

1

9

ー

,

l

2

1

1

7

1

9

1

8

1

7

1

7

-

6

1

8

2

 

1

2

-

1

8

2

3

1

4

1

9

1

6

1

4

-

6

1

7

3

 

Days of administration 
16 19 23 
21 16 16 

19 19 18 
16 23 22 

17 19 17 

13 22 16 

13 18 17 

6 6 6 

17 20 18 
3 3 2 

2

6

-

1

6

1

6

2

1

2

4

2

2

2

1

-

6

2

0

3

 

3

0

-

1

4

1

2

2

0

2

1

2

1

2

1

-

6

1

8

4

 

3

3

-

2

3

2

2

1

9

2

2

2

1

2

0

-

6

2

1

ー

3

7

-

1

8

1

9

2

2

1

8

1

7

1

5

-

6

1

8

2

 

4

0

-

1

9

2

2

1

9

1

8

1

7

1

2

-

6

1

8

3

 

2

-

9

4

2

9

8

6

-

6

0

3

 

1

2

2

1

1

1

2

 

Days of recovew 
5 9 
17 17 

22 20 

28 25 

19 18 

21 25 

22 18 

6 6 

22 21 
4 4 

1

2

-

1

5

1

8

3

0

2

3

2

7

2

2

-

6

2

3

6

 

,
2
2
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Appendix 15-2 Individual food consumption (g/day) offemale rats (recovery group) 

(bumetrizolegroupat 250m砂g)
Female No. 

,
2
2
2
,
 

F03371 

F03372 

F03373 

F03374 

F03375 

F03376 

Number of females 

Mean 

S.D. 

Significance 

Statistical method DU 

DU: Analysis by Dunnett's test. 

2

-

2

4

1

9

1

9

1

6

1

8

2

0

-

6

1

9

3

 

5

-

2

0

1

8

2

1

1

2

1

8

1

9

-

6

1

8

3

 

,

-

1

7

2

1

2

0

1

0

2

0

1

6

-

6

1

7

4

 

1

2

-

2

3

1

7

2

1

1

7

2

0

2

2

-

6

2

0

3

 

Daysof administration 
16 19 23 

22 25 22 

17 14 13 

21 22 20 

16 17 16 

17 20 15 

21 23 21 

6 6 6 

19 20 18 

3 4 4 

2

6

-

2

4

1

9

2

5

1

3

2

1

2

2

-

6

2

1

4

 

3

0

-

2

0

1

8

2

2

1

2

1

5

2

1

-

6

1

8

4

 

3

3

-

2

0

2

3

2

4

2

0

2

4

2

1

-

6

2

2

2

 

3

7

-

1

6

1

9

1

8

1

7

1

5

1

7

-

6

1

7

1

 

4

0

-

2

3

1

6

2

2

1

7

2

1

2

3

-

6

2

0

3

 

2

-

2

4

1

7

2

5

2

1

1

8

2

3

-

6

2

1

3

 

Days of recovew 
5 9 

24 25 

14 13 

18 21 

18 22 

16 18 

23 21 

6 6 

19 20 

4 4 

1

2

-

2

2

2

0

2

3

1

3

1

6

2

0

-

6

1

9

4
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Study No. 100624 

Appendix 15-3 Individual food consumption (g/day) of female rats (recovery group) 

(bumetrizole伊°upat looom炉g)
Female No. 

,
2
2
3
,
 

F04471 

F04472 

F04473 

F04474 

F04475 

F04476 

Number of females 
Mean 

S.D. 

Significance 

Statistical method DU 

DU: Analysis by Dunnett's test.  

2

-

1

7

1

6

1

5

2

2

1

3

2

0

-

6

1

7

3

 

5

-

1

9

1

6

1

5

2

6

1

9

2

2

-

6

2

0

4

 

,

-

1

7

1

4

2

0

2

3

2

0

2

2

-

6

1

9

3

 

1

2

-

1

3

1

4

1

9

1

9

1

8

1

4

-

6

1

6

3

 

Daysofadministration 
16 19 23 

11 19 20 

12 19 16 

16 14 14 

13 13 15 

18 18 17 

15 21 18 

6 6 6 

14 17 17 

3 3 2 

2

6

-

2

3

1

9

1

9

2

1

1

5

1

8

-

6

1

9

3

 

3

0

-

1

9

1

6

1

8

1

8

1

4

2

0

-

6

1

8

2

 

3

3

-

2

1

1

8

2

5

2

4

2

2

2

5

-

6

2

3

3

 

3

7

-

1

8

1

6

1

8

1

8

1

7

2

1

-

6

1

8

2

 

4

0

-

1

5

1

7

2

0

1

8

2

2

1

5

-

6

1

8

3

 

2

-

1

5

1

6

1

8

1

9

2

1

1

8

-

6

1

8

2

 

Days ofrecovew 
5 9 

21 21 

20 19 

15 14 

20 17 

21 20 

20 20 

6 6 

20 19 

2 3 

1

2

-

2

1

1

9

1

7

2

3

1

5

2

5

-

6

2

0

4
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Study No. 100624 

Appendix 16-1 Individual FOB of male rats 

Control 
｀ 
Male No. 

rou 
I 

Blind No. Observation of animals in caies 

,
2
2
4
,
 

Pre 

MOl 101 M00059 2 

MOl 102 M00055 2 

MOl 103 M00037 2 

MOl 104 M00070 2 

MOl 105 MOOOIO 2 

MOl 106 M00039 2 

MOl 107 M00062 2 
MOl 108 M00026 2 

M01109 M00040 2 

MOl 110 M00009 2 

MOil ii M00013 2 

MOl 112 M00033 2 

Number of males 12 

Mean 2.0 

Range 2 
Findings were graded as follows 
Posture I: Prone or recumbent position, 2: resting normally, 3: moving or n』nningabout, 4: jumping. 
Palpebral closure l: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 

立
2
2
2
2
2
2
2
2
2
2
2
2
-
1
2
5
2

a
 
D
 

い一
2
2
2
2
2
2
2
2
2
2
2
2
-
1
2
⑳

2

Da 
菩
2
2
2
2
2
2
2
2
2
2
2
2
-
1
2
5
2

坦
2
2
2
2
2
2
2
2
2
2
2
2
-
1
2
⑬

2

a
 

D
 

9
-
2
2
2
2
2
2
2
2
2
2
2
2
-
1
2
5
2
 

a
 

D
 

4
1
-
2
2
2
2
2
2
2
2
2
2
2
2
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1
2
0
2
 

2
 

Da 
l
l
l
l
l
l
l
l
l
l
l
l
-
2
0
1
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-

l

 

立
ー
1
1
1
l
l
l
l
l
l
l
l
-
1
2
血
ー

Da 

Palpebral closure 
Da~8 
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 

12 12 12 

1.0 1.0 1.0 

1 1 1 

3
5
-
l
l
l
l
l
l
l
l
l
l
l
l
l
1
2
0
1
 

Da 

ヽ
~d
 
e
 
u
 

4
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Study No. 100624 

Appendix 16-1 (Continued) Individual FOB of male rats 

Control 
1 

Male No. 
r咄旦＿
Blind No. Observation of animals in c~且es

,
2
2
5
,
 

Pre 
MOI 101 M00059 1 
MOI 102 M00055 1 

MOl 103 M00037 1 
MOI 104 M00070 1 

MOI 105 MOOOIO 1 

MOI 106 M00039 1 

MOI 107 M00062 1 

MOl 108 M00026 1 

MOl 109 M00040 1 

MOll 10 M00009 1 
MOI l l l M00013 1 

MOI 112 M00033 I 

Number of males 12 

Mean 1.0 

Range l 
Findings were graded as follows 
Biting behavior 1: Not observed, 2: observed. 

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor. 

立
ー
l
l
l
l
l
l
l
l
l
l
l
-
1
2
血
ー

Da 

Bitingbehavior 
Day l4 Day21 Day28 
I I I 

l l l 
l l l 

l l l 

l l l 

I I I 

I I I 

l l l 

I I I 

l l l 

l l l 
l l l 

12 12 12 

1.0 1.0 1.0 

l l l 

135
一ー
1

1

1

1

1

1

1

1

1

1

ー＿
1
2
n
ー

Da 
I
-
l
l
l
l
l
l
l
l
l
l
l
l
l
1
2
血
ー

Da e＿ー
1

1

1

1

1

1

1

1

1

1

ー＿
12
血
ー

r
 
p
 

7
-
l
l
l
l
l
l
l
l
l
l
l
l
-
2
0
1
 

ー

ー

Da 

Clonic convulsions 

Day l4 Day2l Day28 
l l l 

l l l 
l l l 

l l l 

l l l 

l l l 

l l l 

l l l 

l l l 

l l l 
l l l 

l l l 

12 12 12 

1.0 1.0 1.0 

l l l 

135
一ー
l

l

l

l

l

l

l

l

l

l

ー＿
1
2
n
ー

Da 

、
｀
~d
 

ヰ
ー
1
l
l
l
l
l
l
l
l
l
l
-
1
2
血ー＿．tmun
 

D

a

c

o

 

（
 



Study No. 100624 

Appendix 16-1 (Continued) Individual FOB of male rats 

(Control 
Male No. 
r咄旦＿
Blind No. 

,
2
2
6
,
 

Pre 

MOI 101 M00059 

MOI 102 M00055 

MOI 103 M00037 1 

MOI 104 M00070 1 
MOI 105 MOOOIO 1 

MOI 106 M00039 1 
MOI 107 M00062 1 

MOI 108 M00026 1 

MOI 109 M00040 

MOlllO M00009 

MOI 111 M00013 

MOI 112 M00033 

Number of males 12 

Mean 1.0 

Range l 
Findings were graded as follows 
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 

5: asphyxial convulsions. 

7
-
l
l
l
l
l
l
l
l
l
l
l
l
-
2
0
1
 

l

.

 

ー

Da 

Observationofanimalsincages 
Tonic convulsions 

Da~8 
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 
12 12 12 

1.0 1.0 1.0 
1 1 1 
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Appendix 16-1 (Continued) Individual FOB of male rats 

(Control 
Male No. 

ro~ 
Blind No. Observation of animals on observer's _ealm 

,
2
2
7
,
 

Pre 
MOl 101 M00059 2 

MOl 102 M00055 2 

MOl 103 M00037 2 

MOl 104 M00070 2 

MOl 105 MOOOIO 2 
MOl 106 M00039 2 

MOl 107 M00062 2 

MO 1108 M00026 2 
MO 1109 M00040 2 

MO 11 10 M00009 2 

MOl 111 M00013 2 

MOl 112 M00033 2 

Number of males 12 

Mean 2.0 

Range 2 
Findings were graded as follows 
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch. 
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand. 

1
-
2
2
2
2
2
2
2
2
2
2
2
2
-
1
2
0
2
 

2
 

a
 
D
 

Easeofremovalfromcage 
Day 14 Day21 Day28 
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 

2 2 2 

2 2 2 

12 12 12 

2.0 2.0 2.0 

2 2 2 

3
5
-
2
2
2
2
2
2
2
2
2
2
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-
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0
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Easeofhandling 
Day l4 Day2l Day28 
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 

2 2 2 

2 2 2 

12 12 12 

2.0 2.0 2.0 

2 2 2 
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Appendix 16-1 (Continued) Individual FOB of male rats 

(Control 

Male No. 

'OU 
I r 

Blind No. Observation of animals on observer's,eatm 
Muscle tone 

Day l4 Day2l Day28 
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 

2 2 2 

2 2 2 

12 12 12 

2.0 2.0 2.0 

2 2 2 

,
2
2
8
,
 

MOl 101 M00059 

MOl 102 M00055 

MOl 103 M00037 

MOl 104 M00070 

MOl 105 MOOOIO 

MOl 106 M00039 

MOl 107 M00062 
MOl 108 M00026 

MOl 109 M00040 

MOl 110 M00009 

MOl l l l M00013 
MOl 112 M00033 

Number of males 

Mean 

Range 
Findings were graded as follows 
Muscle tone l: Decreased, 2: normal, 3: increased. 
Fur conditions l: Normal, 2: slightly soiled, 3: markedly soiled. 

e
-
2
2
2
2
2
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2
2
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2
2
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Fur conditions 

Day l4 Day21 Day28 
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Appendix 16-1 (Continued) Individual FOB of male rats 

(Control 
Male No. 
r咄旦＿
Blind No. Observation of animals on observer's eatm 

,
2
2
9
,
 

Pre 

MOIIOI M00059 l 

MOI 102 M00055 I 

MOII03 M00037 I 

MOI 104 M00070 I 

MOI 105 MOOOIO I 

MOI 106 M00039 I 

MOI 107 M00062 I 

MOI 108 M00026 I 

MOI 109 M00040 I 

MOIi 10 M00009 I 

MOl l 11 MOOOl3 I 

MOI 112 M00033 I 

Number of males 12 

Mean 1.0 

Range l 

Findings were graded as follows 
Lacrimation I: None, 2: mild, 3: marked. 
Salivation l: None, 2: mild, 3: marked. 

7
-
l
l
l
l
l
l
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Salivation 
Day l4 Day21 
1 1 
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Appendix 16-1 (Continued) Individual FOB of male rats 

Control 
1 

Male No. 
OU 
I r 

Blind No. 

,
2
3
0
,
 

MOl 101 M00059 

MOl 102 M00055 

MOl 103 M00037 

MOl 104 M00070 

MOl 105 MOOOlO 

MOl 106 M00039 

MOl 107 M00062 

MOl 108 M00026 

MOl 109 M00040 

MOIIIO M00009 

MOl 111 MOOOl3 

MOl 112 M00033 

Number of males 
Mean 

Range 
Findings were graded as follows 
Respiration 1: Normal, 2: bradypnea, 3: dyspnea. 
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Appendix 16-1 (Continued) Individual FOB of male rats 

正
Male No. 

ou 
I' 

Blind No. Open-field test 

,
2
3
1
,
 

MOl 101 M00059 

MOl 102 M00055 
MOl 103 M00037 
MOl 104 M00070 
MOl 105 MOOOlO 
MOl 106 M00039 
MOl 107 M00062 
MOl 108 M00026 
MOl 109 M00040 
MOlllO M00009 
MOl 111 M00013 
MOl 112 M00033 

Number of males 
Mean 
S.D. 
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Frequencyofrearing (duringa2-minute period) 
Day7 Day 14 Day21 Day28 Day35 
3 2 0 2 2 
7 2 2 9 2 
2 0 0 1 0 
6 0 2 4 1 
0 0 0 5 4 
2 1 5 4 6 
0 0 0 1 0 
1 3 3 0 2 
7 2 2 0 2 
8 7 4 8 9 
0 1 1 2 2 

3 6 8 3 11 
12 12 12 12 12 

3.3 2.0 2.3 3.3 3.4 
3.0 2.3 2.5 2.9 3.5 
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Frequencyof秤00ming(duringa2-minuteperiod) 
Day7 Day l4 Day2l Day28 Day35 
0 0 0 0 0 

0 0 0 0 0 
0 0 0 0 0 
0 0 0 0 0 
0 0 0 0 0 
0 0 0 0 0 

0 0 0 0 0 
0 0 0 0 0 
0 0 0 0 0 
0 0 0 0 0 
0 l O O 0 
0 0 0 0 0 
12 12 12 12 12 
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Study No. l 00624 

Appendix 16-1 (Continued) Individual FOB of male rats 

Control 
Male No. 

'OU 
I r 

Blind No. Open-field test 

,
2
3
2
,
 

MOI 101 M00059 

M01102 M00055 

MOI 103 M00037 

MOI 104 M00070 

MOI 105 MOOOIO 

MOI 106 M00039 

M01107 M00062 

MOI 108 M00026 

MOI 109 M00040 

MOlllO M00009 

MOI 111 M00013 

MOI 112 M00033 

Number of males 

Mean 

Range 
Findings were graded as follows 
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended, 

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe. 
l: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 
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Appendix 16-1 (Continued) Individual FOB of male rats 

(Control 
Male No. 

'OU 
I r 

Blind No. Open-field test 

,
2
3
3
,
 

Pre 
MOIIOI M00059 2 

M01102 M00055 2 

MOl 103 M00037 2 

M01104 M00070 2 

MOl 105 MOOOIO 2 

M01106 M00039 2 

MO 1107 M00062 2 

M01108 M00026 2 

M01109 M00040 2 
MOIIIO M00009 2 

MOIi Ii MOOOl3 2 
MOI 112 M00033 2 

Number of males 12 

Mean 2.0 

Range 2 
Findings were graded as follows 
Consciousness I: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically. 
Behavioral abnormalities I: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing. 
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Study No. 100624 

Appendix 16-1 (Continued) Individual FOB of male rats 

(Control group) 
Male No. Blind No. 

,
2
3
4
,
 

MOl 101 M00059 

MOl 102 M00055 

MOl 103 M00037 

MOl 104 M00070 

MOl 105 MOOOlO 

MOl 106 M00039 

MOl 107 M00062 

MOl 108 M00026 

MOl 109 M00040 

MOlllO M00009 

MOl 111 M00013 

MOll 12 M00033 

Number of males 
Mean 

Range 
Findings were graded as follows 
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself. 
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Study No. 100624 

Appendix 16-2 Individual FOB of male rats 

(bumetrizolegroupat62.5 m紅g)
Male No. Blind No. Observation of animals in ca&es 

,
2
3
5
,
 

M02201 M00023 

M02202 M00029 

M02203 M00020 

M02204 M00060 

M02205 M00035 

M02206 M00046 

M02207 M00003 

M02208 M00065 

M02209 M00027 

M02210 M00031 

M02211 M00042 

M02212 M00041 

Number of males 
Mean 

Range 
Significance 

Statistical method UA UA UA UA UA'UA  UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or n』nningabout, 4: jumping. 
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 
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Study No. 100624 

Appendix 16-2 (Continued) Individual FOB of male rats 

(bumetrizolegroupat62.5 m砂g)
Male No. Blind No. Observation of animals in caies 

,
2
3
6
,
 

M02201 M00023 

M02202 M00029 
M02203 M00020 

M02204 M00060 

M02205 M00035 

M02206 M00046 

M02207 M00003 

M02208 M00065 

M02209 M00027 

M022 l0 M0003 l 

M022 l l M00042 
M02212 M00041 

Number of males 
Mean 

」写
Significance 
Statistical method UA UA UA UA UA UA UA UA 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Biting behavior l: Not observed, 2: observed. 
Clonic convulsions l: Not observed, 2: jaw convulsions, 3: tremor. 
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Study No. 100624 

Appendix 16-2 (Continued) Individual FOB of male rats 

(bumetrizole印oupat62.5m炉g)
Male No. Blind No. 

,
2
3
7
,
 

M02201 M00023 

M02202 M00029 

M02203 M00020 

M02204 M00060 

M02205 M00035 

M02206 M00046 

M02207 M00003 

M02208 M00065 

M02209 M00027 

M022 l O M0003 l 

M022 l l M00042 

M02212 M00041 

Number of males 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 

5: asphyxia! convulsions. 
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Study No. 100624 

Appendix 16-2 (Continued) Individual FOB of male rats 

(bumetrizole印Oupat62.5mHg) 
Male No. Blind No. Observation of animals on observer's _ealm 

,
2
3
8
,
 

M02201 M00023 
M02202 M00029 

M02203 M00020 

M02204 M00060 

M02205 M00035 

M02206 M00046 

M02207 M00003 

M02208 M00065 

M02209 M00027 

M02210 M00031 

M022 l l M00042 

M02212 M00041 

Number of males 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA UA 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Ease of removal from cage 1 : Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch. 
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand. 
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Study No. I 00624 

Appendix 16-2 (Continued) Individual FOB of male rats 

(bumetrizole『°upat62.5m砂g)
Male No. Blind No. Observation of animals on observer's.eatm 

,
2
3
9
,
 

M02201 M00023 

M02202 M00029 

M02203 M00020 

M02204 M00060 

M02205 M00035 

M02206 M00046 

M02207 M00003 

M02208 M00065 

M02209 M00027 
M022 IO M0003 I 

M022 I I M00042 

M02212 M00041 

Number of males 
Mean 

」写
Significance 
Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Muscle tone I: Decreased, 2: normal, 3: increased. 
Fur conditions I: Normal, 2: slightly soiled, 3: markedly soiled. 
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Study No. 100624 

Appendix 16-2 (Continued) Individual FOB of male rats 

(bumetrizole伊°upat62.5m炉g)
Male No. Blind No. Observation of animals on observer's _ealm 

,
2
4
0
,
 

M02201 M00023 
M02202. M00029 

M02203 M00020 

M02204 M00060 

M02205 M00035 
M02206 M00046 

M02207 M00003 

M02208 M00065 

M02209 M00027 

M02210 M00031 

M022 l l M00042 

M02212 M00041 

Number of males 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA UA 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Lacrimation 1: None, 2: mild, 3: marked. 
Salivation 1: None, 2: mild, 3: marked. 
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Study No. 100624 

Appendix 16-2 (Continued) Individual FOB of male rats 

(bumetrizolegroupat62.5 m炉g)
Male No. Blind No. 

,
2
4
1
,
 

M02201 M00023 

M02202 M00029 

M02203 M00020 

M02204 M00060 

M02205 M00035 

M02206 M00046 

M02207 M00003 

M02208 M00065 

M02209 M00027 

M02210 M00031 

M02211 M00042 

M02212 M00041 

Number of males 

Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Respiration 1: Normal, 2: bradypnea, 3: dyspnea. 
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Study No. 100624 

Appendix 16-2 (Continued) Individual FOB of male rats 

(bumetrizole笞°upat62.5m述g)
Male No. Blind No. Open-field test 

,
2
4
2
,
 

M02201 M00023 
M02202 M00029 

M02203 M00020 

M02204 M00060 

M02205 M00035 

M02206 M00046 

M02207 M00003 

M02208 M00065 

M02209 M00027 

M022 l O M0003 l 

M022 l l M00042 

M02212 M00041 

Number of males 

Mean 

S.D. 

Significance 

Statistical method DU 
DU: Analysis by Dunnett's test. 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Study No. 100624 

Appendix 16-2 (Continued) Individual FOB of male rats 

(bumetrizolegroupat62.5 m述g)
Male No. Blind No. Open-field test 

,
2
4
3
,
 

M02201 M00023 

M02202 M00029 

M02203 M00020 

M02204 M00060 

M02205 M00035 

M02206 M00046 

M02207 M00003 

M02208 M00065 

M02209 M00027 

M022 l O M0003 I 

M022 I l M00042 

M02212 M00041 

Number of males 

Mean 

」
Significance 

Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Gait I: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended, 

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe. 
1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 
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Study No. 100624 

Appendix 16-2 (Continued) Individual FOB of male rats 

(bumetrizole ~roue at 62.5 m~渥｝
Male No. Blind No. OEen-field test 

Consciousness Behavioral abnormalities 

Pre Da幻 Da~ 14 Da~21 Da~28 Da~35 Da~ 41 Pre Da~7 Da~ 14 Da~21 Da~28 Da~35 Da~ 41 
M02201 M00023 2 2 2 2 2 2 2 l l 1 1 1 1 1 

M02202 M00029 2 2 2 2 2 2 2 

M02203 M00020 2 2 2 2 2 2 2 
M02204 M00060 2 2 2 2 2 2 2 
M02205 M00035 2 2 2 2 2 2 2 

M02206 M00046 2 2 2 2 2 2 2 

M02207 M00003 2 2 2 2 2 2 2 

M02208 M00065 2 2 2 2 2 2 2 

M02209 M00027 2 2 2 2 2 2 2 

M02210 M00031 2 2 2 2 2 2 2 

＇ 
M0221 I M00042 2 2 2 2 2 2 2 

望 M02212 M00041 2 2 2 2 2 2 2 I l 

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 

Ran~e 2 2 2 2 2 2 2 1 I 

Significance 

Statistical method UA UA UA UA UA UA UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. (Continued) 

Findings were graded as follows 

Consciousness I: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically. 
Behavioral abnonnalities I: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing. 



Study No. 100624 

Appendix 16-2 (Continued) Individual FOB of male rats 

(bumetrizolegroup at62.5 m糾g)
Male No. Blind No. 

,
2
4
5
,
 

M02201 M00023 

M02202 M00029 

M02203 M00020 

M02204 M00060 

M02205 M00035 

M02206 M00046 

M02207 M00003 

M02208 M00065 

M02209 M00027 
M022 IO M0003 l 

M022 l I M00042 

M02212 M00041 

Number of males 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Righting reflex I: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself. 
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Study No. 100624 

Appendix 16-3 Individual FOB of male rats 

(bumetrizolegroupat250m砂g)
Male No. Blind No. Observation of animals in c3:且es

,
2
4
6
,
 

M03301 MOOOl 1 

M03302 M00044 

M03303 M00047 
M03304 M00012 

M03305 MOOOl 7 

M03306 M00073 

M03307 M00057 

M03308 M00015 

M03309 M0007 I 

M03310 M00016 

M03311 M00051 

M03312 M00025 

Number of males 

Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping. 
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 
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Appendix 16-3 (Continued) Individual FOB of male rats 

(bumetrizole軒°upat250m炉g)
Male No. Blind No. Observation of animals in caies 

,
2
4
7
,
 

M03301 MOOOI I 

M03302 M00044 

M03303 M00047 

M03304 MOOOl2 

M03305 MOOOl 7 

M03306 M00073 

M03307 M00057 

M03308 MOOOl5 

M03309 M00071 

M03310 MOOOl6 

M033 I I M0005 I 

M03312 M00025 

Number of males 
Mean 

」写
Significance 

Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Biting behavior I: Not observed, 2: observed. 

Clonic convulsions I: Not observed, 2: jaw convulsions, 3: tremor. 
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Study No. 100624 

Appendix 16-3 (Continued) Individual FOB of male rats 

(bumetrizolepoupat250m砂g)
Male No. Blind No. 

,
2
4
8
,
 

M03301 MOOOI l 

M03302 M00044 
M03303 M00047 

M03304 M00012 

M03305 M00017 

M03306 M00073 

M03307 M00057 
M03308 M00015 

M03309 M00071 

M03310 M00016 
M033 l l M0005 l 

M03312 M00025 

Number of males 
Mean 

」写
Significance 
Statistical method UA UA UA UA UA UA UA 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 

5: asphyxial convulsions. 
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Study No. 100624 

Appendix 16-3 (Continued) Individual FOB of male rats 

(bumetrizole『°upat250m炉8)
Male No. Blind No. Observation of animals on observer's £aim 

,
2
4
9
,
 

M03301 MOOOI l 

M03302 M00044 

M03303 M00047 
M03304 M00012 

M03305 M00017 

M03306 M00073 

M03307 M00057 
M03308 M00015 

M03309 M00071 

M03310 M00016 

M033 ll M0005 l 

M03312 M00025 
Number of males 

Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 

Ease of removal from cage l : Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch. 
Ease of handling l: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand. 
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Study No. 100624 

Appendix 16-3 (Continued) Individual FOB of male rats 

(bum血izole軒oupat250m炉g)
Male No. Blind No. Observation of animals on observer's _Ealm 

,
2
5
0
,
 

M0330l MOOOI l 

M03302 M00044 

M03303 M00047 

M03304 M00012 

M03305 MOOOI 7 

M03306 M00073 

M03307 M00057 

M03308 M00015 

M03309 M0007l 

M033 IO MOOO 16 

M033 l I M0005 l 

M03312 M00025 

Number of males 

Mean 

」写
Significance 
Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Muscle tone I: Decreased, 2: normal, 3: increased. 

Fur conditions I : Normal, 2: slightly soiled, 3: markedly soiled. 
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Appendix 16-3 (Continued) Individual FOB of male rats 

(bumetrizolegroup at250m砂g)
Male No. Blind No. Observation of animals on observer's £aim 

,
2
5
1
,
 

M03301 MOOOI l 

M03302 M00044 

M03303 M00047 

M03304 M00012 

M03305 MOOOI 7 

M03306 M00073 

M03307 M00057 

M03308 M00015 
M03309 M00071 

M03310 MOOOl6 

M033 l l M0005 l 

M03312 M00025 

Number of males 
Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA UA 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Lacrimation 1: None, 2: mild, 3: marked. 

Salivation 1: None, 2: mild, 3: marked. 
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Study No. 100624 

Appendix 16-3 (Continued) Individual FOB of male rats 

(bumetrizole肛°upat250m炉g)
Male No. Blind No. 

,
2
5
2
,
 

M0330l MOOOI l 

M03302 M00044 

M03303 M00047 

M03304 MOOOI2 

M03305 MOOOI7 

M03306 M00073 

M03307 M00057 

M03308 MOOOI5 

M03309 M0007l 

M03310 MOOOI6 

M033 I I M0005 I 

M033I2 M00025 

Number of males 

Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Respiration I: Normal, 2: bradypnea, 3: dyspnea. 
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Study No. l 00624 

Appendix 16-3 (Continued) Individual FOB of male rats 

(bumetrizole『°upat250m砂g)
Male No. Blind No. Open-field test 

,
2
5
3
,
 

M03301 MOOOl l 
M03302 M00044 
M03303 M00047 
M03304 M00012 

M03305 M00017 
M03306 M00073 
M03307 M00057 
M03308 M00015 
M03309 M00071 
M03310 M00016 
M03311 M0005 l 
M03312 M00025 
Number of males 
Mean 
S.D. 
Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Study No. 100624 

Appendix 16-3 (Continued) Individual FOB of male rats 

(bumetrizole軒°upat250m砂g)
Male No. Blind No. Open-field test 

,
2
5
4
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M03301 MOOOl l 

M03302 M00044 

M03303 M00047 

M03304 M00012 

M03305 MOOOl 7 

M03306 M00073 

M03307 M00057 

M03308 M00015 

M03309 M00071 

M03310 M00016 

M033 l l M0005 l 

M03312 M00025 

Number of males 

Mean 

」
Significance 
Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended, 

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe. 
1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 
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Study No. 100624 

Appendix 16-3 (Continued) Individual FOB of male rats 

(bumetrizole『°upat250m炉g)
Male No. Blind No. Open-field test 
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M03301 MOOOl l 
M03302 M00044 

M03303 M00047 

M03304 M00012 

M03305 MOOOI 7 

M03306 M00073 

M03307 M00057 

M03308 M00015 

M03309 M00071 

M03310 M00016 

M033 l l M0005 l 

M03312 M00025 

Number of males 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA UA 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Consciousness l: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically. 
Behavioral abnormalities I: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing. 
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Study No. l 00624 

Appendix 16-3 (Continued) Individual FOB of male rats 

(bumetrizolegroupat250m沖g)
Male No. Blind No. 

,
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6
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M03301 MOOOI I 

M03302 M00044 

M03303 M00047 

M03304 MOOOl2 

M03305 MOOOl7 

M03306 M00073 

M03307 M00057 

M03308 MOOOl5 

M03309 M00071 

M03310 MOOOl6 

M03311 M00051 

M03312 M00025 

Number of males 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Righting reflex I: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself. 
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Study No. 100624 

Appendix 16-4 Individual FOB of male rats 

(bumetrizolegroupat 1000m炉g)
Male No. Blind No. Observation of animals in cages 

,
2
5
7
,
 

M04401 M00004 
M04402 M00028 
M04403 • M00032 
M04404 M00019 

M04405 M00045 

M04406 M00034 

M04407 M00064 

M04408 M00068 

M04409 M00005 

M04410 M00002 

M0441 l M00061 
M04412 M00058 

Number of males 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA UA 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Posture I : Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping. 
Palpebral closure I: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 
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Study No. 100624 

Appendix 16-4 (Continued) Individual FOB of male rats 

(bumetrizole§roupat 1000 m炉＆）
Male No. Blind No. Observation of animals in caies 

,
2
5
0
0
,
 

M04401 M00004 

M04402 M00028 

M04403 M00032 

M04404 MOOO 19 

M04405 M00045 
M04406 M00034 

M04407 M00064 

M04408 M00068 

M04409 M00005 

M04410 M00002 

M04411 M00061 

M04412 M00058 

Number of males 

Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Biting behavior 1: Not observed, 2: observed. 

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor. 
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Study No. 100624 

Appendix 16-4 (Continued) Individual FOB of male rats 

(bumetrizole伊°upat1000m炉g)
Male No. Blind No. 

,
2
5
9
,
 

M04401 M00004 

M04402 M00028 

M04403 M00032 

M04404 M00019 

M04405 M00045 
M04406 M00034 

M04407 M00064 

M04408 M00068 

M04409 M00005 

M04410 M00002 

M0441 l M00061 

M04412 M00058 

Number of males 
Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Tonic convulsions I: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 

5: asphyxial convulsions. 
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Study No. 100624 

Appendix 16-4 (Continued) Individual FOB of male rats 

(bumetrizolegroupat l000m述g)
Male No. Blind No. Observation of animals on observer's _ealm 

,
2
6
0
,
 

M04401 M00004 

M04402 M00028 

M04403 M00032 

M04404 MOOO 19 

M04405 M00045 

M04406 M00034 

M04407 M00064 

M04408 M00068 

M04409 M00005 

M04410 M00002 
M0441 l M00061 

M04412 M00058 
Number of males 
Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the s皿1eas the value in the control group. 
Findings were graded as follows 
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch. 
Ease of handling l: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand. 
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Study No. 100624 

Appendix 16-4 (Continued) Individual FOB of male rats 

(bumetrizolegroupat looom糾g)
Male No. Blind No. Observation of animals on observer's _ealm 

,
2
6
1
,
 

M04401 M00004 

M04402 M00028 

M04403 M00032 

M04404 M00019 

M04405 M00045 

M04406 M00034 

M04407 M00064 

M04408 M00068 

M04409 M00005 

M04410 M00002 
M04411 M00061 

M04412 M00058 

Number of males 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Muscle tone 1 : Decreased, 2: normal, 3: increased. 

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled. 
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Study No. 100624 

Appendix 16-4 (Continued) Individual FOB of male rats 

(bumetrizole肝0upat1000 m炉g)
Male No. Blind No. Observation of animals on observer's _ealm 

,
2
6
2
,
 

M04401 M00004 

M04402 M00028 

M04403 M00032 

M04404 MOOOl9 

M04405 M00045 
M04406 M00034 

M04407 M00064 

M04408 M00068 

M04409 M00005 

M044 IO M00002 

M0441 I M00061 

M04412 M00058 

Number of males 
Mean 

」
Significance 

Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Lacrimation I: None, 2: mild, 3: marked. 

Salivation 1: None, 2: mild, 3: marked. 
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Study No. 100624 

Appendix 16-4 (Continued) Individual FOB of male rats 

(bumetrizole肛°upatl000m炉g)
Male No. Blind No. 

,
2
6
3
,
 

M04401 M00004 

M04402 M00028 

M04403 M00032 

M04404 M00019 

M04405 M00045 

M04406 M00034 

M04407 M00064 

M04408 M00068 
M04409 M00005 

M04410 M00002 

M04411 M00061 

M04412 M00058 

Number of males 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Respiration 1: Nonnal, 2: bradypnea, 3: dyspnea. 

l
l
l
l
l
l
l
l
l
l
l
l
-
2
0
ー

r

e

-

l

,

5

 

p
 

7
-
l
l
l
l
l
l
l
l
l
l
l
ー
＿

1
2
o
l

Da 

Observation~alm 
R虫~on
DarE 
I 
l 

l 
I 
I 
I 
I 
l 

l 
l 

l 

l 

12 

1.0 

l 

1
4
-
l
l
l
l
l
l
l
]
I
l
l
l
-
1
2
o
l
 

ー

Da 
28
一ー
l
l
l
l
l
l
l
l
l
l
l
-
1
2
0
1

'

』

Da 
35
一ー
l
l
l
l
l
l
l
l
l
l
l
-
1
2
n

ー

a
 

D
 

／
一
ー

1

1

1

1

1

1

1

1

1

1
ー
＿

1
2
n
ー

Da 

(Continued) 



Study No. 100624 

Appendix 16-4 (Continued) Individual FOB of male rats 

(bumetrizole伊°upat1000m砂g)
Male No. Blind No. Open-field test 

,
2
6
4
,
 

M04401 M00004 
M04402 M00028 
M04403 M00032 
M04404 M00019 
M04405 M00045 

M04406 M00034 
M04407 M00064 
M04408 M00068 
M04409 M00005 

M04410 M00002 
M0441 l M00061 
M04412 M00058 
Number of males 
Mean 
S.D. 
Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Study No. 100624 

Appendix 16-4 (Continued) Individual FOB of male rats 

(bumetrizole臣oupat1000m炉g)
Male No. Blind No. Open-field test 

,
2
6
5
,
 

M04401 M00004 

M04402 M00028 

M04403 M00032 

M04404 M00019 

M04405 M00045 

M04406 M00034 

M04407 M00064 

M04408 M00068 

M04409 MOOOOS 

M04410 M00002 

M0441 I M00061 

M04412 M00058 

Number of males 
Mean 

坦
Significance 

Statistical method VA VA VA VA VA VA VA VA 

VA: Vnable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended, 

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe. 
I: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 
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Study No. 100624 

Appendix 16-4 (Continued) Individual FOB of male rats 

(bumetrizole軒°upatlooom沖g)
Male No. Blind No. Open-field test 

,
2
6
6
,
 

M04401 M00004 

M04402 M00028 

M04403 M00032 

M04404 M00019 

M04405 M00045 
M04406 M00034 

M04407 M00064 

M04408 M00068 

M04409 M00005 

M04410 M00002 

M0441 l M00061 

M04412 M00058 

Number of males 
Mean 

」写
Significance 
Statistical method UA UA UA UA UA UA UA UA 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically. 
Behavioral abnonnalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing. 
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Study No. 100624 

Appendix 16-4 (Continued) Individual FOB of male rats 

(bumetrizole肛oupat1000m炉g)
Male No. Blind No. 

,
2
6
7
,
 

M04401 M00004 

M04402 M00028 

M04403 M00032 

M04404 M00019 

M04405 M00045 

M04406 M00034 

M04407 M00064 

M04408 M00068 

M04409 M00005 
M04410 M00002 

M04411 M00061 

M04412 M00058 

Number of males 
Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the s皿1eas the value in the control group. 
Findings were graded as follows 
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself. 
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Study No. 100624 

Appendix 17・1Individual FOB of female rats 

(Control 
Female No. 
虫
Blind No. Observation of animals in c~且es

,
2
6
8
,
 

F01151 F00052 

FOI 152 F00006 

FOi 153 F00039 
F01154 F00041 

FOI 155 F00034 

FOi 156 F00043 
FOI 157 F00026 

FOi 158 F00065 
FOI 159 F00025 

FOI 160 F00033 

FOI 161 F00024 

FO 1 162 F00044 

Number of females 
Mean 

Range 
P: Pregnancy, L: lactation. 
Findings were graded as follows 
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping. 
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 

P
r
e
-
2
2
2
2
2
2
2
2
2
2
2
2
-
1
2
⑳

2
 

8
-
2
2
2
2
2
2
2
2
2
2
2
2
-
2
0
2
 

2
 

ー

a
 
D
 

1
5
-
2
2
2
2
2
2
2
2
2
2
2
2
-
1
2
紐

2

a
 
D
 

Posture 

Da凶血
2 

2 

2 

2 

2 

2 

2 

2 

Non-pregnancy 
2 

2 

2 

ll 

2.0 

2 

芸
2

2

2

2

2

2

2

Da 

2
2
2
-
l
0
2
 

2
 

ー

Da凶且旦
2 

2 

2 

2 

2 

2 

2 

2 

2
2
2
-
1
1
⑬

2
 

当
2

2

2

2

2

2

2

a
 

D
 

2
2
2
-
1
1
⑬

2
 

F
l
l
l
l
l
l
l
l
l
l
l
l
l
-
1
2
0
1
 

ー

r
＿ー
l
l
l
l
l
l
l
l
l
l
l
-
1
2
0
1

ー

Da 
15
一ー
l
l
l
l
l
l
l
l
l
l

ー＿
12

血ー

Da 

Palpebral closure 
Day l(P) Day8(P) 
1 I 

1 1 

1 1 

1 1 

1 1 

1 1 

1 1 

1 1 

Non-pregnancy 

li 
l
l
l
-
1
1
頂
ー

ユー
1

1

1

l

l

l

l

l

l

ー＿
11

血ー

a
 
D
 

Da~ 
l 

l 
L 

l 

l 
l 
l 

l 

l 
l 
L 

ll 

1.0 
l 

(Continued) 



Study No. 100624 

Appendix 17-1 (Continued) Individual FOB of female rats 

(Control 
Female No. 

咆旦＿
Blind No. Observation of animals in c~且es

,
2
6
9
,
 

FOllSl FOOOS2 

FOll52 F00006 

FOI 153 F00039 

FOi 154 F00041 
FOl lSS F00034 

FOi 156 F00043 
FOI 157 F00026 

FOi 158 F00065 
FOI 159 F00025 

FOi 160 F00033 
FOI 161 F00024 

FOI 162 F00044 

Number of females 
Mean 

Range 
P: Pregnancy, L: lactation. 
Findings were graded as follows 
Biting behavior l: Not observed, 2: observed. 
Clonic convulsions l: Not observed, 2: jaw convulsions, 3: tremor. 
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Appendix 17-1 (Continued) Individual FOB of female rats 

(Control 
Female No. 

o.!!£2_ 
Blind No. 

,
2
7
0
,
 

FOI 151 F00052 

FOI 152 F00006 

FOI 153 F00039 

F01154 F00041 

FOI 155 F00034 

F01156 F00043 

FOI 157 F00026 

FOI 158 F00065 

FOI 159 F00025 

FOI 160 F00033 

FOI 161 F00024 

FO 1162 F00044 

Number of females 
Mean 

Range 
P: Pregnancy, L: lactation. 
Findings were graded as follows 
Tonic convulsions I: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 

S: asphyxial convulsions. 
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Appendix 17-1 (Continued) Individual FOB of female rats 

(Control 

Female No. 
0~ 

Blind No. Observation of animals on observer's _ealm 

,
2
7
1
,
 

FOI 151 FOOOS2 

FO 1152 F00006 

FOI 153 F00039 

FOi 154 F00041 
F011SS F00034 

F01156 F00043 

F01157 F00026 

FOI 158 F00065 

FO 1159 F00025 

FOI 160 F00033 

FOI 161 F00024 

FO 1162 F00044 

Number of females 
Mean 

Range 
P: Pregnancy, L: lactation. 
Findings were graded as follows 
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch. 
Ease of handling I: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand. 
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Appendix 17-1 (Continued) Individual FOB of female rats 

(Control 
Female No. 

OU' 
●「

Blind No. Observation of animals on observer's _ealm 

,
2
7
2
,
 

FOi iSi F00052 

FOi 152 F00006 
FOi 153 F00039 
FOi 154 F00041 
FOi lSS F00034 
FOi 156 F00043 
FOi 157 F00026 
FOi 158 F00065 
FOi 159 F00025 
FOi 160 F00033 
F01161 F00024 

FO 1162 F00044 

Number of females 

Mean 

Range 
P: Pregnancy, L: lactation. 
Findings were graded as follows 
Muscle tone 1: Decreased, 2: normal, 3: increased. 
Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled. 
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Study No. 100624 

Appendix 17・1(Continued) Individual FOB of female rats 

(Control 
Female No. 

'O皿L
Blind No. 

,
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3
,
 

FOI 151 FOOOS2 

FOi 152 F00006 
FOi 153 F00039 
FOIIS4 F00041 

FOi ISS F00034 
FOl 156 F00043 

FOIIS7 F00026 

FOl 158 F0006S 

FOi 159 F0002S 
FOl 160 F00033 

FOi 161 F00024 
FO 1162 F00044 

Number of females 
Mean 

Range 
P: Pregnancy, L: lactation. 
Findings were graded as follows 
Lacrimation 1: None, 2: mild, 3: marked. 
Salivation 1: None, 2: mild, 3: marked. 

玉
一
ー

l

l

l

l

l

l

l

l

1

1
ー＿
12
血
ー

8
-
l
l
l
l
l
l
l
l
l
l
l
l
-
2
0
1
 

ー

ー

Da 15
一ー

1

1

1

1

1

1

1

1

1

1
ー＿
1
2
n
ー

Da 

Lacrimation 
Day l(P) Day8(P) 
1 1 

1 1 

1 1 

1 1 

1 1 

1 1 

1 1 

1 1 

Non-pregnancy 

l] 
l

l

l

l

o

l

 

一
ー
ー

Observation of animals on observer's £aim 

竿
ー

1
l
l
l
l
l
l
l
l
l
-
1
1
血
ー

Da 
辛
ー
1
l
l
l
l
l
l
l
l
l
-
1
1
n
ー

D
 

l
r
e
-
l
l
l
l
l
l
l
l
l
l
l
ー＿
12
血
ー

1
8
l
l
l
l
l
l
l
l
l
l
l
l
ー＿
1
2
0
1

ー

Da 15
一ー

l
l
l
l
l
l
l
l
l
l
l
-
1
2
血
ー

Da 

Salivation 
Day l(P) Day8(P) 
l l 

l l 
l l 
l l 
l l 
l l 

l l 
l l 

Non-pregnancy 
l 

l 

l 
11 

1.0 
l 

l

l

l

l

o

l

 

一ー

L

ユ
ー

1
l
l
l
l
l
l
l
l
l
l
1
1
血
ー

a
 
D
 

Dall辿
l 

l 

l 

l 
l 
l 

l 

l 

l 

l 

l 

11 

1.0 
l 

(Continued) 



Study No. 100624 

Appendix 17-1 (Continued) Individual FOB of female rats 

(Control 
Female No. 

0~ 
Blind No. 

,
2
7
4
,
 

FOI 151 F00052 

FOI 152 F00006 

FOI 153 F00039 

F01154 F00041 

FOI 155 F00034 

FOI 156 F00043 

FOI 157 F00026 

FOI 158 F00065 

FOI 159 F00025 

FOI 160 F00033 

FOI 161 F00024 

FO 1162 F00044 

Number of females 
Mean 

Range 
P: Pregnancy, L: lactation. 
Findings were graded as follows 
Respiration 1: Normal, 2: bradypnea, 3: dyspnea. 
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Study No. 100624 

Appendix 17-1 (Continued) Individual FOB offemale rats 

(Control 
Female No. 

,U' 
• r 
Blind No. Open-field test 

,
2
7
5
,
 

F01151 F00052 
FOl 152 F00006 
FOl 153 F00039 
FO 1154 F0004 l 
FOl 155 F00034 
FOl 156 F00043 
F01157 F00026 
F01158 F00065 
FOl 159 F00025 
FOl 160 F00033 
FOl 161 F00024 
FO 1162 F00044 
Number of females 
Mean 
S.D. 

P: Pregnancy, L: lactation. 
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Study No. 100624 

Appendix 17-1 (Continued) Individual FOB of female rats 

(Control 
Female No. 

,0Up) 
Blind No. Open-field test 

,
2
7
6
,
 

FOll51 F00052 

FOll52 F00006 

FOI 153 F00039 

FOi 154 F00041 
FOi 155 F00034 
FOi 156 F00043 
FO 1157 F00026 

FOl 158 F00065 

FOl 159 F00025 

FOl 160 F00033 

FOl 161 F00024 

FO 1162 F00044 

Number of females 
Mean 

Range 
P: Pregnancy, L: lactation. 
Findings were graded as follows 
Gait l: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended, 

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe. 
l: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. Palpebral closure 
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Study No. 100624 

Appendix 17-1 (Continued) Individual FOB offemale rats 

Control 
l 

Female No. 
咆旦＿
Blind No. 

゜
-field test 

,
2
7
7
,
 

F01151 F00052 

FOl 152 F00006 
FOl 153 F00039 

FOl 154 F00041 
FOl 155 F00034 
FOl 156 F00043 
FOl 157 F00026 

FOl 158 F00065 

FOl 159 F00025 
FOl 160 F00033 

FOl 161 F00024 
FO 1162 F00044 

Number of females 
Mean 

Range 
P: Pregnancy, L: lactation. 
Findings were graded as follows 
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically. 
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing. 
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Appendix 17-1 (Continued) Individual FOB offemale『ats

(Control 
Female No. 

,OU 
● r 

Blind No. 

,
2
7
0
0
,
 

FOl 151 F00052 
FOl 152 F00006 

FOl 153 F00039 
FO 1154 F0004 l 

FOl 155 F00034 
FOl 156 F00043 
FOl 157 F00026 
FOl 158 F00065 

FOl 159 F00025 
FOl 160 F00033 

FOl 161 F00024 
FO 1162 F00044 

Number offemales 
Mean 

Range 
P: Pregnancy, L: lactation. 
Findings were graded as follows 
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself. 
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Study No. 100624 

Appendix 17-2 Individual FOB of female rats 

(bumetrizole秤0upat62.5m炉g)
Female No. Blind No. Observation of animals in c~且es

,
2
7
9
,
 

F02251 F00060 

F02252 F00067 

F02253 FOOOS9 

F02254 F00047 

F022SS F00020 

F02256 F0006 l 

F02257 FOOOOS 

F02258 F00048 

F02259 F00071 

F02260 FOOO 19 

F0226 l FOOOSO 

F02262 FOOOIS 

Number of females 
Mean 

」写
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Posture 1: Prone or recumbent position, 2: resting nonnally, 3: moving or running about, 4: jumping. 
Palpebral closure 1: Eyelids open nonnally, 2: eyelids half-closed, 3: eyelids closed. 

p

r

e

-

2

2

2

2

2

2

2

2

2

2

2

2

-

1

2

紐

2

ヰ
2

2

2

2

2

2

2

2

2

2

2

2

-

1

2

⑬

2

Da 
1

5

-

2

2

2

2

2

2

2

2

2

2

2

2

-

1

2

紐

2

Da 詈
2

2

2

2

2

2

2

2

2

2

2

2

-

1

2

門

2

芸
2

2

2

2

2

2

2

2

2

2

2

-

1

2

⑬

2

a
 
D
 詈

2

2

2

2

2

2

2

2

2

2

-

1

2

5

2

a
 

D
 辛2

2

2

2

2

2

2

2

2

2

2

2

-

1

2

紐

2

a
 

D
 

l
r
e
-
l
l
l
l
l
l
l
l
l
l
l
ー
＿

12
血

ー

注

ー

1
1
1
1
1
l
l
l
l
l
l
-
1
2
血

ー

Da 
1
5
一ー

1
l
l
l
l
l
l
l
l
l
l
-
1
2
頂

ー

Da 

Palpebral closure 
Day l(P) Day8(P) 
l l 

l l 
l l 

l l 
l l 

l l 
l l 

l l 
l l 

l l 
l l 
l l 
12 12 

1.0 1.0 

l l 

竿

ー

1
1
I
l
l
l
l
l
l
l
l
-
1
2
血

ー

a
 

D
 

叩
一
ー

1
l
l
l
l
l
l
l
l
l
l
-
1
2
血

ー

Da 

UA UA UA UA UA UA UA UA UA UA UA UA UA VA 

(Continued) 



Study No. 100624 

Appendix 17-2 (Continued) Individual FOB of female rats 

(bumetrizole郡oupat62.5m炉g)
Female No. Blind No. Observation of animals in c8:且es

,
2
8
0
,
 

F02251 F00060 

F02252 F00067 

F02253 FOOOS9 

F02254 F00047 

F022SS F00020 

F02256 F0006 l 

F02257 FOOOOS 

F02258 F00048 

F02259 F00071 

F02260 FOOO 19 

F0226 l FOOOSO 

F02262 FOOO 1 S 

Number of females 

Mean 

Range 
Significance 

Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Biting behavior 1: Not observed, 2: observed. 

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor. 
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Appendix 17-2 (Continued) Individual FOB of female rats 

(bumetrizole秤0upat62.5m炉g)
Female No. Blind No. 

,
2
8
1
,
 

F02251 F00060 

F02252 F00067 

F02253 F00059 

F02254 F0004 7 

F022SS F00020 

F02256 F0006 l 

F02257 FOOOOS 

F02258 F00048 

F02259 F00071 

F02260 F00019 

F02261 FOOOSO 

F02262 FOOOIS 

Number of females 
Mean 

」
Significance 

Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 

5: asphyxia) convulsions. 
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Study No. 100624 

Appendix 17-2 (Continued) Individual FOB offemale rats 

(bumetrizole秤°upat62.5m砂g)
Female No. Blind No. Observation of animals on observer's £&Im 

,
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F0225 l F00060 
F02252 F00067 
F02253 F00059 

F02254 F00047 

F02255 F00020 
F02256 F00061 
F02257 F00005 

F02258 F00048 

F02259 F00071 
F02260 FOOOl9 
F02261 F00050 

F02262 FOOO 15 
Number of females 

Mean 

Range 
Significance 
Statistical method 

P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Ease of removal from cage l: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch. 
Ease of handling l: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand. 
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Appendix 17-2 (Continued) Individual FOB of female rats 

(bumetrizole秤°upat62.5m炉g)
Female No. Blind No. Observation of animals on observer's ealm 

,
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F02251 F00060 

F02252 F00067 

F02253 FOOOS9 

F02254 F00047 

F02255 F00020 

F02256 F00061 

F02257 FOOOOS 

F02258 F00048 

F02259 F00071 

F02260 F00019 

F02261 FOOOSO 

F02262 FOOO 1 S 

Number of females 

Mean 

辿
Significance 

Statistical method 

P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Muscle tone 1: Decreased, 2: normal, 3: increased. 
Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled. 
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Study No. 100624 

Appendix 17-2 (Continued) Individual FOB offemale rats 

伽bumetrizole秤°upat62.5m炉g)
Female No. Blind No. 

,
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Observation of animals on observer's _ealm 

F0225 I F00060 
F02252 F00067 
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F02256 F0006 I 
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F02258 F00048 

F02259 F00071 

F02260 FOOO 19 

F0226 I FOOOSO 

F02262 FOOO I 5 

Number of females 

Mean 

Range 
Significance 

Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Lacrimation I: None, 2: mild, 3: marked. 
Salivation I: None, 2: mild, 3: marked. 
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Appendix 17-2 (Continued) Individual FOB of female rats 

(bwnetrizole秤°upat62.5m炉g)
Female No. Blind No. 

,
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F0225 l F00060 
F02252 F00067 

F02253 F00059 
F02254 F00047 
F02255 F00020 

F02256 F0006 l 
F02257 F00005 
F02258 F00048 
F02259 F00071 

F02260 FOOO 19 
F02261 F00050 

F02262 FOOO 15 
Number of females 

Mean 

Range 
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Respiration 1: Normal, 2: bradypnea, 3: dyspnea. 
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Appendix 17-2 (Continued) Individual FOB of female rats 

(bumetrizole伊°upat62.5m炉g)
Female No. Blind No. Open-field test 
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F022S l F00060 
F022S2 F00067 

F022S3 FOOOS9 
F022S4 F00047 
F022SS F00020 

F022S6 F0006 l 

F022S7 FOOOOS 
F022S8 F00048 
F022S9 F00071 

F02260 FOOO 19 

F0226 l FOOOSO 
F02262 FOOO l S 
Number of females 
Mean 
S.D. 

Significance 
Statistical method 
P: Pregnancy, L: lactation. 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Appendix 17-2 (Continued) Individual FOB of female rats 

(bumetrizole笞°upat62.5m糾g)
Female No. Blind No. Open-field test 

,
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F02251 F00060 

F02252 F00067 

F02253 FOOOS9 

F02254 F00047 

F022SS F00020 

F02256 F00061 

F02257 FOOOOS 

F02258 F00048 

F02259 F00071 

F02260 FOOO 19 

F02261 FOOOSO 

F02262 FOOO 1 S 

Number of females 
Mean 

Range 
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Gait 1: Nonnal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended, 

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe. 
1: Eyelids open nonnally, 2: eyelids half-closed, 3: eyelids closed. 
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Appendix 17-2 (Continued) Individual FOB of female rats 

(bumetrizole即Oupat62.5m砂g)
Female No. Blind No. 

゜
n-field test 

,
2
8
8
,
 

F0225 l F00060 
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F02259 F0007 l 

F02260 FOOO 19 

F0226 l F00050 

F02262 FOOO I 5 

Number of females 

Mean 

Range 
Significance 

Statistical method 

P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Consciousness I: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically. 
Behavioral abnormalities I: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing. 
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Appendix 17-2 (Continued) Individual FOB offemale rats 

(bumetrizole伊°upat62.5m炉g)
Female No. Blind No. 
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F02251 F00060 
F02252 F00067 

F02253 F00059 
F02254 F00047 
F02255 F00020 

F02256 F00061 

F02257 F00005 
F02258 F00048 

F02259 F00071 
F02260 FOOO 19 

F02261 F00050 
F02262 FOOO 15 
Number of females 
Mean 

Range 
Significance 
Statistical method 

P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Righting reflex 1 : Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself. 
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Appendix 17-3 Individual FOB of female rats 

(bumetrizole秤°upat250m砂g)
Female No. Blind No. Observation of animals in c~且es
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F0335 I F00049 

F03352 F00053 

F03353 F00068 

F03354 F00028 

F03355 F00022 

F03356 F00003 

F03357 FOOOS I 

F03358 F00036 

F03359 F00063 

F03360 F00040 

F03361 F00002 

F03362 F00029 

Number of females 
Mean 

Range 
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Posture I: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping. 
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 
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Appendix 17-3 (Continued) Individual FOB of female rats 

(bumetrizole秤°upat250m炉g)
Female No. Blind No. Observation of animals in c~且es
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F0335 I F00049 

F03352 F00053 

F03353 F00068 

F03354 F00028 

F03355 F00022 

F03356 F00003 

F03357 FOOOS I 

F03358 F00036 

F03359 F00063 

F03360 F00040 

F03361 F00002 

F03362 F00029 

Number of females 
Mean 

Range 
Significance 

Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Biting behavior I: Not observed, 2: observed. 

Clonic convulsions I: Not observed, 2: jaw convulsions, 3: tremor. 

r
e
l
l
l
l
l
l
l
l
l
l
l
l
l
l
1
2
o
l
 

p

l
 

8
-
l
l
l
l
l
l
l
l
l
l
l
l
-
2
o
l
 

ー

ー

Da 
15
一ー

1

l

l

l

l

l

l

l

l

l

ー＿
1
2
n
ー

Da 

Bitingbehavior 
Day l(P) Day8(P) 
1 1 

1 1 

1 1 

1 1 

1 1 

1 1 

1 1 

1 1 

1 1 

1 1 

1 1 

1 1 

12 12 

1.0 1.0 

1 1 

苧

ー

1

1

1

1

1

l

l

l

l

ー＿
1
2
n
ー

Da 辛
ー
1
1
l
l
l
l
l
l
l
l
l
l
1
2
血
ー

Da F一ー
l

l

l

l

l

l

l

l

l

l

ー＿
12
血
ー

込
ー
1
l
l
l
l
l
l
l
l
l
l
l
1
2
n
ー

Da 
15
一ー
1

1

1

l

l

l

l

l

l

l

ー＿
1
2
n
ー

Da 

Clonic convulsions 
Day l(P) Day8(P) 
I I 
I I 

I I 

I I 
I I 

I I 

I I 
I I 

I I 

I I 

I I 

I I 

12 12 

1.0 1.0 

I I 

竿
ー
ー
l
l
l
l
l
l
l
l
l
l
-
1
2
血
ー

a
 

D
 

叩一ー
l

l

l

l

l

l

l

l

l

l

ー＿
12
血
ー

Da 

UA UA UA UA UA UA UA UA VA UA UA VA UA UA 

(Continued) 



Study No. 100624 

Appendix 17-3 (Continued) Individual FOB offemale rats 

(bumetrizole秤°upat250m帖g)
Female No. Blind No. 
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F0335 I F00049 

F03352 F00053 

F03353 F00068 

F03354 F00028 

F03355 F00022 

F03356 F00003 

F03357 FOOOS I 

F03358 F00036 

F03359 F00063 

F03360 F00040 

F03361 F00002 

F03362 F00029 

Number of females 
Mean 

」写
Significance 

Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Tonic convulsions I: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 

5: asphyxial convulsions. 
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Appendix 17-3 (Continued) Individual FOB offemale rats 

(bwnetrizole秤°upat250m炉g)
Female No. Blind No. Observation of animals on observer's £aim 
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F03351 F00049 

F03352 F00053 
F03353 F00068 

F03354 F00028 
F03355 F00022 

F03356 F00003 

F03357 FOOOS I 
F03358 F00036 
F03359 F00063 

F03360 F00040 
F03361 F00002 
F03362 F00029 

Number of females 
Mean 

Range 
Significance 

Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Ease of removal from cage I: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch. 
Ease of handling I: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand. 
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Appendix 17-3 (Continued) Individual FOB of female rats 

(bumetrizole秤°upat250m炉g)
Female No. Blind No. 
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Observation of animals on observer's.E,alm 

F0335 l F00049 

F03352 F00053 

F03353 F00068 

F03354 F00028 

F03355 F00022 

F03356 F00003 

F03357 FOOOS l 

F03358 F00036 

F03359 F00063 

F03360 F00040 

F0336 l F00002 

F03362 F00029 

Number of females 
Mean 

Range 
Significance 

Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Muscle tone l: Decreased, 2: normal, 3: increased. 

Fur conditions l: Normal, 2: slightly soiled, 3: markedly soiled. 
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Appendix 17-3 (Continued) Individual FOB of female rats 

(bwnetrizole秤 upat250m叫g)
Female No. Blind No. 
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Observation of animals on observer's _ealm 

F0335 I F00049 
F03352 F00053 

F03353 F00068 
F03354 F00028 

F03355 F00022 
F03356 F00003 
F03357 FOOOS I 

F03358 F00036 
F03359 F00063 

F03360 F00040 
F0336 l F00002 
F03362 F00029 

Number of females 
Mean 

上
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Lacrimation I: None, 2: mild, 3: marked. 
Salivation I: None, 2: mild, 3: marked. 
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Appendix 17-3 (Continued) Individual FOB of female rats 

(bwnetrizole秤°upat250m炉g)
Female No. Blind No. 
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F0335 l F00049 

F03352 FOOOS3 
F03353 F00068 

F03354 F00028 
F033SS F00022 

F03356 F00003 
F03357 FOOOS l 
F03358 F00036 

F03359 F00063 
F03360 F00040 

F0336 l F00002 
F03362 F00029 

Number of females 
Mean 

Range 
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Respiration l: Normal, 2: bradypnea, 3: dyspnea. 
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Appendix 17-3 (Continued) Individual FOB of female rats 

(bumetrizole秤°upat250m炉g)
Female No. Blind No. Open-field test 
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F0335 l F00049 

F03352 F00053 
F03353 F00068 
F03354 F00028 

F03355 F00022 
F03356 F00003 

F03357 FOOOS l 
F03358 F00036 

F03359 F00063 
F03360 F00040 

F03361 F00002 
F03362 F00029 

Number of females 
Mean 
S.D. 

Significance 

Statistical method 
P: Pregnancy, L: lactation. 
DU: Analysis by Dunnett's test. 
OT: Analysis by Dunnett type mean rank test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Appendix 17-3 (Continued) Individual FOB of female rats 

(bwnetrizole秤）Upat250m炉g)
Female No. Blind No. 竿~-fieldtest 
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F0335 l F00049 

F03352 F00053 

F03353 F00068 

F03354 F00028 

F03355 F00022 

F03356 FOOOOJ 

F03357 FOOOS l 

F03358 F00036 

F03359 F00063 

F03360 F00040 

F03361 F00002 

F03362 F00029 

Number of females 
Mean 

辿
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended, 

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe. 
1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 
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Appendix 17-3 (Continued) Individual FOB offemale rats 

(bumetrizole釈°upat250m炉g)
Female No. Blind No. 
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F03351 F00049 
F03352 F00053 
F03353 F00068 

F03354 F00028 
F03355 F00022 

F03356 F00003 
F03357 F00051 
F03358 F00036 
F03359 F00063 

F03360 F00040 

F03361 F00002 
F03362 F00029 

Number offemales 
Mean 

上
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically. 
Behavioral abnonnalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing . 
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Study No. 100624 

Appendix 17-3 (Continued) Individual FOB offemale rats 

(bumetrizole臣oupat250m砂g)
Female No. Blind No. 

,
3
0
0
,
 

F03351 F00049 

F03352 F00053 
F03353 F00068 
F03354 F00028 

F03355 F00022 
F03356 F00003 
F03357 F0005 l 
F03358 F00036 
F03359 F00063 

F03360 F00040 

F0336 l F00002 

F03362 F00029 
Number of females 
Mean 

些
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself. 
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Study No. 100624 

Appendix 17-4 Individual FOB of female rats 

(bumetrizole『°upat1000m炉g)
Female No. Blind No. Observation of animals in c~且es

,
3
0
1
,
 

F04451 FOOOOI 

F04452 F00013 

F04453 F00030 

F04454 F00054 
F04455 F00014 

F04456 F00070 

F04457 F00021 

F04458 F0003 l 

F04459 F00056 

F04460 FOOO 16 

F04461 F00058 

F04462 F00073 

Number of females 
Mean 

Ran~e 
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Posture 1: Prone or recumbent position, 2: resting nonnally, 3: moving or running about, 4: jumping. 
Palpebral closure 1: Eyelids open nonnally, 2: eyelids half-closed, 3: eyelids closed. 
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Study No. 100624 

Appendix 17-4 (Continued) Individual FOB of female rats 

(bumetrizole秤°upat1000m沖g)
Female No. Blind No. Observation of animals in c~且es

,
3
0
2
,
 

F04451 FOOOOI 

F04452 FOOO 13 

F04453 F00030 

F04454 F00054 

F04455 FOOOl4 

F04456 F00070 

F04457 F0002 I 

F04458 F0003 I 

F04459 F00056 

F04460 FOOO 16 

F0446 I F00058 

F04462 F00073 

Number of females 
Mean 

Range 
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Biting behavior I: Not observed, 2: observed. 
Clonic convulsions I: Not observed, 2: jaw convulsions, 3: tremor. 
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Study No. 100624 

Appendix 17-4 (Continued) Individual FOB offemale rats 

(bumetrizole秤°upat1000m炉g)
Female No. Blind No. 

,
3
0
3
,
 

F0445 I FOOOO I 

F04452 F00013 

F04453 F00030 

F04454 F00054 

F04455 FOOO 14 

F04456 F00070 

F04457 F00021 

F04458 F00031 

F04459 F00056 

F04460 FOOO 16 

F04461 F00058 

F04462 F00073 

Number of females 
Mean 

Range 
Significance 

Statistical method 

P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 

5: asphyxial convulsions. 
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Study No. 100624 

Appendix 17-4 (Continued) Individual FOB of female rats 

(bumetrizole秤°upat1000m沖g)
Female No. Blind No. Observation of animals on observer's _ealm 

,
3
0
4
,
 

F04451 FOOOO 1 

F04452 F00013 

F04453 F00030 

F04454 F00054 

F044SS F00014 

F04456 F00070 

F04457 F0002 l 

F04458 F0003 l 

F04459 F00056 

F04460 FOOO 16 

F04461 F00058 

F04462 F00073 

Number of females 
Mean 

Range 
Significance 

Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch. 
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand. 
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Study No. I 00624 

Appendix 17-4 (Continued) Individual FOB of female rats 

(bumetrizole秤°upat1000m炉g)
Female No. Blind No. 

,
3
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F044Sl FOOOOI 

F044S2 F00013 

F044S3 F00030 

F044S4 FOOOS4 

F044SS F00014 

F044S6 F00070 

F044S7 F00021 

F044S8 F0003 l 

F044S9 FOOOS6 

F04460 FOOO 16 

F04461 FOOOS8 

F04462 F00073 

Number of females 
Mean 

」写
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Muscle tone l: Decreased, 2: normal, 3: increased. 
Fur conditions l: Normal, 2: slightly soiled, 3: markedly soiled. 
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Study No. 100624 

Appendix 17-4 (Continued) Individual FOB of female rats 

(bwnetrizole秤°upat1000m述g)
Female No. Blind No. Observation of animals on observer's £aim 

,
3
0
6
,
 

F04451 FOOOOl 

F04452 F00013 

F04453 F00030 

F04454 F00054 

F044SS F00014 

F04456 F00070 

F04457 F00021 

F04458 F0003 l 

F04459 F00056 

F04460 F00016 

F04461 F00058 

F04462 F00073 

Number of females 
Mean 

Range 
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Lacrimation 1: None, 2: mild, 3: marked. 
Salivation 1: None, 2: mild, 3: marked. 
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Study No. 100624 

Appendix 17-4 (Continued) Individual FOB offemale rats 

(bumetrizole秤》upat1000m砂g)
Female No. Blind No. 

,
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F04451 FOOOOI 

F04452 FOOOl3 

F04453 F00030 

F04454 F00054 

F04455 FOOOl4 

F04456 F00070 

F04457 F00021 

F04458 F0003 I 

F04459 F00056 

F04460 FOOO 16 

F04461 F00058 

F04462 F00073 

Number of females 
Mean 

Range 
Significance 

Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Respiration I: Normal, 2: bradypnea, 3: dyspnea. 
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Study No. 100624 

Appendix 17-4 (Continued) Individual FOB of female rats 

(bumetrizole『°upat1000m炉g)
Female No. Blind No. Open-field test 
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F04451 FOOOO 1 
F04452 F00013 

F04453 F00030 

F04454 F00054 

F04455 FOOOl4 
F04456 F00070 

F04457 F00021 
F04458 F0003 l 

F04459 F00056 
F04460 FOOO 16 
F04461 F00058 
F04462 F00073 
Number of females 

Mean 

S.D. 
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Study No. 100624 

Appendix 17-4 (Continued) Individual FOB of female rats 

(bumetrizole肛°upat1000m炉g)
Female No. Blind No. Open-field test 

,
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F04451 FOOOOI 

F04452 F00013 

F04453 F00030 

F04454 F00054 

F044SS F00014 

F04456 F00070 

F04457 F00021 

F04458 F00031 

F04459 F00056 

F04460 FOOO 16 

F04461 F00058 

F04462 F00073 

Number of females 
Mean 

」写
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended, 

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe. 
1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 
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Appendix 17-4 (Continued) Individual FOB of female rats 

(bumetrizole伊°upat1000m沖g)
Female No. Blind No. 

゜
n-field test 

,310, 

F04451 FOOOO I 

F04452 F00013 

F04453 F00030 
F04454 F00054 

F04455 F00014 

F04456 F00070 
F04457 F00021 
F04458 F00031 

F04459 F00056 
F04460 FOOO 16 
F04461 F00058 

F04462 F00073 
Number of females 
Mean 

辿
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically. 
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing. 
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Appendix 18-1 Individual FOB of female rats (recovery group) 

(Control 
Female No. 

OU 
I r 

Blind No. Observation of animals in ca1es 

,
3
1
2
,
 

Pre 
F01171 F00087 2 

FO 1172 F00096 2 

F01173 F00074 2 

FOl 174 F00092 2 

FOl 175 F00083 2 

FOl 176 F00090 2 

Number offemales 6 

Mean 2.0 

Range 2 
Findings were graded as follows 
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping. 
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 
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Appendix 18-1 (Continued) Individual FOB of female rats (recovery group) 

(Control grou 
Female No. Blind No. 

,
3
1
4
,
 

Pre 

FOI 171 F00087 

FO 1172 F00096 1 

F01173 F00074 1 

FOl 174 F00092 

FOl 175 F00083 

FOl 176 F00090 

Number offemales 6 

Mean 1.0 

Range l 
Findings were graded as follows 
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 

5: asphyxial convulsions. 
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Appendix 18-1 (Continued) Individual FOB offemale rats (recovery group) 

(Control 
Female No. 

咆旦ー
Blind No. Observation of animals on observer's _ealm 

,
3
1
5
,
 

Pre 
FOl 171 F00087 2 

FOl 172 F00096 2 

FOl 173 F00074 2 
F01174 F00092 2 

FOl 175 F00083 2 

F01176 F00090 2 

Number of females 6 

Mean 2.0 

Range 2 
Findings were graded as follows 
Ease of removal from cage l: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch. 
Ease of handling l: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand. 
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Appendix 18-1 (Continued) Individual FOB offemale rats (recovery group) 

(Control group) 
Female No. Blind No. Observation of animals on observer's _ealm 

FOll 71 F00087 

FO 1172 F00096 

FOl 173 F00074 

FOl 174 F00092 

FOl 175 F00083 

FOl 176 F00090 

Number of females 
Mean 

Range 
Findings were graded as follows 
Muscle tone 1: Decreased, 2: nonnal, 3: increased. 
Fur conditions 1: Nonna!, 2: slightly soiled, 3: markedly soiled. 
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Appendix 18-1 (Continued) Individual FOB of female rats (recovery group) 

(Control 
Female No. 

OU' 
i r 

Blind No. Observation of animals on observer's £aim 

Pre 

FOl 171 F00087 1 

FO 1172 F00096 I 

FOl 173 F00074 I 

F01174 F00092 I 

FO 1175 F00083 I 

F01176 F00090 I 

Number of females 6 

Mean 1.0 

Range l 
Findings were graded as follows 
Lacrimation 1: None, 2: mild, 3: marked. 

Salivation 1: None, 2: mild, 3: marked. 
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Appendix 18-1 (Continued) Individual FOB of female rats (recovery group) 

(Control 

Female No. 

,OU 
.「

Blind No. Observation of~alm 
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1.0 

1 

FOI 171 F00087 

FO 1172 F00096 

F01173 F00074 

FO 117 4 F00092 

FOl 175 F00083 

FOl 176 F00090 

Number of females 

Mean 

Range 
Findings were graded as follows 
Respiration l: Normal, 2: bradypnea, 3: dyspnea. 
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Appendix 18-1 (Continued) Individual FOB offemale rats (recovery group) 

Control 
1 

Female No. 
OU 
I r 

Blind No. Open-field test 

FOl 171 F00087 

FO 1172 F00096 
FOl 173 F00074 
FOl 174 F00092 
FOl 175 F00083 
FOl 176 F00090 
Number of females 
Mean 

S.D. 
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Frequencyof肝00ming(duringa2-minute period) 
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Appendix 18-1 (Continued) Individual FOB offemale rats (recovery group) 

(Control 
Female No. 

,OU 
1「

Blind No. Open-field test 

FOll7l F00087 

FO 1172 F00096 

FOl 173 F00074 

FOl l 74 F00092 

FOl l 75 F00083 

FOl l 76 F00090 

Number of females 
Mean 

Range 
Findings were graded as follows 
Gait I: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended, 

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe. 
l : Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 
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Appendix 18-1 (Continued) Individual FOB of female rats (recovery group) 

Control grou 
Female No. Blind No. Open-field test 
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FOI 171 F00087 2 

FO 1172 F00096 2 

FOl 173 F00074 2 
FOll 74 F00092 2 

FOl 175 F00083 2 

FOl 176 F00090 2 

Number of females 6 

Mean 2.0 

Range 2 
Findings were graded as follows 
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically. 
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing. 
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Appendix 18-1 (Continued) Individual FOB of female rats (recovery group) 

(Control 
Female No. 

。』
Blind No. 

F01171 F00087 

FO 1172 F00096 

F01173 F00074 

F01174 F00092 

F01175 F00083 

FOl 176 F00090 

Number of females 
Mean 

Range 
Findings were graded as follows 
Righting reflex l : Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself. 
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Appendix 18-2 Individual FOB of female rats (recovery group) 

(bumetrizole秤0upat250m砕g)
Female No. Blind No. Observation of animals in ca,aes 

F03371 F00082 

F03372 F00097 

F03373 F00088 

F03374 F00095 

F03375 F00086 

F03376 F00093 

Number of females 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA UA 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Posture l: Prone or recumbent position, 2: resting nonnally, 3: moving or running about, 4: jumping. 
Palpebral closure l: Eyelids open nonnally, 2: eyelids half-closed, 3: eyelids closed. 
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Appendix 18-2 (Continued) Individual FOB offemale rats (recovery group) 

(bumetrizolegroupat250mgkg) 
Female No. Blind No. Observation of animals in ca且es

F03371 F00082 

F03372 F00097 

F03373 F00088 

F03374 F00095 

F03375 F00086 

F03376 F00093 

Number of females 

Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Biting behavior 1: Not observed, 2: observed. 

Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor. 
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Study No. 100624 

Appendix 18-2 (Continued) Individual FOB offemale rats (recovery group) 

(bumetrizolegroupat250m炉g)
Female No. Blind No. 

F03371 F00082 
F03372 F00097 

F03373 F00088 

F03374 F00095 

F03375 F00086 

F03376 F00093 

Number of females 

Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 

5: asphyxial convulsions. 
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Study No. 100624 

Appendix 18-2 (Continued) Individual FOB of female rats (recovery group) 

(bumetrizolegroupat250 mgkg) 
Female No. Blind No. Observation of animals on observer's _ealm 

F03371 F00082 

F03372 F00097 

F03373 F00088 

F03374 F00095 

F03375 F00086 

F03376 F00093 

Number of females 

Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Ease ofremoval from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch. 
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand. 
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StudyNo. 100624 

Appendix 18-2 (Continued) Individual FOB of female rats (recovery group) 

(bumetrizole秤oupat250m砂g)
Female No. Blind No. Observation of animals on observer's _ealm 

F03371 F00082 

F03372 F00097 

F03373 F00088 

F03374 F00095 

F03375 F00086 
F03376 F00093 

Number offemales 
Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 

Muscle tone 1: Decreased, 2: normal, 3: increased. 

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled. 
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Study No. 100624 

Appendix 18-2 (Continued) Individual FOB offemale rats (recovery group) 

(bumetrizolegroupat250m裂kg)
Female No. Blind No. Observation of animals on observer's _ealm 

F03371 F00082 

F03372 F00097 

F03373 F00088 

F03374 F00095 

F03375 F00086 

F03376 F00093 

Number of females 

Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Lacrimation 1: None, 2: mild, 3: marked. 

Salivation 1: None, 2: mild, 3: marked. 
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Study No. 100624 

Appendix 18-2 (Continued) Individual FOB of female rats (recovery group) 

(bumetrizole笞oupat250m紅g)
Female No. Blind No. 

F03371 F00082 
F03372 F00097 

F03373 F00088 

F03374 F00095 
F03375 F00086 

F03376 F00093 

Number of females 

Mean 

」
Significance 
Statistical method UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Respiration 1: Nonnal, 2: bradypnea, 3: dyspnea. 
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Study No. 100624 

Appendix 18-2 (Continued) Individual FOB offemale rats (recovery group) 

(bumetrizole笞oupat250m炉g)
Female No. Blind No. Ooen-field test 

F03371 F00082 

F03372 F00097 
F03373 F00088 
F03374 F00095 
F03375 F00086 
F03376 F00093 
Number offemales 
Mean 
S.D. 
Significance 
Statistical method DU DU DU DU 
Significantly different from control group(•: P<0.05, u: P<0.01). 
DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Study No. 100624 

Appendix 18-2 (Continued) Individual FOB of female rats (recovery group) 

(bumetrizole肛°upat250m炉g)
Female No. Blind No. Open-field test 

F03371 F00082 

F03372 F00097 

F03373 F00088 

F03374 F00095 

F03375 F00086 

F03376 F00093 

Number offemales 
Mean 

」
Significance 
Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Gait I: Nonna!, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended, 

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe. 
1: Eyelids open nonnally, 2: eyelids half-closed, 3: eyelids closed. 
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Study No. 100624 

Appendix 18-2 (Continued) Individual FOB offemale rats (recovery group) 

(bumetrizolegroupat250mgkg) 
Female No. Blind No. Open-field test 

F03371 F00082 

F03372 F00097 

F03373 F00088 
F03374 F00095 

F03375 F00086 

F03376 F00093 

Number of females 

Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically. 
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing. 
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Study No. 100624 

Appendix 18-2 (Continued) Individual FOB offemale rats (recovery group) 

(bumetrizole肛°upat250m砂g)
Female No. Blind No. 

F03371 F00082 

F03372 F00097 
F03373 F00088 

F03374 F00095 

F03375 F00086 

F03376 F00093 

Number offemales 
Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself. 
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Study No. 100624 

Appendix 18-3 Individual FOB offemale rats (recovery group) 

(bumetrizole肛°upat1000m沖g)
Female No. Blind No. Observation of animals in ca&es 

F044 71 F00084 

F044 72 F00077 

F04473 F00080 

F04474 F00079 

F04475 F00099 

F04476 F00081 

Number of females 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA UA 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping. 
Palpebral closure 1 : Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 
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Appendix 18-3 (Continued) Individual FOB offemale rats (recovery group) 

(bumetrizole肝0upat1000m砂g)
Female No. Blind No. Observation of animals in ca&es 

F044 71 F00084 

F04472 F00077 
F04473 F00080 

F04474 F00079 

F04475 F00099 

F04476 F00081 

Number of females 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA UA 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Biting behavior 1: Not observed, 2: observed. 
Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor. 
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Appendix 17-4 (Continued) Individual FOB offemale rats 

(bumetrizole秤oupat]000m沖g)
Female No. Blind No. 
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Mean 

Range 
Significance 
Statistical method 
P: Pregnancy, L: lactation. 
UA: Unable to be analyzed because the value in the treated group was the s血 eas the value in the control group. 
Findings were graded as follows 
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds o『longerto right itself, 3: unable to right itself. 
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Appendix 18-3 (Continued) Individual FOB of female rats (recovery group) 

(bumetrizole肛oupat1000mg/kg) 
Female No. Blind No. 

F04471 F00084 

F044 72 F00077 

F04473 F00080 

F04474 F00079 

F04475 F00099 

F04476 F00081 

Number of females 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 

5: asphyxial convulsions. 
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Appendix 18-3 (Continued) Individual FOB of female rats (recovery group) 

(bumetrizolegroupat looom炉g)
Female No. Blind No. Observation of animals on observer's £aim 

F044 71 F00084 

F04472 F00077 

F04473 F00080 

F04474 F00079 

F04475 F00099 

F04476 F00081 

Number offemales 
Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Ease of removal from cage l : Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch. 

Ease of handling l : Docile and allowing itself to be handled, 2: struggling slightly or vocalizing, 3: struggling and trying to bite observer's hand. 
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Appendix 18-3 (Continued) Individual FOB offemale rats (recovery group) 

(bumetrizole肛oupat1000m糾g)
Female No. Blind No. Observation of animals on observer's _ealm 

F04471 F00084 

F04472 F00077 

F044 73 F00080 

F04474 F00079 

F04475 F00099 

F04476 F00081 

Number of females 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Muscle tone I: Decreased, 2: normal, 3: increased. 

Fur conditions I: Normal, 2: slightly soiled, 3: markedly soiled. 
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Appendix 18-3 (Continued) Individual FOB offemale rats (recovery group) 

(bumetrizole伊oupatlooom砂g)
Female No. Blind No. 

F044 71 F00084 

F044 72 F00077 

F044 73 F00080 

F04474 F00079 

F04475 F00099 

F04476 F00081 

Number offemales 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Lacrimation I: None, 2: mild, 3: marked. 
Salivation I: None, 2: mild, 3: marked. 
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Appendix 18-3 (Continued) Individual FOB offemale rats (recovery group) 

(bumetrizole肛°upat1000m沖g)
Female No. Blind No. 
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Significance 
Statistical method UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Respiration I : Normal, 2: bradypnea, 3: dyspnea. 
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Appendix 18-3 (Continued) Individual FOB offemale rats (recovery group) 

(bumetrizolepoupat 1000m砕g)
Female No. Blind No. Open-field test 

F044 71 F00084 
F044 72 F00077 
F044 73 F00080 
F04474 F00079 
F04475 F00099 
F04476 F00081 
Number of females 
Mean 
S.D. 
Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Study No. l 00624 

Appendix 18-3 (Continued) Individual FOB offemale rats (recovery group) 

(bumetrizole肛oupatlooom砂g)
Female No. Blind No. Open-field test 

F044 71 F00084 

F044 72 F00077 

F044 73 F00080 

F04474 F00079 

F04475 F00099 

F04476 F00081 

Number offemales 
Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended, 

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe. 
1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed. 
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Study No. I 00624 

Appendix 18-3 (Continued) Individual FOB of female rats (recovery group) 

(bumetrizole肛0upatlooom炉g)
Female No. Blind No. Open-field test 

F044 71 F00084 

F044 72 F00077 

F04473 FOOOSO 

F04474 F00079 

F04475 F00099 

F04476 F00081 

Number of females 

Mean 

Range 
Significance 
Statistical method UA UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically. 
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing. 
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Appendix 18-3 (Continued) Individual FOB offemale rats (recovery group) 

(bumetrizole肛°upatlooomgkg) 
Female No. Blind No. 

F044 71 F00084 

F044 72 F00077 

F044 73 FOOOSO 

F04474 F00079 

F04475 F00099 

F04476 F00081 

Number of females 
Mean 

Range 
Significance 

Statistical method UA UA UA UA UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself. 
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Appendix 19-1 Individual sensory response of male rats on termination of administration period 

(Control group) 
Male No. Blind No. 

MOl 101 M00059 

MOl 102 M00055 

MOl 103 M00037 

MOl 104 M00070 

MOl 105 MOOOIO 

MOI 106 M00039 

Number of males 
Mean 

Range 
Findings were graded as follows 
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted. 
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing, 

4: jumping at or biting at stimulus. 
1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing, 
4: jumping at or biting at stimulus. 
1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound. 
1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus, 
3: quickly moving forward to escape from stimulus or biting at it immediately after looking back, 
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back. 
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Appendix I 9-2 Individual sensory response of male rats on tennination of administration period 

(bumetrizole臣oupat62.5m炉g)
Male No. Blind No. 

M02201 M00023 

M02202 M00029 

M02203 M00020 

M02204 M00060 

M02205 M00035 

M02206 M00046 

Number of males 

Mean 

辿
Significance 

Statistical method UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted. 
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing, 

4: jumping at or biting at stimulus. 
l: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing, 

4: jumping at or biting at stimulus. 
l: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound. 
1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus, 
3: quickly moving forward to escape from stimulus or biting at it immediately after looking back, 
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back. 
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Appendix 19-3 Individual sensory response of male rats on tennination of administration period 

(bumetrizole肛oupat250m炉g)
Male No. Blind No. 

M03301 MOOOl l 

M03302 M00044 

M03303 M00047 

M03304 M00012 

M03305 M00017 

M03306 M00073 

Number of males 
Mean 

Range 
Significance 

Statistical method UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Pupillary reflex l: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted. 
Approaching behavior l: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing, 

4: jumping at or biting at stimulus. 
l: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing, 

4: jumping at or biting at stimulus. 
l: Not observed, 2: hesitating at stimulus or moving ears, 3:jumping at and trying to bite at the source of sound. 
l: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus, 
3: quickly moving forward to escape from stimulus or biting at it immediately after looking back, 
4: jumping forward to escape fr.om stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back. 
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Appendix 19-4 Individual sensory response of male rats on termination of administration period 

(bumetrizole伊oupatlooom炉g)
Male No. Blind No. 

M04401 M00004 

M04402 M00028 

M04403 M00032 

M04404 M00019 

M04405 M00045 

M04406 M00034 

Number of males 
Mean 

Range 
Significance 

Statistical method UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Pupillary reflex 1: Nonna) pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted. 
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing, 

4: jumping at or biting at stimulus. 
1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing, 
4: jumping at or biting at stimulus. 
I: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound. 
I: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus, 
3: quickly moving forward to escape from stimulus or biting at it immediately after looking back, 
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back. 
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Appendix 20-1 Individual sensory response of female rats on termination of administration period 

(ControlW°up) 
Female No. Blind No. 

F01151 F00052 

FO 1152 F00006 

FOl 153 F00039 

FOl 154 F00041 

FOl 155 F00034 

FO 1156 F00043 

Number of females 
Mean 

Range 
Findings were graded as follows 
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted. 
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing, 

4: jumping at or biting at stimulus. 
1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing, 
4: jumping at or biting at stimulus. 
1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound. 
1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus, 
3: quickly moving forward to escape from stimulus or biting at it immediately after looking back, 
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back. 

Pupill町 reflex

l ] 

Approaching behavior 

2 1 

Response to touch 
2 

2 

2 

2 

2 

2 

6 
2.0 

2 

Audito立竺生と
2 

2 

2 

2 

2 

2 

6 
2.0 

2 

x
3
3
3
3
3
3
-
6
0
3
 

卓

3

n
 

.al p
 

,
3
4
9
,
 

Response to touch 

Auditory reflex 
Pain reflex 



Study No. 100624 

Appendix 20-2 Individual sensory response of female rats on termination of administration period 

(bumetrizole伊°upat62.5m砕g)
Female No. Blind No. 

F0225 I F00060 

F02252 F00067 

F02253 F00059 

F02254 F00047 

F02255 F00020 

F02256 F00061 

Number of females 
Mean 

Range 
Significance 
Statistical method UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Pupillary reflex I: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted. 
Approaching behavior I: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing, 

4: jumping at or biting at stimulus. 
I: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing, 
4: jumping at or biting at stimulus. 
I: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound. 
I: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus, 
3: quickly moving forward to escape from stimulus or biting at it immediately after looking back, 
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back. 

Pupill紅yreflex
I 

I 

I 

I 

I 

I 

6 

1.0 
I 

Approaching behavior 

21 

Response to touch 
2 

2 

2 

2 

2 

2 
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2.0 

2 
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Appendix 20-3 Individual sensory response offemale rats on termination of administration period 

(bumetrizolegroupat250m述g)
Female No. Blind No. 

F0335 l F00049 

F03352 F00053 

F03353 F00068 

F03354 F00028 

F03355 F00022 

F03356 F00003 

Number of females 
Mean 

Range 
Significance 

Statistical method UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted. 
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing, 

4: jumping at or biting at stimulus. 
1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing, 

4: jumping at or biting at stimulus. 
1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound. 
1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus, 
3: quickly moving forward to escape from stimulus or biting at it immediately after looking back, 
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back. 

Pupill紅yreflex
1 

1 

1 

1 

1 

1 

6 

1.0 

1 

Approachingbehavior 

2 1 

Responsetotouch 
2 

2 

2 

2 

2 
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-
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Appendix 20-4 Individual sensory response of female rats on termination of administration period 

(bumetrizolegroupat looomgkg) 
Female No. Blind No. 

F04451 FOOOOl 

F04452 F00013 

F04453 F00030 

F04454 F00054 

F04455 F00014 

F04456 F00070 

Number of females 
Mean 

」
Significance 
Statistical method UA UA UA 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
Findings were graded as follows 
Pupillary reflex 1: Normal pupillary contraction observed, 2: pupils completely dilated, 3: pupils completely contracted. 
Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing, 

4: jumping at or biting at stimulus. 
1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing, 
4: jumping at or biting at stimulus. 
1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound. 
1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus, 
3: quickly moving forward to escape from stimulus or biting at it immediately after looking back, 
4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back. 

Pupill紅yreflex
1 

1 

1 

1 

1 

1 

6 

1.0 
1 

Approaching behavior 

2 ] 

Responseto touch 
2 

2 

2 

2 

2 

2 
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2.0 

2 

Audito!1!:!辿：
2 

2 

2 

2 

2 

2 

6 

2.0 

2 

『
3
3
3
-
6

門
VA UA 

,
3
5
2
,
 

Response to touch 

Auditory reflex 
Pain reflex 



Study No. 100624 

Appendix 21-1 Individual grip strength (g) of male rats on tennination of administration period 

(Controり匹兜
Male No. 

MOl 101 

M01102 

MOl 103 

M01104 

MOl 105 

MOl 106 

Number of males 
Mean 

S.D. 

Forelimb 
1034 

1076 

1216 

488 

903 

1456 

6 

1029 

325 

Hindlimb 
122 

127 

68 

78 

193 

117 

6 

ll8 
44 

,
3
5
3
,
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Appendix 21-2 Individual grip strength (g) of male rats on tern血ationof administration period 

(bumetrizole肛oupat62.5m砂g)
Male No. 

M02201 

M02202 

M02203 

M02204 

M02205 

M02206 

Number of males 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

Forelimb 

1017 

840 

1097 

1336 

1511 

929 

6 

1122 

255 

Hindlimb 

75 

45 

101 

146 

192 

330 

6 
148 

103 

DU DU 

,
3
5
4
,
 



Study No. 100624 

Appendix 21-3 Individual grip strength (g) of male rats on termination of administration period 

(bumetrizolegroupat250m砂g)
Male No. 

M03301 

M03302 

M03303 

M03304 

M03305 

M03306 

Number of males 

Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

Forelimb 

954 

848 

1487 

1512 

1037 

880 

6 

1120 

301 

Hindlimb 
130 

58 

214 

114 

194 

112 

6 
137 

58 

DU DU 

,
3
5
5
,
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Appendix 21-4 Individual grip strength (g) of male rats on termination of administration period 

(bumetrizolegroup at 1000m炉g)
Male No. 

M04401 

M04402 

M04403 

M04404 

M04405 

M04406 

Number of males 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

Forelimb 
706 

1051 

1323 

640 

942 

1059 

6 

954 

252 

雫
631401569588-611740

H
 

DU DU 

,
3
5
6
,
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Appendix 22-1 Individual grip strength (g) of female rats on termination of administration period 

(Control秤oup)
FemaleNo. 

F01151 

F01152 

F01153 

F01154 

F01155 

F01156 

Number of females 

Mean 
S.D. 

b
6
1
6
0
8
2
-
6
9
5
 

lim-
9

5

1

3

0

7

4

9

1

9

5

8

8

9

5

1

8

 

re ゜
F
 

H~辿辿
123 

81 

206 

140 

78 

97 

6 

121 

48 

,
3
5
7
,
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Appendix 22-2 Individual grip strength (g) of female rats on termination of administration period 

(bumetrizole肛°upat62.5m砂g)
Female No. 

F02251 

F02252 

F02253 

F02254 

F02255 

F02256 

Number of females 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

雫
746703815699857-679190

r
 ゚
F
 

Hindlimb 
100 

60 

91 

171 

62 

76 

6 

93 

41 

DU DU 

,
3
5
8
,
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Appendix 22-3 Individual grip strength (g) offemale rats on tern血ationof administration period 

(bumetrizolegroupat250m砂g)
FemaleNo. 

F03351 

F03352 

F03353 

F03354 

F03355 

F03356 

Number offemales 
Mean 

S.D. 
Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

b
5
0
7
0
9
7
8
8
3
3
5
4
-
6
9
9
4
5
 

lim
-

5

8

8

7

7

9

7

1

 

e
 
r
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F
 

Hindlimb 
63 

73 
73 
108 

74 
55 
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74 
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Appendix 22-4 Individual grip strength (g) of female rats on termination of administration period 

(bumetrizole臣oupatlooom砂g)
FemaleNo. 

F04451 

F04452 

F04453 

F04454 

F04455 

F04456 

Number of females 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

言
864
心

473708-6860240

r
 ゚
F
 

Hindlimb 
219 

89 

103 

99 

50 

145 

6 

118 

58 

DU DU 

,
3
6
0
,
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Appendix 23-1 Individual spontaneous motor activity of male rats on termination of administration period 

(Control秤OU
Male No. 

MOl 101 

MOl 102 

MOl 103 

MOl 104 

MOl 105 

MOl 106 

Number of males 
Mean 

S.D. 

1

0

□590
ば
513

＿心
561

2

0

-

5

2

7

3

0

4

1

8

1

5

1

1

1

1

1

9

3

-

6

3

9

5

3

8

6

 

AmbulatowCOUnts 
Minutes after administration 
30 40 50 

343 634 243 

135 0 0 

65 3 0 

0 54 11 

154 214 18 

63 180 79 

6 6 6 

127 181 59 

120 240 95 

60 

322 

75 

642 

33 

72 

78 

6 

204 

239 

Total 
3236 

1999 

1481 

2129 

2964 

1106 

6 
2153 

825 

1

0

-

8

9

4

5

7

1

7

4

5

8

3

6

-

6

6

2

2

0

 

2

0

-

4

1

9

3

2

6

2

6

1

6

l

6

2

2

1

4

 

Vertical counts 

Minutes after administration 
30 40 50 

25 33 30 

6 0 0 

3 0 0 

0 2 0 
3 10 0 

7 16 5 

6 6 6 

7 10 6 

9 13 12 

6

0

-

2

0

5

3

2

1

0

6

-

6

1

1

1

3

 

Total 
238 

65 

138 

83 

97 

86 

6 

118 

64 

,
3
6
1
,
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Appendix 23-2 Individual spontaneous motor activity of male rats on termination of administration period 

(bumetrizolegroupat62.5 m砂g)
Male No. 

M02201 

M02202 

M02203 

M02204 

M02205 

M02206 

Number of males 

Mean 

S.D. 

Significance 
Statistical method DU 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

10 

959 

1896 

452 

1173 

1197 

585 

6 
1044 

517 

20 

266 

5449 

゜481 631 
178 

6 

I 168 

2109 

Ambulatow counts 

Minutes after administration 
30 40 50 

197 6 21 

2079 408 132 

33 91 127 

110 40 63 

174 330 512 

211 252 51 

6 6 6 

467 188 151 

792 166 182 

6

0

-

。1590
7

1

1

3

8

1

0

7

-

6

1

6

9

2

7

3

器
10123 

703 

2578 

2882 

1384 

6 

3187 

3493 

1

0

-

6

0

8

8

3

0

2

7

9

2

5

9

-

6

5

9

2

8

 

2

0

-

2

2

3

7

0

1

9

4

9

1

3

-

6

2

3

1

7

 

Vertical counts 
Minutes after administration 
30 40 50 

9 0 0 

62 31 10 

2 4 2 

1 0 2 

14 24 11 

12 0 0 

6 6 6 

17 10 4 

23 14 5 

6

0

-

o

5

0

9

4

0

-

6

5

7

 ー

Total 
91 

233 

38 

68 

194 

84 

6 

118 

77 

,
3
6
2
,
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Appendix 23-3 Individual spontaneous motor activity of male rats on termination of administration period 

(bumetrizolegroupat250mgkg) 
Male No. 

M03301 

M03302 
M03303 

M03304 

M03305 

M03306 

Number of males 
Mean 

S.D. 
: 
Significance 
Statistical method DU DT DT 

Significantly different from control group (*: P<0.05). 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

IO 

572 

1506 

394 

585 
1246 

965 

6 

878 

436 

20-19632620196770457-6328261 

Ambulatoヮcounts
Minutes after administration 
30 40 50 

269 245 28 
700 182 289 

0 0 176 
185 94 16 

279 622 106 

126 0 30 

6 6 6 

260 191 108 

239 233 108 

,
3
6
3
,
 

6

0

-

o

o

l

o

o

l

o

-

6

2

4

-

*

 

Total 
1310 
3003 

591 
1076 

3023 

1588 

6 
1765 

1020 

1
0
-
7
4
4
8
6
7
6
7
4
9
4
5
-
6
5
8
1
2
 

2
0
-
4
5
1
9
2
5
0
3
0
2
3
-
6
2
8
1
8
 

Vertical counts 
Minutes after administration 
30 40 50 
29 26 l 

29 6 12 
0 0 15 

17 l 0 

11 36 5 

6 0 0 
6 6 6 

15 12 6 

12 16 7 

a

l

5

4

4

5

1

4

-

6

9

7

 

ot
-
1
7
1
1
8
1
3
1
3
7
1
1
3
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Study No. 100624 

Appendix 23-4 Individual spontaneous motor activity of male rats on termination of administration period 

(bumetrizole ~roue at I 000 m邑迅）
Male No. Ambulato立counts Vertical counts 

Minutes after administration Minutes after administration 
10 20 30 40 50 60 Total 10 20 30 40 50 60 Total 

M04401 562 108 29 40 

゜゜
739 42 10 4 

゜゜
57 

M04402 450 45 208 

゜
92 80 875 32 4 4 

゜゜゜
40 

M04403 1309 4048 705 740 846 700 8348 71 33 10 

゜゜
3 117 

M04404 593 595 474 55 160 122 1999 38 15 19 14 6 93 

M04405 441 216 6 96 39 ， 807 15 8 

゜
5 

゜゜
28 

M04406 710 213 8 3 2 3 939 43 18 

゜
I 

゜゜
62 

Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

Mean 678 871 238 156 190 152 2285 40 15 6 2 2 2 66 

S.D. 325 1568 292 288 327 273 3007 18 10 8 2 6 3 33 

Significance 

＇ Statistical method DU DT DT DU DT DT DT DU DU DU DT DU DT DU 
し
DU: Analysis by Dunnett's test. 全

＇ 
DT: Analysis by Dunnett type mean rank test. 
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Appendix 24-1 Individual spontaneous motor activity of female rats on termination of administration period 

(Control秤0up)
Female No. 

FOllSl 

F01152 

F01153 

F01154 

FOll55 

F01156 

Number offemales 
Mean 

S.D. 

10 

1608 

1420 

1153 

1040 

332 

537 

6 

1015 
496 

20 

301 

1318 
4 

゜103 262 
6 
331 

500 

Ambulatow COUnts 
Minutes after administration 
30 40 50 

11 0 42 
390 158 320 

0 24 0 

0 0 13 
l 450 33 

37 10 0 

6 6 6 

73 107 68 

156 179 125 

6

0

-

5

5

0

0

1

0

0

-

6

9

2

2

 

Total 
苛
3606 

1181 

1054 

919 

846 

6 

1604 

1068 

1

0

-

3

7

3

5

2

5

3

3

1

4

3

3

-

6

3

0

9

 

2

0

l

7

3

2

0

0

5

1

1

-

6

9

1

2

 

Vertical counts 
Minutes after administration 
30 40 50 

0 0 0 
29 6 7 

0 0 0 

0 0 2 

0 11 0 

0 0 0 

6 6 6 

5 3 2 

12 5 3 

6

0

-

o

o

o

o

o

o

-

6

0

0

 

Total 
44 

109 

25 

35 

30 

44 

6 
48 

31 

,
3
6
5
,
 



StudyNo. 100624 

Appendix 24-2 Individual spontaneous motor activity of female rats on termination of administration period 

(bumetrizolegroup at62.5 m砂g)
Female No. 

,
3
6
6
,
 

F0225l 

F02252 

F02253 

F02254 

F02255 
F02256 

Number offemales 
Mean 
S.D. 

Significance 
Statistical method DT DT 

DT: Analysis by Dunnett type mean rank test. 
DU: Analysis by Dunnett's test. 

1

0

-

3

6

7

4

8

9

9

6

5

8

5

6

1

0

0

7

5

4

-

6

9

2

2

3

0

1

 

0

0

0

8

0

2

3

-

6

2

3

 

2

-

9

5

2

9

2

8

4

2

6

3

6

 

Ambulatowcounts 
Minutes after administration 
30 40 50 

442 395 199 

0 I II 

I O I 
0 0 0 

7 4 0 
2 0 0 

6 6 6 

75 67 35 
180 161 80 

6

0

-

5

6

0

2

3

0

0

-

6

9

4

2

7

 

5
 
号
5018859
国

799

＿ぷ
5

1

0

-

4

4

2

5

9

1

3

0

3

8

2

1

-

6

4

2

2

6

 

2

0

-

2

6

0

2

2

0

6

0

-

6

9

1

2

 

Vertical counts 
Minutes after administration 
30 40 50 
12 II 5 
0 0 0 
0 0 0 

0 0 0 

0 0 0 

0 0 0 

6 6 6 

2 2 1 

5 4 2 

6

0

-

1

4

0

0

0

0

0

-

6

2

6

 

Total 
112 

25 

113 

30 
44 

21 

6 

58 

43 

DT DT DT DT DT DT DT DU DU DU DT DT 
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Appendix 24-3 Individual spontaneous motor activity of female rats on termination of administration period 

(bumetrizole肛°upat250m述g)
Female No. 

,
3
6
7
,
 

F03351 

F03352 

F03353 

F03354 

F03355 

F03356 

Number of females 
Mean 

S.D. 
． 
Significance 
Statistical method DT DT 

DT: Analysis by Dunnett type mean rank test. 
DU: Analysis by Dunnett's test. 

10 

459 

535 

1505 

874 

595 

1376 

6 

891 
450 

2

0

-

8

8

2

6

7

0

8

3

3

1

1

2

0

-

6

3

2

9

4

7

2

 

ー

Ambulatow COUnts 
Minutes after administration 
30 40 50 
0 0 0 

4 23 0 

756 570 479 

290 270 141 

0 0 0 

101 123 5162 

6 6 6 

192 164 964 

298 224 2065 

0

0

0

2

2

7

0

-

6

2

3

 

6

_

o

5

2

 

3

1

 

Total 
547 

588 

4320 
1610 

603 
7882 

6 
2592 

2969 

1

0

-

7

2

5

4

5

4

1

1

3

3

0

l

6

2

7

1

5

 

2

0

-

8

0

2

9

2

0

2

4

-

6

1

1

1

3

 

Vertical counts 
Minutes after administration 
30 40 50 

0 0 0 

0 0 0 

26 27 13 

15 11 8 

0 0 0 

3 0 1 

6 6 6 

7 6 4 

11 11 6 

60-

。。
1

1

0

0

0

-

6

2

4

Total 
15 
25 

151 

77 

13 

58 

6 

57 

53 

DT DT DT DT DT DT DT DU DU DU DT DT 
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Appendix 24-4 Individual spontaneous motor activity of female rats on termination of administration period 

(bumetrizolegroupat 1000m紅g)
Female No. 

,
3
6
8
,
 

F04451 

F04452 

F04453 

F04454 

F04455 

F04456 

Number of females 
Mean 

S.D. 

Significance 
Statistical method DT DT 

OT: Analysis by Dunnett type mean rank test. 
DU: Analysis by Dunnett's test. 

10 

340 

679 

1736 

3724 

565 

288 

6 

1222 

1334 

20 

1129 

167 

1340 

6517 

447 

1 

6 

1600 

2466 

AmbulatowCOUnts 
Minutes after administration 
30 40 50 

27 0 0 

12 177 60 

1064 809 726 

3999 3216 3151 

0 151 0 

0 0 l 

6 6 6 

850 726 656 

1599 1256 1255 

0

7

9

0

5

0

1

-

6

5

9

 

6

-

3

2

4

8

5

 

9

1

6

2

 3

1

 

Total 
1533 

1104 

6595 

23752 

1163 

291 

6 

5740 

9110 

l

o

l

7

9

5

4

2

6

3

1

6

4

-

6

3

8

3

6

 

2

0

-

1

5

3

7

0

1

4

2

2

0

-

6

9

8

1

5

 

Vertical counts 
Minutes after administration 
30 40 50 

1 0 0 

46 10 0 

13 1 6 

0 0 0 

0 3 0 
0 0 0 

6 6 6 

10 2 1 

18 4 2 

60
一ー
0

0

0

0

0

-

6

0

0

Total 
24 

688 

62 

77 

41 

4 

6 

149 

265 

DT DT DT DT DT DT DT DU DU DU DT DT 
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Appendix 25-1 Individual urinary examination of male rats on tennination of administration period 

(Control秤°up)
Male No. 

MOl 101 
MOl 102 
MOl 103 
M01104 
MOl 105 
MOl 106 
Number of males 
Mean 
S.D. 

UV 
mL 
20.8 
9.1 
20.9 
16.1 
20.8 
14.2 
6 
17.0 
4.8 

S.G. 

1.041 
1.048 
1.042 
1.046 
1.037 
1.052 
6 
1.044 
0.005 

(Continued) 

,
3
6
9
,
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Appendix 25-1 (Continued) Individual urinary examination of male rats on termination of administration period 

(Control秤0up)
Male No. Color pH Protein Glucose Ketone 

body 
Bilirubin Occult 

blood 

Urobili-
nogcn 

MOllOI Light yellow 8.5 

M01102 Light yellow 8.5 

M01103 Light yellow 8.5 

M01104 Light yellow 8.5++ 

MOllOS Light yellow 8.5 

M01106 Li11:ht vcllow 8.5 

Number of males 6 6 6 6 6 6 

Protein: -; negative，士； 10~20mg/dL, +; 30 mg/dL,++;100 mg/dL,+++;300 mg/dL,++++;1000 mg/dL. 
Glucose: -; negative，士；40~60mg/dL, +; 100 mg/dL,++;250 mg/dL,+++;500 mg/dL,++++;2000 mg/dL. 
Ketone body: -; negative, +; slight,++;moderate,+++;marked. 
Bilirubin: -; negative, +; 0.5 mg/dL,++;1.0 mg/dL,+++;2.0 mg/dL. 
Occult blood: -; negative，士；trace,+ ; slight,++;moderate,+++;marked. 
Urobilinogen:士；normal,+; I mg/dL,++;4 mg/dL,+++;8 mg/dL,++++;12 mg/dL. 
Epithelial cells:士；0~20cells/JOO fields,+; 21~100 cells/I 00 fields,++;IOI~200 cells/JOO fields, サ十； ~201 cells/JOO fields. 
Erythrocytes：士；0~20cells/JOO fields,+; 21~100 cells/ I 00 fields,++;IOI~200 cells/JOO fields,+++;201~500 cells/JOO fields++++;~501 cells/JOO fields. 
Leukocytes:士；0~20cells/JOO fields,+; 21~100 cells/JOO fields,++; IOI~200 cells/JOO fields,＋サ；201~500cells/ I 00 fields 十十十十；~501 cells/JOO fields. 
Casts: -; not observed, +; observed. 
Crystals: -; not observed, +; observed. 
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Study No. 100624 

Appendix 25-2 Individual urinary examination of male rats on termination of administration period 

(bumetrizole伊°upat62.5 m炉g)
Male No. S.G. 

,
3
7
1
'
 

M02201 

M02202 

M02203 

M02204 

M02205 

M02206 

Number of males 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
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Study No. 100624 

Appendix 25-2 (Continued) Individual urinary examination of male rats on termination of administration period 

(bumetrizole『°upat62.5m糾g)
Male No. Color pH Protein Glucose Ketone 

body 
Bilirubin Occult 

blood 

Urobili-
nogen Epithelial 

苧
::1: 

::1: 

::1: 

::1: 

::1: 

6 

urin町 Sediments
Erythrocytes Leukocytes Casts Crystals 

M0220 I Light yellow 8.5 
M02202 Light yellow 8.5++ 

M02203 Light yellow 8.5 
M02204 Light yellow 8.5 

M02205 Light yellow 8.5 
M02206 Lillht vellow 8.5 
Number of males 6 6 6 6 6 6 

Protein: -; negative，士； 10~20mg/dL, +; 30 mg/dL,++;100 mg/dL,+++;300 mg/dL,++++;1000 mg/dL. 
Glucose: -; negative，士；40~60mg/dL, +; 100 mg/dL,++;250mg/dL,+++;SOOmg/dL,++++;2000 mg/dL. 
Ketone body: -; negative, +; slight,++;moderate,+++;marked. 
Bilirubin: -; negative,+; 0.5 mg/dL,++;1.0 mg/dL,+++;2.0 mg/dL. 
Occult blood: -; negative，士；trace,+ ; slight,++;moderate, +++; marked. 
Urobilinogen:士；nonnal,+; I mg/dL,++;4 mg/dL,+++;8 mg/dL,++++;12 mg/dL. 
Epithelial cells:士；0~20cells/100 fields,+; 21~100 cells/100 fields,++; 101~200 cells/100 fields,+++;~201 cells/100 fields. 
Erythrocytes：士；0~20cells/100 fields,+; 21~100 cells/100 fields,++;101~200 cells/100 fields,+++;201~500 cells/100 fields++++;~ 501 cells/100 fields. 
Leukocytes:士；0~20cells/100 fields,+; 21~100 cells/ 100 fields,++;101~200 cells/100 fields,+++; 201~500 cells/100 fields++++;~ 501 cells/100 fields. 
Casts: -; not observed, +; observed. 
Crystals: -; not observed, +; observed. 
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Study No. 100624 

Appendix 25-3 Individual urinary examination of male rats on termination of administration period 

(bumetrizole秤0upat250m砂g)
Male No. S.G. 

,
3
7
3
,
 

M03301 

M03302 

M03303 

M03304 

M03305 

M03306 

Number of males 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 25-3 (Continued) Individual urinary examination of male rats on termination of administration period 

(bumetrizolepoupat250m沖g)
Male No. Color pH Protein Glucose Ketone 

body 
Bilirubin Occult 

blood 
Urobili-
nogen 

M0330 I Light yellow 9.0++ 
M03302 Light yellow 9.0 
M03303 Light yellow 8.5 
M03304 Light yellow 8.5 
M03305 Light yellow 8.5 

M03306 Li2ht vellow 9.0++ 
Number of males 6 6 6 6 6 6 

Protein: -; negative，士； 10~20mg/dL, +; 30 mg/dL,++;100 mg/dL,+++;300 mg/dL,++++;1000 mg/dL. 
Glucose: -; negative，士；40~60mg/dL, +; 100 mg/dL,++;250 mg/dL,+++;500 mg/dL,++++;2000mg/dL. 
Ketone body: -; negative, +; slight, ++; moderate, +++; marked. 
Bilirubin: -; negative, +; 0.5 mg/dL,++;1.0 mg/dL,+++;2.0 mg/dL. 
Occult blood: -; negative，士；trace,+; slight, ++; moderate,+++;marked. 
Urobilinogen:士；nonnal,+; I mg/dL,++;4 mg/dL,+++;8 mg/dL,++++;12 mg/dL. 
Epithelial cells:士；0~20cells/100 fields,+; 21~100 cclls/100 fields,++;101~200 cells/100 fields,+++;,ii:; 201 cells/100 fields. 
Erythrocytes:士；0~20cells/100 fields, +; 21~100 cells/100 fields,++;101~200 cells/100 fields,+++;201~500 cells/100 fields++++;,ii:; SO 1 cells/100 fields. 
Leukocytes:士；0~20cells/100 fields,+; 21~100 cells/100 fields,++; 101~200 cells/100 fields,+++;201~500 cclls/100 fields十十十十；,ii:;SO 1 cells/100 fields. 
Casts: -; not observed, +; observed. 
Crystals: -; not observed, +; observed. 
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Appendix 25-4 Individual urinary examination of male rats on termination of administration period 

(bumetrizole秤0upat1000m炉粉
Male No. S.G. 

,
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5
,
 

M04401 
M04402 
M04403 
M04404 
M04405 
M04406 
Number of males 
Mean 
S.D. 
Significance 
Statistical method 
DU: Analysis by Dunnett's test. 
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Appendix 25-4(Continued) Individual urinary examination of male rats on termination of administration period 

(bumetrizolepoupat 1000m炉g)
Male No. Color pH Protein Glucose Ketone 

body 
Bilirubin Occult 

blood 
Urobili-
nogen Epithelial 

苧
± 
± 

± 
± 
± 

6 

urin叩 sediments
Erythrocytes Leukocytes Casts Crystals 

M04401 Light yellow 8.5++ 

M04402 Light yellow 8.5++ 
M04403 Light yellow 8.5 
M04404 Light yellow 8.5++ 
M04405 Light yellow 8.5++ 
M04406 LiRht vellow 8.5 
Number of males 6 6 6 6 6 6 

Protein: -; negative，士； 10~20mg/dL, +; 30 mg/dL,++;100 mg/dL,+++;300 mg/dL,++++;1000 mg/dL. 
Glucose: -; negative，士；40~60mg/dL, +; I 00 mg/dL,++;250 mg/dL,+++;500 mg/dL,++++;2000 mg/dL. 
Ketone body: -; negative, +; slight,++;moderate,+++;marked. 
Bilirubin: -; negative,+; 0.5 mg/dL,++;1.0 mg/dL,+++;2.0 mg/dL. 
Occult blood: -; negative,士；trace,+; slight, ++; moderate, +++; marked. 
Urobilinogen：士；normal,+; I mg/dL,++;4 mg/dL,+++;8 mg/dL,++++;12 mg/dL. 
Epithelial cells:士；0~20cells/100 fields,+; 21~100 cells/100 fields,++; 101~200 cells/100 fields,+++; ~201 cells/100 fields. 
Erythrocytes：士；0~20cells/100 fields, +; 21~100 cells/ 100 fields,++;101~200 cells/100 fields,+++;201~500 cells/ 100 fields++++;~501 cells/100 fields. 
Leukocytes:士；0~20cells/100 fields, +; 21~100 cells/100 fields,++;101~200 cells/100 fields,+++; 201~500 cells/100 fields++++; ~501 cells/100 fields. 
Casts: -; not observed, +; observed. 
Crystals: -; not observed, +; observed. 
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Study No. l 00624 

Appendix 26-1 

(Control秤oup)
Female No. 

Individual urinary examination offemale rats on tennination of administration period 

FOI 151 
FOll52 
FOll53 
FOI 154 
FOI 155 
FOI 156 

Number of females 
Mean 
S.D. 

uvmL
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函
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S.G. 

1.034 
1.030 
1.038 
1.031 
1.033 
1.024 
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0.005 

(Continued) 
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Appendix 26-1 

Control秤°up)
Female No. 

(Continued) Individual urinary examination of female rats on termination of administration period 

Color pH Protein Glucose Ketone 
body 

Bilirubin Occult 
blood 

Urobili-
nogen jal 

hel
血

＿

：

士

士

士

士

一

6

it
c
 

p
 

E
 

urin町 sediments
Erythrocytes Leukocytes Casts Crystals 

FOllSI Light yellow 6.S 

F01152 Light yellow 6.0 

FOi 153 Light yellow 6.S 

FOl154 Light yellow 6.S 

FOllSS Light yellow 8.0 

F01156 Li11ht vellow 7.S 

Number offemales 6 6 6 6 6 6 

Protein: -; negative，士； 10~20mg/dL, +; 30 mg/dL,++;100 mg/dL,+++;300 mg/dL,++++;IOOOmg/dL. 
Glucose: -; negative，士；40~60mg/dL, +; 100 mg/dL,++;250 mg/dL,+++;SOOmg/dL,++++;2000 mg/dL. 
Ketone body: -; negative, +; slight,++;moderate, +++; marked. 
Bilirubin: -; negative, +; 0.S mg/dL, ++; 1.0 mg/dL,+++;2.0 mg/dL. 
Occult blood: -; negative,士；trace,+; slight,++;moderate,+++;marked. 
Urobilinogen:士；normal,+; I mg/dL,++;4 mg/dL,+++;8 mg/dL,++++;12 mg/dL. 
Epithelial cells:士；0~20cells/100 fields,+; 21~I 00 cells/I 00 fields,++;101~200 cells/100 fields,+++;~201 cells/100 fields. 
Erythrocytes:士；0~20cells/100 fields, +; 21~100 cells/100 fields,++;101~200 cells/100 fields,+++;201~500 cells/ 100 fields++++;~ SO 1 cells/100 fields. 
Leukocytes:士；0~20cells/100 fields,+; 21~100 cells/100 fields,++; 101~200 cells/100 fields,+++; 201~500 cells/100 fields 十十十十； ~501 cells/100 fields. 
Casts: -; not observed, +; observed. 

Crystals: -; not observed, +; observed. 
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Appendix 26-2 Individual urinary examination of female rats on termination of administration period 
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F02252 

F02253 

F02254 

F02255 

F02256 

Number of females 
Mean 

S.D. 
．． 
Significance 
Statistical method 
DU: Analysis by Dunnett's test. 
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1.041 
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Study No. 100624 

Appendix 26-2 (Continued) Individual urinary examination offemale rats on termination of administration period 

(bumetrizole『oupat62.5m糾g)
Female No. Color pH Protein Glucose Ketone 

body 
Bilirubin Occult 

blood 
Urobili-
nogen Epithelial 

宇
土

士

士

士

士

6 

unn叩 sediments
Erythrocytes Leukocytes Casts Crystals 

F02251 Light yellow S.S 

F02252 Light yellow 7.5 
F02253 Light yellow 7.5 
F02254 Light yellow 6.5 

F02255 Light yellow 6.5 
F02256 LiRht vellow S.S 

Number of females 6 6 6 6 6 6 

Protein: -; negative，士； 10~20mg/dL, +; 30 mg/dL,++;100 mg/dL,+++;300 mg/dL,++++;1000 mg/dL. 
Glucose: -; negative，士；40~60mg/dL, +; 100 mg/dL,++;250 mg/dL,+++;500 mg/dL,++++;2000 mg/dL. 
Ketone body: -; negative, +; slight, ++; moderate,+++;marked. 
Bilirubin: -; negative, +; 0.5 mg/dL,++;1.0 mg/dL,+++;2.0 mg/dL. 
Occult blood: -; negative,士；trace,+; slight,++;moderate,+++;marked. 
Urobilinogen:±;normal, +; I mg/dL,++;4 mg/dL,+++;8 mg/dL,++++;12 mg/dL. 
Epithelial cells:±; 0~20 cells/100 fields, +; 21~100 cells/ 100 fields,++;IOI~200 cells/ 100 fields,+++;~201 cells/100 fields. 
Erythrocytes:±; 0~20 cells/100 fields,+; 21~100 cells/100 fields,++;101~200 cells/ 100 fields,+++;201~500 cells/100 fields++++; ~SOI cells/100 fields. 
Leukocytes:士；0~20cells/100 fields,+; 21~100 cells/100 fields,++; 101~200 cells/100 fields,+++; 201~500 cells/100 fields 十十十十； ~SOI cells/lOO fields. 
Casts: -; not observed, +; observed. 
Crystals: -; not observed, +; observed. 
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Study No. 100624 

Appendix 26-3 Individual urinary examination of female rats on termination of administration period 

(bumetrizole『°upat250m砂g)
Female No. S.G. 

,
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1
ー

F03351 

F03352 

F03353 

F03354 

F03355 

F03356 

Number of females 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 26-3 (Continued) Individual urinary examination of female rats on termination of administration period 

(bumetrizolegroupat250m沖g)
Female No. Color pH Protein Glucose Ketone 

body 
Bilirubin Occult 

blood 

Urobili-
nogen Epithelial 

苧
士

士

士

士

士

6 

urin町 Sediments
Erythrocytes Leukocytes Casts Crystals 

F03351 Light yellow 8.0 
F03352 Light yellow 7.0 

F03353 Light yellow 5.5 
F03354 Light yellow 8.5 

F03355 Light yellow 7.0 
F03356 Li2ht vellow 7.0 

Number offemales 6 6 6 6 6 6 
Protein: -; negative，士； 10~20mg/dL, +; 30 mg/dL,++;100 mg/dL,+++;300 mg/dL,++++;1000 mg/dL. 
Glucose: -; negative，士；40~60mg/dL, +; 100 mg/dL,++;250 mg/dL,+++;500mg/dL,++++;2000mg/dL. 
Ketone body: -; negative, +; slight, ++; moderate,+++;marked. 
Bilirubin: -; negative,+; 0.5 mg/dL, ++; 1.0 mg/dL,+++;2.0 mg/dL. 
Occult blood: -; negative,士;trace,+; slight,++;moderate,+++;marked. 
Urobilinogen：士；normal,+; I mg/dL,++;4 mg/dL,+++;8 mg/dL,++++;12 mg/dL. 
Epithelial cells：士；0~20cells/100 fields, +; 21~I 00 cells/ 100 fields,++;101~200 cells/ 100 fields,+++;~201 cells/100 fields. 
Erythrocytes:士；0~20cells/100 fields,+; 21~I 00 cells/ 100 fields,++;IOI~200 cells/100 fields,+++;201~500 cells/100 fields++++;~ 50 I cells/I 00 fields. 
Leukocytes:士；0~20cells/100 fields,+; 21~100 cells/100 fields,++; IOI~200 cells/I 00 fields,+++;201~500 cells/100 fields 十十十十；~50 I cells/I 00 fields. 
Casts: -; not observed, +; observed. 
Crystals: -; not observed, +; observed. 
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Appendix 26-4 Individual urinary examination of female rats on termination of administration period 
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F04451 
F04452 
F04453 
F04454 
F04455 
F04456 

Number of females 
Mean 
S.D. 
Significance 
Statistical method 
DU: Analysis by Dunnett's test. 
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Appcndix26-4 (Continued) Individual urinary examination offemale rats on termination of administration period 

(bumetrizolepoupat 1000m炉g)
Female No. Color pH Protein Glucose Ketone 

body 
Bilirubin Occult 

blood 

Urobili-
nogcn Epithelial 

宇
士

士

士

士

士

6 

urin町 sediments
Erythrocytes Leukocytes Casts Crystals 

F0445 I Light yellow 6.5 

F04452 Light yellow 7.0 

F04453 Light yellow 6.5 

F04454 Light yellow 7.5 

F044SS Light yellow 7.5 

F04456 Li2ht vellow 6.5 
Number offemales 6 6 6 6 6 6 

Protein: -; negative，士；JO~20mg/dL, +; 30 mg/dL,++;100 mg/dL,+++;300 mg/dL,++++;1000 mg/dL. 
Glucose: -; negative，士；40~60mg/dL, +; JOO mg/dL,++;250 mg/dL,+++;SOOmg/dL,++++;2000 mg/dL. 
Ketone body: -; negative, +; slight,++;moderate,+++;marked. 
Bilirubin: -; negative, +; 0.5 mg/dL, ++; 1.0 mg/dL,+++;2.0 mg/dL. 
Occult blood: -; negative,士；trace,+; slight, ++; moderate,+サ ;marked.
Urobilinogen:士； normal,+; I mg/dL,++;4 mg/dL,+++;8 mg/dL,++++;12 mg/dL. 
Epithelial cells:士；0~20cells/JOO fields,+; 21~JOO cells/JOO fields,++;JOJ~200 cells/I 00 fields,サ十； ；；；；20 I cells/J 00 fields. 
Erythrocytes:士；0~20cells/JOO fields,+; 2J~JOO cells/ J 00 fields,++;JOJ~200 cells/JOO fields,+++;20J~500 cells/ JOO fieldsサ丑； ；；；；SOJ cells/JOO fields. 
Leukocytes:士；0~20cells/JOO fields,+; 21~J 00 cells/I 00 fields, ++; JO I~200 cells/JOO fields,+++; 20J~500 cells/ J 00 fields++十卜； ；；；；SOJ cells/JOO fields. 
Casts: -; not observed, +; observed. 

Crystals: -; not observed, +; observed. 
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Appendix 27-1 

(Control秤0up)
Male No. 

Individual urinary examination of male rats on termination of recovery period 

M01107 
MOl 108 
MOl 109 
M01110 
MOl 111 
MOl 112 
Number of males 
Mean 
S.D. 
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Appendix 27-1 

Control秤Oup)
Male No. 

(Continued) Individual urinary examination of male rats on termination ofrecovery period 

Color pH Protein Glucose Ketone 
body 

Bilirubin Occult 
blood 

Urobili-
nogcn Epithelial 

苧
士

士

士

士

士

6 

urin町Sediments
Erythrocytes Leukocytes Casts Crystals 

M01107 Light yellow 8.5 
MOl108 Light yellow 8.5++ 

M01109 Light yellow 8.5++ 

MO 1110 Light yellow 8.5 

MO 1111 Light yellow 8.5++ 

M01112 Li11htvellow 8.5 

Number of males 6 6 6 6 6 6 

Protein: -; negative，士； 10~20mg/dL, +; 30 mg/dL,++;100 mg/dL,+++;300 mg/dL,++++;1000 mg/dL. 
Glucose: -; negative，士；40~60mg/dL, +; 100 mg/dL,++;250 mg/dL,+++;500 mg/dL,++++;2000 mg/dL. 
Ketone body: -; negative, +; slight,++;moderate,+++;marked. 
Bilirubin: -; negative, +; 0.5 mg/dL,++;1.0 mg/dL,+++;2.0 mg/dL. 
Occult blood: -; negative．士；trace,+; slight,++;moderate,+++;marked. 
Urobilinogen:士；normal,+; 1 mg/dL,++;4 mg/dL,+++;8 mg/dL,++++;12 mg/dL. 
Epithelial cells:士；0~20cells/100 fields,+; 21~100 cells/100 fields,++;101~200 cells/ 100 fields,+++;~201 cells/100 fields. 
Erythrocytes:士；0~20cells/100 fields,+; 21~100 cells/100 fields,++;101~200 cells/100 fields,+++;201~500 cells/100 fields++++;;;:;501 cells/100 fields. 
Leukocytes:士；0~20cells/100 fields,+; 21~100 cells/ 100 fields, ++; 1 O 1~200 cells/100 fields,+++;201~500 cells/100 fields十十十十； ;;:;501cells/100 fields. 
Casts: -; not observed, +; observed. 
Crystals: -; not observed, +; observed. 

一
士

-
l
6
 

―-
6
 

—+-+—

-6 

士

士

士

士

士

士

一

6

士

士

士

士

士

士

一

6

士

士

士

士

士

士

一

6

,
3
8
6
,
 



Study No. I 00624 

Appendix 27-2 Individual urinary examination of male rats on termination ofrecovery period 
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塁
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M02207 
M02208 
M02209 
M02210 
M0221 l 
M02212 
Number of males 
Mean 
S.D. 
Significance 
Statistical method 
DU: Analysis by Dunnett's test. 

S.G. 

1.025 
1.040 
1.050 
1.054 
1.036 
1.048 
6 
1.042 
O.01 1 

DU DU 
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Study No. 100624 

Appendix 27-2 (Continued) Individual urinary examination of male rats on termination of recovery period 

(bumetrizole『°upat62.5m秤g)
Male No. Color pH Protein Glucose Ketone 

body 
Bilirubin Occult 

blood 

Urobili-
nogen Epithelial 

芋
± 

± 

± 

± 

± 

6 

urin町 sediments
Erythrocytes Leukocytes Casts Crystals 

M02207 Light yellow 8.5 

M02208 Light yellow 8.5++ 
M02209 Light yellow 8.5++ 

M02210 Light yellow 8.5 

M02211 Light yellow 8.5 

M02212 LilUlt vcllow 8.5++ 
Number of males 6 6 • 6 6 6 6 

Protein: -; negative，士； 10~20mg/dL, +; 30 mg/dL, ++; 100 mg/dL,+サ-;300mg/dL,++++;IOOOmg/dL. 
Glucose: -; negative,±;40~60 mg/dL, +; 100 mg/dL,++;250 mg/dL,+++;SOOmg/dL,++++;2000 mg/dL. 
Ketone body: -; negative, +; slight,++;moderate,+++;marked. 
Bilirubin: -; negative, +; 0.5 mg/dL,++;1.0 mg/dL,+++;2.0 mg/dL. 
Occult blood: -; negative，士；trace,+; slight,++;moderate,+++;marked. 
Urobilinogen:士；normal,+; I mg/dL,++;4 mg/dL,+++;8 mg/dL,++++;12 mg/dL. 
Epithelial cells:士；0~20cells/100 fields,+; 21~100 cells/ 100 fields,++;101~200 cells/ 100 fields,+++;;;:;201 cells/100 fields. 
Erythrocytes:士；0~20cells/100 fields,+; 21~I 00 cells/ I 00 fields,++;101~200 cells/ 100 fields,+++;201~500 cells/100 fields++++；;;:; 50 I cells/I 00 fields. 
Leukocytes:士；0~20cells/100 fields, +; 21~I 00 cells/ I 00 fields,++;101~200 cells/100 fields,+++;201~500 cells/ I 00 fields＋ヤけ； ;;:;sotcells/100 fields. 
Casts: -; not observed, +; observed. 
Crystals: -; not observed, +; observed. 
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Appendix 27-3 Individual urinary examination of male rats on termination of recovery period 

(bumetrizole肛°upat250mukg)
Male No. S.G. 
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M03307 

M03308 

M03309 

M03310 

M0331 l 

M03312 

Number of males 
Mean 

S.D. 

Significance 
Statistical method 
DU: Analysis by Dunnett's test. 
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Appendix 27-3 (Continued) Individual urinary examination of male rats on termination of recovery period 

(bumetrizoleW°upat250m炉g)
Male No. Color pH Protein Glucose Ketone 

body 
Bilirubin Occult 

blood 
Urobili-
nogen Epithelial 

芋
± 

± 

± 
± 

± 

6 

urin町 sediments
Erythrocytes Leukocytes Casts Crystals 

M03307 Light yellow 8.5 

M03308 Light yellow 8.5++ 

M03309 Light yellow 7.5 
M03310 Light yellow 9.0++ 

M033 I I Light yellow 8.5 

M03312 Lillht vellow 8.0 
Number of males 6 6 6 6 6 6 

Protein: -; negative，士； 10~20mg/dL, +; 30 mg/dL,++;100 mg/dL，＋元300mg/dL,++++;1000 mg/dL. 
Glucose: -; negative，士；40~60mg/dL, +; 100 mg/dL,++;250 mg/dL,+++;500mg/dL,++++;2000 mg/dL. 
Ketone body: -; negative, +; slight,++;moderate,+++;marked. 
Bilirubin: -; negative, +; 0.5 mg/dL,++;1.0 mg/dL,+++;2.0 mg/dL. 
Occult blood: -; negative,士；trace,+; slight, ++; moderate,+++;marked. 
Urobilinogen：士；normal,+; I mg/dL,++;4 mg/dL,+++;8 mg/dL,++++;12 mg/dL. 
Epithelial cells:士；0~20cells/JOO fields,+; 21~100 cells/JOO fields,++; IOI~200 cells/I 00 fields,+++;~201 cells/JOO fields. 
Erythrocytes:士；0~20cells/JOO fields,+; 21~I 00 cells/ I 00 fields, ++; 10 I~200 cells/100 fields,+++;201~500 cclls/100 fields++++;~501 cells/100 fields. 
Leukocytes:士；0~20cells/JOO fields,+; 21~100 cells/100 fields,++; IOI~200 cells/JOO fields,+++; 201~500 cells/ I 00 fields++++;~ 50 I cells/ I 00 fields. 
Casts: -; not observed, +; observed. 
Crystals: -; not observed, +; observed. 
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Appendix 27-4 Individual urinary examination of male rats on termination of recovery period 

ー

8

4

9

2

＿゚6
7

2

u
v
m
L
-
u
1
2
8
n
1
4
1
4
n
2
 

）
 

]

]

 

,
3
9
1
,
 

M04407 

M04408 

M04409 

M04410 

M04411 

M04412 

Number of males 
Mean 

S.D. 
． 
Significance 
Statistical method 
DU: Analysis by Dunnett's test. 

S.G. 

l.056 

1.058 

l.064 

1.054 

l.041 

l.062 

6 
l.056 

0.008 
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Appendix27-4 (Continued) Individual urinary examination of male rats on termination of recovery period 

(bumetrizoleW°upat 1000m砂g)
Male No. Color pH Protein Glucose Ketone 

body 
Bilirubin Occult 

blood 

Urobili-
nogen Epithelial 

苧
± 

± 

± 
± 

± 

6 

urin叩 sediments
Erythrocytes Leukocytes Casts Crystals 

M04407 Light yellow 8.S 

M04408 Light yellow 8.S++ 

M04409 Light yellow 8.S++ 

M04410 Light yellow 8.S++ 
M0441 l Light yellow 8.S++ 

M04412 Lii!htvellow 8.S++ 

Number of males 6 6 6 6 6 6 

Protein: -; negative，士； 10~20mg/dL, +; 30 mg/dL,++;100 mg/dL,+++;300 mg/dL,++++;IOOOmg/dL. 
Glucose: -; negative，士；40~60mg/dL, +; 100 mg/dL,++;250 mg/dL,+++;SOOmg/dL,++++;2000mg/dL. 
Ketone body: -; negative, +; slight, ++; moderate,+++;marked. 
Bilirubin: -; negative,+; O.S mg/dL,++;1.0 mg/dL,+++;2.0 mg/dL. 
Occult blood: -; negative,土；trace,+; slight,++;moderate,+++;marked. 
Urobilinogcn:士；normal,+; I mg/dL,++;4 mg/dL,+++;8 mg/dL,++++;12 mg/dL. 
Epithelial cells:士；0~20cells/100 fields,+; 21~I 00 cells/I 00 fields,++;IOI~200 cells/100 fields,サ七；；；；20I cells/100 fields. 
Erythrocytes:士；0~20cells/100 fields,+; 21~100 cells/100 fields,++;101~200 cells/100 fields,+++;201~500 cells/100 fieldsサ丑； ；；；；SO 1 cells/100 fields. 
Leukocytes:士；0~20cells/100 fields,+; 21~100 cells/100 fields,++; 101~200 cells/100 fields,+++; 201~500 cells/100 fields十十十十； ；；；；SO 1 cells/100 fields. 
Casts: -; not observed, +; observed. 

Crystals: -; not observed, +; observed. 
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Appendix 28-1 Individual urinary examination of female rats on termination of recovery period 

(Control秤oup)
Female No. UV 

mL 
10.6 

15.3 

11.3 
14.8 

16.6 

5.6 

6 

12.4 
4.1 

S.G. 

F01171 

F01172 

F01173 

F01174 

F01175 

F01176 

Number of females 
Mean 

S.D. 

1.054 

1.044 

1.054 

1.033 
1.042 

1.072 

6 

1.050 
0.013 

(Continued) 
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Appendix 28-1 (Continued) Individual urinary examination offcmale rats on termination of recovery period 

(Controlwoup) 
Female No. Color pH Protein Glucose Ketone 

body 
Bilirubin Occult 

blood 
Urobili-
nogcn Epithelial 

cells 
士

士

土

士

士

士

6 

urin町 sediments
Erythrocytes Leukocytes Casts Crystals 

FO 1171 Light yellow 8.5 
FO 1172 Light yellow 9.0 
FOi 173 Light yellow 8.5 

F01174 Light yellow 8.5 

FO 1175 Light yellow 8.5 

FO 1176 Lil!ht vellow 8.5 
Number of females 6 6 6 6 6 6 

Protein: -; negative，士； 10~20mg/dL, +; 30 mg/dL,++;100 mg/dL,+++;300 mg/dL,++++;1000 mg/dL. 
Glucose: -; negative，士；40~60mg/dL, +; 100 mg/dL,++;250 mg/dL,+++;500 mg/dL,++++;2000 mg/dL. 
Ketone body: -; negative, +; slight, ++; moderate,+++;marked. 
Bilirubin: -; negative, +; 0.5 mg/dL,++;1.0 mg/dL,+++;2.0 mg/dL. 
Occult blood: -; negative,士；trace,+; slight, ++; moderate,+++;marked. 
Urobilinogen:士；normal,+; 1 mg/dL,++;4 mg/dL,+++;8 mg/dL,++++;12 mg/dL. 
Epithelial cells:士；0~20cells/100 fields,+; 21~100 cells/100 fields,++; 101~200 cells/ 100 fields,十十十；,1;;201 cells/100 fields. 
Erythrocytes:士；0~20cells/100 fields, +; 21~100 cells/100 fields,++;101~200 cells/100 fields,+++;201~500 cells/100 fields++++;,;;; 501 cells/100 fields. 
Leukocytes:士；0~20cells/100 fields,+; 21~100 cells/100 fields,++; 101~200 cells/100 fields,+++;201~500 cells/100 fields++++;,;;; 501 cells/100 fields. 
Casts: -; not observed, +; observed. 
Crystals: -; not observed, +; observed. 
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Appendix 28-2 Individual urinary examination of female rats on termination of recovery period 

(bumetrizole臣oupat250m砂g)
Female No. S.G. 

,
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5
,
 

F03371 

F03372 

F03373 

F03374 

F03375 

F03376 

Number of females 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 28-2 (Continued) Individual urinary examination offemale rats on termination of recovery period 

(bumetrizole『°upat250m炉g)
Female No. Color pH Protein Glucose Ketone 

body 
Bilirubin Occult 

blood 

Urobili-
nogen Epithelial 

苧
士

士

士

士

士

6 

urin町 sediments
Erythrocytes Leukocytes Casts Crystals 

F03371 Light yellow 8.5 

F03372 Light yellow 8.5 

F03373 Light yellow 9.0 

F03374 Light yellow 9.0 

F03375 Light yellow 8.5 
F03376 Lillht vellow 8.5 

Number offcmales 6 6 6 6 6 6 

Protein: -; negative，士； 10~20mg/dL, +; 30 mg/dL,++;100 mg/dL，＋代300mg/dL,++++;1000 mg/dL. 
Glucose: -; negative，士；40~60mg/dL, +; 100 mg/dL,++;250 mg/dL,+++;SOOmg/dL,++++;2000 mg/dL. 
Ketone body: -; negative, +; slight,++;moderate,+++;marked. 
Bilirubin: -; negative, +; 0.5 mg/dL,++;1.0 mg/dL,+++;2.0 mg/dL. 
Occult blood: -; negative, ±; trace, +; slight, ++; moderate, +++; marked. 
Urobilinogen：士；normal,+; I mg/dL,++;4 mg/dL,+++;8 mg/dL,++++;12 mg/dL. 
Epithelial cells:士；0~20cells/JOO fields,+; 21~I 00 cells/JOO fields,++;IOI~200 cells/JOO fields,+++;~201 cclls/100 fields. 
Erythrocytes:士；0~20cells/JOO fields,+; 21~I 00 cells/I 00 fields,++;IOI~200 cells/JOO fields,+++;201~500 cells/ 100 fields++++;~SOI cells/JOO fields. 
Leukocytes:士；0~20cells/JOO fields, +; 21~100 cells/JOO fields,++;101~200 cells/JOO fields,+++; 201~500 cells/ I 00 fields++++; ~SOI cells/JOO fields. 
Casts: -; not observed, +; observed. 
Crystals: -; not observed, +; observed. 
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Appendix 28-3 Individual urinary examination offemale rats on termination of recovery period 

(bumetrizole肛oupat1000m炉g)
Female No. S.G. 

,
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,
 

F04471 

F04472 

F04473 

F04474 

F04475 

F04476 

Number of females 

Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 28-3 (Continued) Individual urinary examination offemale rats on termination of recovery period 

(bumetrizoleg『Oupat1000m炉g)
Female No. Color pH Protein Glucose Ketone 

body 
Bilirubin Occult 

blood 
Urobili-
nogen Epithelial 

苧
士

士

士

士

士

6 

urin町！sediments
Erythrocytes Leukocytes Casts Crystals 

F04471 Light yellow 8.5 
F04472 Light yellow 9.0 

F04473 Light yellow 7.0 
F04474 Light yellow 9.0 
F0447S Light yellow 9.0 
F04476 Lillht vellow 8.5 

Number of females 6 6 6 6 6 6 

Protein: -; negative,:I:;10~20 mg/dL, +; 30 mg/dL,++;100 mg/dL,+++;300 mg/dL,++++;1000 mg/dL. 
Glucose: -; negative,:I:;40~60 mg/dL, +; 100 mg/dL,++;250 mg/dL,+++;500 mg/dL,++++;2000 mg/dL. 
Ketone body: -; negative, +; slight, ++; moderate,+++;marked. 
Bilirubin: -; negative, +; 0.5 mg/dL,++;1.0 mg/dL,+++;2.0 mg/dL. 
Occult blood: -; negative,:I:;trace, + ; slight,++;moderate,+++;marked. 
Urobilinogen::I:;normal, +; I mg/dL,++;4 mg/dL,+++;8 mg/dL,++++;12 mg/dL. 
Epithelial cells::I:; 0~20 cells/I 00 fields, +; 21~100 cells/JOO fields,++;IOI~200 cells/ I 00 fields,+++;~201 cells/JOO fields. 
Erythrocytes::I:; 0~20 cells/JOO fields,+; 21~I 00 cells/JOO fields,++;101~200 cells/ 100 fields,+++;201~500 cells/ 100 fields++++;~501 cells/JOO fields. 
Leukocytes::I:; 0~20 cells/100 fields,+; 21~100 cells/JOO fields,++; 101~200 cells/JOO fields,+++;201~500 cells/ 100 fields++++;~501 cells/100 fields. 
Casts: -; not observed, +; observed. 
Crystals: -; not observed, +; observed. 
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Study No. l 00624 

Appendix 29-1 Individual hematological examination of male rats on termination of administration period 

(Control group) 
Male No. 

MOl 101 

MOl 102 

MOl 103 

MOl 104 

M01105 

M01106 

Number of males 

Mean 

S.D. 

RBC 
104/μL 
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Appendix 29-1 (Continued) Individual hematological exwnination of male rats on termination of administration period 

(Control秤oup)
Male No. 

MOl 101 
MOl 102 
MOl 103 
MOl 104 
MOl 105 
MOll06 
Number of males 
Mean 
S.D. 
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Appendix 29-2 Individual hematological examination of male rats on tern血ationof administration period 
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M02201 

M02202 

M02203 

M02204 

M02205 

M02206 

Number of males 

Mean 

S.D. 
．． 
Significance 

Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 29-2 (Continued) Individual hematological examination of male rats on termination of administration period 

(bumetrizolegroup at62.5 m内）
Male No. 1~ 
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M02201 

M02202 
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Mean 

S.D. 
: 
Significance 
Statistical method 
DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Appendix 29-3 Individual hematological examination of male rats on termination of administration period 

(bumetrizolegroupat250 m砂g)
Male No. RBC 
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Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 29-3 (Continued) Individual hematological examination of male rats on termination of administration period 

(bumetrizolegroupat250m述g)
Male No• 三
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M03303 

M03304 
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Number of males 
Mean 

S.D. 

Significance 
Statistical method 
DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Appendix 29-4 Individual hematological examination of male rats on termination of administration period 

(bumetrizole肛°upatlooom砂g)
Male No. RBC 
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Statistical method 
DU: Analysis by Dunnett's test. 
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Appendix 29-4 (Continued) Individual hematological examination of male rats on termination of administration period 

(bumetrizole ~rou2 at 1000 m趾臼｝
Male No. WBC L N E B M 

102/世 ％ ％ ％ ％ ％ 

M0440l 55 82 17 

゜ ゜M04402 67 88 ， 2 
゜

l 

M04403 84 89 10 I 

゜ ゜M04404 59 93 6 

゜ ゜M04405 61 84 15 

゜ ゜M04406 57 89 11 

゜ ゜ ゜Number of males 6 6 6 6 6 6 

Mean 64 87.5 l l.3 0.5 0.0 0.7 

S.D. 11 3.9 4.0 0.8 0.0 0.5 

Significance 
Statistical method DU DU DU DU UA DU 

＇ 
DU: Analysis by Dunnett's test. 
奈UA:Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Appendix 30-1 Individual hematological examination of female rats on termination of administration period 

Control秤OU
Female No. 
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Appendix 30-1 (Continued) Individual hematological examination of female rats on termination of administration period 

(Control秤oup)
Female No. 
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Appendix 30-2 Individual hematological examination of female rats on tennination of administration period 

(bumetrizole肛oupat62.5m述g)
Female No. RBC 
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F02255 
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Number of females 
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S.D. 

Significance 
Statistical method DU DU 

Significantly different from control group (U: P<0.01). 
DU: Analysis by Dunnett's test. 
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Study No. 100624 

Appendix 30-2 (Continued) Individual hematological examination of female rats on termination of administration period 

(bumetrizole区ou2at 62.5 m~~ 
Female No. WBC L N E B M 

10沌L ％ ％ ％ ％ ％ 

F02251 55 76 23 

゜ ゜
l 

F02252 30 86 14 

゜ ゜ ゜F02253 34 91 8 

゜ ゜F02254 29 95 5 

゜ ゜ ゜F02255 44 79 17 2 

゜
2 

F02256 44 83 16 

゜ ゜
1 

Number of females 6 6 6 6 6 6 
Mean 39 85.0 13.8 0.3 0.0 0.8 
S.D. 10 7.2 6.5 0.8 0.0 0.8 

Significance 
Statistical method DU DU DU DU VA DU 

＇ 
DU: Analysis by Dunnett's test. 

よ= UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
＇゚ 
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Appendix 30-3 Individual hematological examination of female rats on termination of administration period 

ロ
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F03355 

F03356 

Number offemales 
Mean 

S.D. 

Significance 
Statistical method DU DU 

Significantly different from control group ("': P<0.05). 
DU: Analysis by Dunnett's test. 
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Appendix 30-3 (Continued) Individual hematological examination offemale rats on termination of administration period 

(bumetrizolegroupat250m沖g)
Female No. WBC 
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Mean 

S.D. 

Significance 
Statistical method 
DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Appendix 30-4 Individual hematological examination offemale rats on termination of administration period 

ロ
,413, 
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Number of females 
Mean 

S.D. 

Significance 

Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 30-4 (Continued) Individual hematological examination of female rats on termination of administration period 

(bumetrizole区oueat 1000 m~~ 
Female No. WBC L N E B M 

10沌L ％ ％ ％ ％ ％ 

F04451 51 82 15 2 

゜
1 

F04452 32 86 11 2 

゜
1 

F04453 39 87 12 

゜ ゜
I 

F04454 40 86 13 l 

゜ ゜F04455 34 85 14 

゜ ゜
1 

F04456 35 91 8 l 

゜ ゜Number of females 6 6 6 6 6 6 
Mean 39 86.2 12.2 1.0 0.0 0.7 
S.D. 7 2.9 2.5 0.9 0.0 0.5 
Significance 
Statistical method DU DU DU DU UA DU 

＇ 
DU: Analysis by Dunnett's test. 

~ UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
や

＇ 
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Appendix 31-1 Individual hematological examination of male rats on te皿inationof recovery period 

(Control group) 
Male No. 
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Appendix 31-1 (Continued) Individual hematological examination of male rats on termination of recovery period 

(Control秤°up)
Male No. 

MOI 107 
MOI 108 
MOll09 
MOlllO 
MOI ll l 
MOI 112 
Number of males 
Mean 
S.D. 
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Appendix 31-2 Individual hematological examination of male rats on tennination of recovery period 
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Number of males 
Mean 

S.D. 
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Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 31-2 (Continued) Individual hematological examination of male rats on termination ofrecovery period 

(bumetrizole肛oupat62.5m述g)
Male No. l昌
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M02210 
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Number of males 

Mean 

S.D. 

Significance 
Statistical method 
DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Appendix 31-3 Individual hematological examination of male rats on tennination of recovery period 
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M03311 

M03312 

Number of males 

Mean 

S.D. 

Significance 
Statistical method 
DU: Analysis by Dunnett's test. 
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Appendix 31-3 (Continued) Individual hematological examination of male rats on termination of recovery period 

(bumetrizolegroupat250mgkg) 
Male No. WBC 
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S.D. 
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Statistical method 
DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Appendix 31-4 Individual hematological examination of male rats on termination of recovery period 
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DU: Analysis by Dunnett's test. 
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Appendix 31-4 (Continued) Individual hematological examination of male rats on tennination of recovery period 

(bumetrizole肛°upatlooom述g)
Male No. l勾
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M04410 
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S.D. 

Significance 
Statistical method 
DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Appendix 32-1 Individual hematological examination offemale rats on termination of recovery period 

Control秤0up)
Female No. 
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Appendix 32-1 (Continued) Individual hematological examination of female rats on termination of recovery period 

(Control group) 
Female No. 
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Number of females 
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Appendix 32-2 Individual hematological examination of female rats on termination ofrecovery period 
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Number offemales 
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S.D. 
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Statistical method DU DU 

Significantly different from control group(*事:P<0.01).
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
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Appendix 32-2 (Continued) Individual hematological examination offemale rats on te面inationof recovery period 
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Statistical method 

DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Appendix 32-3 Individual hematological examination offemale rats on termination ofrecovery period 
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Number of females 
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Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
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Appendix 32-3 (Continued) Individual hematological examination offemale rats on termination ofrecovery period 
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Statistical method DU DU 

Significantly different from control group(事:P<0.05).
DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Appendix 33-1 Individual blood chemical examination of male rats on termination of administration period 

MOl 101 
MOl 102 
MOl 103 
MOl 104 
M01105 
M01106 
Number of males 
Mean 
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Appendix 33-1 (Continued) Individual blood chemical examination of male rats on termination of administration period 

(Contro丘
Male No. 

MOl 101 
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Number of males 
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Appendix 33-1 (Continued) Individual blood chemical examination of male rats on termination of administration period 

(Control秤Oup)
Male No. 

MOl 101 
M01102 
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Number of males 
Mean 
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Appendix 33-1 (Continued) Individual blood chemical examination of male rats on termination of administration period 

(Control group) 
Male No. 

MOl 101 
MOl 102 
MOl 103 
MOl 104 
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MOl 106 
Number of males 
Mean 
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Appendix 33-2 Individual blood chemical examination of male rats on termination of administration period 

(bumctrizole肛°upat62.5m砂g)
Male No. 

,
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3
,
 

M02201 

M02202 

M02203 

M02204 

M02205 

M02206 

Number of males 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 33-2 (Continued) Individual blood chemical examination of male rats on termination of administration period 

(bumetrizolegroupat62.5 m糾g)
Male No. A/G 
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Number of males 

Mean 
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Statistical method DU 

Significantly different from control group(•: P<0.05). 
DU: Analysis by Dunnett's test. 
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Appendix 33-2 (Continued) Individual blood chemical examination of male rats on termination of administration period 

(bumetrizole円oupat62.5m述g)
Male No. 

M02201 

M02202 

M02203 

M02204 

M02205 

M02206 

Number of males 
Mean 

S.D. 
: 
Significance 
Statistical method DU 

Significantly different from control group(•: P<0.05). 
DU: Analysis by Dunnett's test. 
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Appendix 33-2 (Continued) Individual blood chemical examination of male rats on termination of administration period 

(bumetrizolegroup at62.5 m砂g)
Male No. 

M02201 

M02202 

M02203 

M02204 

M02205 

M02206 

Number of males 
Mean 

S.D. 

Significance 
Statistical method DU 

Significantly different from control group(•: P<0.05). 
DU: Analysis by Dunnett's test. 
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Appendix 33-3 Individual blood chemical examination of male rats on termination of administration period 

(bumetrizole『°upat250m砂g)
Male No. 

,
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M03301 
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M03306 

Number of males 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 33-3 (Continued) Individual blood chemical examination of male rats on termination of administration period 

(bumetrizolegroup at250m炉g)
Male No. A/G 
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M03301 
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M03303 
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M03305 
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Number of males 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 33-3 (Continued) Individual blood chemical examination of male rats on termination of administration period 

(bumetrizolegroup at250m砂g)
Male No. 

,
4
3
9
,
 

M03301 

M03302 

M03303 

M03304 

M03305 

M03306 

Number of males 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 33-3 (Continued) Individual blood chemical examination of male rats on termination of administration period 

(bumetrizole 区ou~at 250 m~~i 
Male No. Na K Cl Ca IP 

mE9/L mE9/L mE9/L msLdL m~dL 
M03301 144.4 4.13 106.8 9.4 7.0 

M03302 144.7 4.20 106.9 9.8 7.1 

M03303 145.5 4.30 104.8 9.5 8.4 

M03304 145.3 4.07 106.5 9.7 7.6 

M03305 146.5 4.19 106.4 9.6 7.6 

M03306 144.5 4.66 106.9 9.6 7.4 

Number of males 6 6 6 6 6 

Mean 145.2 4.26 106.4 9.6 7.5 

S.D. 0.8 0.21 0.8 0.1 0.5 

Significance 

Statistical method DU DU DU DU DU 
I DU: Analysis by Dunnett's test. 

g 
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Appendix 33-4 Individual blood chemical examination of male rats on tennination of administration period 

(bumetrizole区ouEat 1000 m~玉）
Male No. AST ALT ALP y-GTP 

IU/L IU/L IU/L IU/L 

M04401 87.l 33.0 297.7 0.48 
M04402 80.8 21.3 412.7 0.47 
M04403 100.1 46.4 373.5 0.37 

M04404 132.0 28.8 362.2 0.85 

M04405 76.8 23.1 318.8 0.26 

M04406 69.8 14.8 272.8 0.34 

Number of males 6 6 6 6 

Mean 91.1 27.9 339.6 0.46 
S.D. 22.5 11.0 52.3 0.21 

Significance 
Statistical method DU DU DU DU 

＇ DU: Analysis by Dunnett's test. (Continued) 
土
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Appendix 33-4 (Continued) Individual blood chemical examination of male rats on termination of administration period 

(bumetrizole区OU£at 1000 m~ 
Male No. TP Alb A/G 

S:'.dL 船dL
M04401 5.42 2.78 1.05 
M04402 5.43 2.79 1.05 
M04403 5.77 2.98 1.07 
M04404 5.38 2.70 1.00 
M04405 5.28 2.66 1.02 
M04406 5.67 3.00 1.12 
Number of males 6 6 6 

Mean 5.49 2.82 1.05 
S.D. 0.19 0.14 0.04 

Significance 
Statistical method DU DU DU 

I DU: Analysis by Dunnett's test. (Continued) 

も
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Appendix 33-4 (Continued) Individual blood chemical examination of male rats on tennination of administration period 

(bumetrizole区ou2at l 000 m~~ 
Male No. T-Bil UN CRE Glu T-Cho TG 

mi:'.dL ms,!_dL m鉛dL m船dL m船dL m紗L
M04401 0.11 17.6 0.32 104.8 54.2 25.6 

M04402 0.11 18.4 0.30 122.6 67.6 67.4 

M04403 0.13 19.4 0.30 136.5 62.6 106.0 

M04404 0.13 18.9 0.29 l 3 l. 5 44.5 33.6 

M04405 0.10 18.8 0.27 112.2 32.8 51.7 

M04406 0.11 16.2 0.27 107.8 62.4 43.0 

Number of males 6 6 6 6 6 6 

Mean 0.12 18.2 0.29 119.2 54.0 54.6 

S.D. 0.01 1.2 0.02 13.0 13.2 29.1 

Significance ＊ 

Statistical method DU DU DU DU DU DU 

＇ Significantly different from control group(•: P<0.05). (Continued) 

ち DU: Analysis by Dunnett's test. 
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Appendix 33-4 (Continued) Individual blood chemical examination of male rats on termination of administration period 

(bumetrizole区ouEat I 000 m~) 
Male No. Na K Cl Ca IP 

mE9/L mE9/L mE9/L m妥dL m~dL 
M04401 145.0 4.31 105.4 9.3 6.3 

M04402 143.9 4.33 107.2 9.5 7.1 

M04403 144.3 4.08 106.5 9.9 8.0 

M04404 144.2 4.34 105.5 9.6 7.8 

M04405 146.1 4.22 106.6 9.3 8.6 

M04406 147.0 4.09 105.9 9.8 7.4 

Number of males 6 6 6 6 6 

Mean 145.1 4.23 106.2 9.6 7.5 

S.D. 1.2 0.12 0.7 0.3 0.8 

Significance 
Statistical method DU DU DU DU DU 

＇ 
主

DU: Analysis by Dunnett's test. 

＇ 
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Appendix 34-1 Individual blood chemical examination of female rats on tennination of administration period 

Control grou 
Female No. AST ALT ALP y-GTP 

IU/L IU/L IU/L IU/L 
F01151 94.4 20.5 126.7 0.32 
FOl 152 89.0 20.0 156.2 0.61 
FOI 153 84.2 14.5 124.0 0.81 
FOl 154 95.1 16.8 151.4 0.57 
F01155 87.2 18.2 117.2 0.54 
FOl 156 62.4 15.3 133.5 0.46 

Number of females 6 6 6 6 
Mean 85.4 17.6 134.8 0.55 
S.D. 12.0 2.5 15.7 0.16 

(Continued) 

＇ g 
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Appendix 34-l (Continued) Individual blood chemical examination of female rats on termination of administration period 

(Control group) 
Female No. TP Alb A/G 

船dL 船dL
F01151 5.56 2.72 0.96 

FOI 152 6.02 2.87 0.91 

FOI 153 6.00 3.19 1.13 
F01154 6.08 2.89 0.90 

F01155 6.44 3.45 l.15 

FOl 156 5.78 2.81 0.95 

Number of females 6 6 6 

Mean 5.98 2.99 1.00 
S.D. 0.30 0.28 0.11 

(Continued) 

＇ 
ま
＇ 
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Appendix 34-1 (Continued) Individual blood chemical examination of female rats on tennination of administration period 

(Contro遷oue)
Female No. T-Bil UN CRE Glu T-Cho TG 

m船dL m妥dL mtdL mfl_dL m~dL m~dL 
F01151 0.13 28.0 0.44 105.4 75.7 24.6 

F01152 0.13 22.5 0.41 109.3 67.8 30.4 

F01153 0.12 23.2 0.37 122.3 76.3 36.8 

FOl 154 0.11 19.6 0.37 108.3 67.4 40.9 

F01155 0.13 24.8 0.39 100.8 73.5 24.0 

FOi 156 0.12 22.6 0.40 125.4 65.2 27.4 

Number of females 6 6 6 6 6 6 

Mean 0.12 23.5 0.40 111.9 71.0 30.7 

S.D. 0.01 2.8 0.03 9.8 4.8 6.8 

(Continued) 

＇ 
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Appendix 34-1 (Continued) Individual blood chemical examination offemale rats on termination of administration period 

(Control group) 
Female No. 

F01151 

FOl 152 

F01153 

FOl 154 

FOl 155 

FOl 156 

Number of females 
Mean 

S.D. 
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Appendix 34-2 Individual blood chemical examination offemale rats on termination of administration period 

(bumetrizole ~roue at 62.5 m~~) 
Female No. AST ALT ALP y-GTP 

IU/L IU/L IU/L IU/L 
F02251 77.0 29.8 201.7 0.48 

F02252 84.3 15.4 119.2 0.60 

F02253 89.5 18.3 214.3 0.58 

F02254 61.9 16.4 146.7 0.50 

F02255 81.9 12.9 225.9 0.42 
F02256 86.9 26.1 188.5 0.85 

Number of females 6 6 6 6 
Mean 80.3 19.8 182.7 0.57 

S.D. 10.0 6.6 41.4 0.15 

Significance 
Statistical method DU DT DU DU 

＇ DU: Analysis by Dunnett's test. (Continued) g DT: Analysis by Dunnett type mean rank test. 
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Appendix 34-2 (Continued) Individual blood chemical examination offemale rats on termination of administration period 

(bumetrizole巴oupat62.5m炉g)
Female No. A/G 

,
4
5
0
,
 

F02251 

F02252 

F02253 

F02254 

F02255 

F02256 

Number of females 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
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(Continued) 
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Appendix 34-2 (Continued) Individual blood chemical examination of female rats on termination of administration period 

(bumetrizole伊°upat62.5m砂g)
Female No. 

,
4
5
1
,
 

F02251 

F02252 

F02253 

F02254 

F02255 

F02256 

Number of females 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
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Appendix 34-2 (Continued) Individual blood chemical examination of female rats on termination of administration period 

(bumetrizole肛°upat62.5m砂g)
Female No. 

F02251 

F02252 

F02253 

F02254 

F02255 

F02256 

Number of females 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
OT: Analysis by Dunnett type mean rank test. 
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Appendix 34-3 Individual blood chemical examination offemale rats on termination of administration period 

(bumetrizole肛°upat250m炉g)
Female No. 

,
4
5
3
,
 

F03351 

F03352 

F03353 

F03354 

F03355 

F03356 

Number of females 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
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Appendix 34-3 (Continued) Individual blood chemical examination of female rats on termination of administration period 

(bumetrizolegroupat250m砂g)
Female No. A/G 

,
4
5
4
,
 

F03351 

F03352 

F03353 

F03354 

F03355 

F03356 

Number offemales 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
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5.99 

6.14 

5.99 

6.34 

6 

6.11 

0.33 

Alb 

dL 
" 3.20 
2.77 

3.02 

3.20 

2.97 

3.27 

6 

3.07 

0.19 

0.95 

0.97 

1.02 

1.09 

0.98 

1.06 

6 

1.01 

0.05 

DU DU DU 

(Continued) 
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Appendix 34-3 (Continued) Individual blood chemical examination offemale rats on termination of administration period 

(bumetrizolepoupat250m紅g)
Female No. 

,
4
5
5
,
 

F03351 

F03352 

F03353 

F03354 

F03355 

F03356 

Number of females 
Mean 

S.D. 
． 
Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
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Appendix 34-3 (Continued) Individual blood chemical examination of female rats on termination of administration period 

(bumetrizolegroupat250m炉g)
Female No. 

F03351 

F03352 

F03353 

F03354 

F03355 

F03356 

Number offemales 
Mean 

S.D. 
． 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
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Appendix 34-4 Individual blood chemical examination of female rats on termination of administration period 

(bumetrizolegroup at 1000m砂g)
Female No. 

,
4
5
7
,
 

F04451 

F04452 

F04453 

F04454 

F04455 

F04456 

Number of females 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
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Appendix 34-4 (Continued) Individual blood chemical examination offemale rats on termination of administration period 

(bumetrizole臣oupat1000m砂g)
Female No. A/G 

,
4
5
8
,
 

F04451 

F04452 

F04453 

F04454 

F04455 

F04456 

Number of females 
Mean 

S.D. 
．． 
Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

TP 

dL ·~ 
6.45 
6.02 
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6.34 
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Appendix 34-4 (Continued) Individual blood chemical examination offemale rats on tennination of administration period 

(bumetrizolegroup at 1000m述g)
Female No. 

,
4
5
9
,
 

F04451 

F04452 

F04453 

F04454 

F04455 

F04456 

Number of females 

Mean 

S.D. 

Significance 

Statistical method 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
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Appendix 34-4 (Continued) Individual blood chemical examination of female rats on termination of administration period 

(bumetrizolegroup at 1000m砂g)
Female No. 

F04451 

F04452 

F04453 

F04454 

FO4455 

F04456 

Number offemales 
Mean 

S.D. 

Significance 

Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
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Appendix 35-1 Individual blood chemical examination of male rats on termination of recovery period 

ControJ秤Oup)
Male No. 

MOI 107 
MOI 108 
MOI 109 
MOlllO 
MOI 111 
M01112 
Number of males 
Mean 
S.D. 
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Appendix 35-1 (Continued) Individual blood chemical examination of male rats on termination of recovery period 

(Contro収竺兜
Male No. 

M01107 

MOl 108 

MOl 109 

MOl 110 

MOll 11 

MOl 112 

Number of males 
Mean 

S.D. 

TP 

dL . 
5.64 

5.49 

5.50 

5.16 

5.30 

5.61 
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5.45 

0.19 

Alb 

dL .~ 
2.90 

2.66 

2.83 

2.51 

2.75 

2.65 

6 

2.72 

0.14 

A/G 

1.06 
0.94 

1.05 

0.95 

1.08 
0.89 
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1.00 

0.08 
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Appendix 35-1 (Continued) Individual blood chemical examination of male rats on termination of recovery period 

(Control group) 
Male No. 

MOl 107 

MOl 108 

MOl 109 

MOlllO 

MOllll 

MOl 112 

Number of males 
Mean 

S.D. 
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Appendix 35-1 (Continued) Individual blood chemical examination of male rats on termination of recovery period 

~Control irouei 
Male No. Na K Cl Ca IP 

mE9/L mE9/L mEg/L mi:'.dL mi:'.dL 
MOI 107 143.0 4.37 103.4 9.3 5.2 

M01108 143.7 4.39 104.8 9.2 6.4 

MOI 109 143.8 4.18 105.7 9.3 6.0 

MOlllO 144.3 4.89 106.0 9.3 6.8 

MOll 11 145.0 4.08 106.7 9.5 7.0 

MOI 112 146.7 4.13 105.5 10. l 8.7 

Number of males 6 6 6 6 6 

Mean 144.4 4.34 105.4 9. 5 6.7 

S.D. 1.3 0.30 I.I 0.3 1.2 

,
4
6
4
,
 



Study No. 100624 

Appendix 35-2 Individual blood chemical examination of male rats on termination of recovery period 

(bumetrizolegroup at62.5 m炉g)
Male No. 

,
4
6
5
,
 

M02207 

M02208 

M02209 

M02210 

M02211 

M02212 

Number of males 

Mean 

S.D. 
．． 
Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

AST 

IU/L 
69.1 
87.8 

68.8 

77.6 

78.0 

87.6 

6 

78.2 

8.4 
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皿

＿

開

四

叩

累

一

6

閲

ALP 
IU/L 
210.9 

322.l 

273.l 

264.9 

289.8 

290.6 
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Appendix 35-2 (Continued) Individual blood chemical examination of male rats on termination of recovery period 

(bumetrizole伊°upat62.5m炉g)
Male No. A/G 

,
4
6
6
,
 

M02207 

M02208 

M02209 

M02210 

M0221 l 

M02212 

Number of males 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

TP 
『dL
冒

5.53 

5.20 

5.10 

5.30 

5.73 

5.86 

6 

5.45 

0.30 

Alb 

dL 
r 

2.84 

2.60 

2.56 

2.53 

2.69 

2.81 

6 

2.67 

0.13 

1.06 

1.00 

1.00 
0.91 

0.88 

0.92 

6 

0.96 

0.07 

DU DT DU 

(Continued) 



Study No. 100624 

Appendix 35-2 (Continued) Individual blood chemical examination of male rats on tennination of recovery period 

(bumetrizolegroup at62.5 m炉g)
Male No. 

,
4
6
7
,
 

M02207 

M02208 

M02209 

M02210 

M0221 l 

M02212 

Number of males 

Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
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Appendix 35-2 (Continued) Individual blood chemical examination of male rats on tern血ationof recovery period 

(bumetrizole臣oupat62.5m炉g)
Male No. 

M02207 

M02208 

M02209 

M02210 

M02211 

M02212 

Number of males 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 35-3 Individual blood chemical ex血inationof male rats on termination of recovery period 

(bumetrizole臣oupat250m砂g)
Male No. 

,
4
6
9
,
 

M03307 

M03308 

M03309 

M03310 

M0331 l 

M03312 

Number of males 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

AST 

IU/L 
75.0 

85.2 

81.1 

79.1 

74.7 

82.1 

6 
79.5 

4.1 

ALT

皿
一
塁
開
閲
―
6

閲

ALP 

遥
259.6 

332.1 

300.8 

296.5 

365.7 

6 
313.2 

36.2 

匹 TP
IU/L 
0.38 

0.41 
0.40 
0.47 

0.25 

0.44 

6 
0.39 

0.08 

DU DU DU DU 
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Appendix 35-3 (Continued) Individual blood chemical examination of male rats on termination of recovery period 

(bumetrizole肛oupat250m炉粉
Male No. A/G 

,
4
7
0
,
 

M03307 

M03308 

M03309 

M03310 

M0331 l 

M03312 

Number of males 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

TP 

dL 

5.11 

5.34 

5.51 

5.16 

5.81 

5.53 

6 

5.41 

0.26 

Alb 

dL ·~ 
2.70 

2.68 

2.71 

2.76 

2.71 

2.70 ． 
6 

2.71 

0. 03 

1.12 

1.00 

0.97 

1.15 
0.87 

0.95 

6 

1.01 

0.11 

DU DT DU 

(Continued) 
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Appendix 35-3 (Continued) Individual blood chemical examination of male rats on termination ofrecovery period 

(bumetrizole『oupat250m炉g)
Male No. 

,
4
7
1
,
 

M03307 

M03308 

M03309 

M03310 

M033ll 

M03312 

Number of males 
Mean 

S.D. 
． 
Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
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Appendix 35-3 (Continued) Individual blood chemical examination of male rats on tennination of recovery period 

(bumetrizole肛oupat250m炉g)
Male No. 

M03307 

M03308 

M03309 

M03310 

M0331 l 

M03312 

Number of males 
Mean 

S.D. 

Significance 

Statistical method 

DU: Analysis by Dunnett's test. 

Na 

叫
143.6 

143.4 

143.9 

144.3 

145.2 

145.5 
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Appendix 35-4 Individual blood chemical examination of male rats on tennination of recovery period 

(bumetrizolegroupat 1000m炉g)
Male No. 

,
4
7
3
,
 

M04407 

M04408 

M04409 

M04410 

M04411 

M04412 

Number of males 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

AST 

IU/L 

79.8 

69.5 

84.2 

97.8 

87.5 

82.2 

6 

83.5 

9.3 

ALT 

IU/L 

33.9 

34.1 

26.7 

41.8 

32.8 

34.1 ． 
6 

33.9 

4.8 

ALP 

IU/L 

303.8 

294.7 

279.5 

281.7 

317.7 

389.5 

6 

311.2 

40.9 

y-GTP 
IU/L 

0.22 

0.31 

0.42 

0.51 

0.47 
0.31 

6 

0.37 

0.11 

DU DU DU DU 

(Continued) 
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Appendix 35-4 (Continued) Individual blood chemical examination of male rats on termination of recovery period 

(bumetrizole臣oupatlooom炉g)
Male No. A/G 

,
4
7
4
,
 

M04407 

M04408 

M04409 

M04410 

M0441 l 
M04412 

Number of males 
Mean 

S.D. 
．． 
Significance 

Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

TPdLl

言
ば
ば
一
6
臼

ゆ

Alb 
,dL .~ 
2.61 

2.91 

2.52 

2.80 

2.46 

2.76 

6 

2.68 

0.17 

1.00 

1.03 

0.91 

1.15 

0.89 

1.07 

-— 6 
1.01 
0.10 

DU DT DU 

(Continued) 
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Appendix 35-4 (Continued) Individual blood chemical examination of male rats on termination of recovery period 

(bumetrizolegroupat 1000m砂g)
Male No. 

,
4
7
5
,
 

M04407 

M04408 

M04409 

M04410 

M04411 

M04412 

Number of males 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
OT: Analysis by Dunnett type mean rank test. 
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Appendix 35-4 (Continued) Individual blood chemical examination of male rats on tennination ofrecoveiy period 

(bumetrizole肛°upat1000m炉g)
Male No. 

M04407 

M04408 

M04409 

M04410 

M0441 l 

M04412 

Number of males 

Mean 

S.D. 
. ・ Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 36-1 Individual blood chemical examination offemale rats on tennination of recovery period 

(Control秤°up)
Female No. 

F01171 
FOl 172 
F01173 
F01174 
F01175 
FOl 176 

Number of females 
Mean 
S.D. 

AST
皿一

□3
塁
男
開

ALT 
IU/L 
24.6 
23.8 
2 1. 5 
28.0 
29.2 
33.9 ． 
6 
26.8 
4.5 

ALP 
IU/L 
172.6 
106.0 
186.5 
166.4 
133.4 

122.5 
6 
147.9 
31.8 
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(Continued) 
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Appendix 36-1 (Continued) Individual blood chemical examination of female rats on termination of recovery period 

(Control group) 
Female No. 

FOl 171 

FOl 172 

FOl 173 

F01174 

FOll75 

FOl 176 

Number of females 
Mean 
S.D. 

TP 

dL ·~ 
6.66 

5.92 

5.86 

6.49 

6.49 
6.81 

6 

6.37 

0.39 

AlbdLl

ば
ば
ば
一
6
璃

g
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1.39 
1.38 

1.16 

1.15 

1.30 
1.34 
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1.29 

0.11 
(Continued) 
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Appendix 36-1 (Continued) Individual blood chemical examination offemale rats on termination of recovery period 

(Control group) 
Female No. 

FOl 171 

F01172 

F01173 

F01174 

F01175 

F01176 

Number offemales 
Mean 
S.D. 
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Appendix 36-1 (Continued) Individual blood chemical examination of female rats on termination of recovery period 

(Control伊°U
Female No. 

FOll71 

FOi 172 

FOi 173 

FOll74 

FOll75 

FOi 176 

Number of females 
Mean 
S.D. 

Na 

叫
141.4 
142.8 
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Appendix 36-2 Individual blood chemical examination of female rats on termination of recovery period 

(bumetrizole伊oupat250m砂g)
Female No. 

,
4
8
1
'
 

F03371 

F03372 

F03373 

F03374 

F03375 

F03376 

Number of females 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 36-2 (Continued) Individual blood chemical examination of female rats on termination of recovery period 

(bumetrizolegroupat250m砂g)
Female No. A/G 

,
4
0
0
2
,
 

F03371 

F03372 

F03373 

F03374 

F03375 

F03376 

Number offemales 
Mean 

S.D. 
Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
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Appendix 36-2 (Continued) Individual blood chemical examination of female rats on termination of recovery period 

(bumetrizole巴oupat250m述g)
Female No. 

,
4
8
3
,
 

F03371 

F03372 

F03373 

F03374 

F03375 

F03376 

Number of females 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
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Appendix 36-2 (Continued) Individual blood chemical examination offemale rats on termination of recovery period 

(bumetrizolegroupat250m砂g)
Female No. 

F03371 

F03372 

F03373 

F03374 

F03375 

F03376 

Number of females 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

Na 

叫
141.3 
142.9 
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Appendix 36-3 Individual blood chemical examination of female rats on termination of recovery period 

(bumetrizolegroupat 1000mug) 
Female No. 

,
4
8
5
,
 

F04471 

F04472 

F04473 

F04474 

F04475 

F04476 

Number of females 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 

AST 

IU/L 
87.7 

66.2 

77.3 

74.9 

72.9 

74.2 ． 
6 
75.5 

7.0 

ALT 
IU/L 
31.9 

25.6 

24.8 

36.1 

27.9 

20.2 ...:... 
6 

27.8 

5.6 

ALP 
IU/L 
127.3 

106.0 
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Appendix 36-3 (Continued) Individual blood chemical examination of female rats on termination ofrecovery period 

(bumetrizolegroupat looomgkg) 
Female No. A/G 

,
4
8
6
,
 

F04471 

F04472 

F04473 

F04474 

F04475 

F04476 

Number of females 
Mean 

S.D. 

Significance 

Statistical method 

DU: Analysis by Dunnett's test. 

TP 

dL 
n’ 

6.68 

6.68 

6.00 

6.32 

6.06 

5.75 ． 
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6.25 

0.38 

Alb 
『dL. 
3.83 

3.96 

3.32 

3.44 

3.62 

3.21 
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0.29 
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1.46 
1.24 
1.20 
1.49 
1.26 
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1.33 
0.12 
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Appendix 36-3 (Continued) Individual blood chemical examination offemale rats on termination of recovery period 

(bumetrizole『°upat1000m炉g)
Female No. 

,
4
8
7
,
 

F04471 

F04472 

F04473 

F04474 

F04475 

F04476 

Number of females 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 
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Appendix 36-3 (Continued) Individual blood chemical examination offemale rats on termination ofrecovery period 

(bumetrizolegroup at 1000m砂g)
Female No. 

F04471 

F04472 

F04473 

F04474 

F04475 

F04476 

Number offemales 
Mean 

S.D. 

Significance 
Statistical method 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

疇
143.6 

142.6 

141.5 
144.4 
145.3 ...:... 
6 
143.3 

1.4 
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Study No. 100624 

Appendix 37-1 Individual necropsy findings of male rats on termination of administration period 

Control grou 
Male No. 
M01101 
MOII02 
MOII03 

M01104 
MOl 105 
MOl 106 

Dead or alive 
Alive 
Alive 
Alive 

Alive 
Alive 
Alive 

Co~ulation 
Copulation 
Copulation 
Copulation 

Copulation 
Copulation 
Co.eulation 

Fertilization or non-fertilization 
Fertilization 
Fertilization 
Fertilization 

Fertilization 
Fertilization 
Fertilization 

Day ofnecropsy 
Day 43 of administration 
Day 43 of administration 
Day 43 of administration 

Day 43 of administration 
Day 43 of administration 
Dai: 43 of administration 

Findings 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Epididymis: Yellowish white nodule, left cauda 
Other organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole orians and tissues: Normal 

,
4
8
9
,
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Appendix 37-2 Individual necropsy findings of male rats on termination of administration period 

(bumetrizole肛°upat62.5 mgkg) 
~ulation 
M0220 I Alive Copulation 
M02202 Alive Copulation 
M02203 Alive Copulation 
M02204 Alive Copulation 
M02205 Alive Copulation 
M02206 Alive Co,eulation 

Fertilization or non-fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 

Day ofnecropsy 
Day 43 of administration 
Day 43 of administration 
Day 43 of administration 
Day 43 of administration 
Day 43 of administration 
Da_l 43 of administration 

Findings 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Norn叫
Whole organs and tissues: Normal 
Wholeo~且~sand tissues: Normal 

,
4
9
0
,
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Appendix 37-3 Individual necropsy findings of male rats on tennination of administration period 

(bumetrizole肛°upat250m叫g)
~ulation 
M03301 Alive Copulation 
M03302 Alive Copulation 
M03303 Alive Copulation 
M03304 Alive Copulation 
M03305 Alive Copulation 
M03306 Alive Co_Eulation 

Fertilization or non-fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 

Day ofnecropsy 
Day 43 of administration 
Day 43 of administration 
Day 43 of administration 
Day 43 of administration 
Day 43 of administration 
Dai: 43 of administration 

Findings 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole or~ans and tissues: Normal 

,
4
9
1
,
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Appendix 37-4 Individual necropsy findings of male rats on termination of administration period 

(bumetrizolegroup at l000m述g)
~ulation 
M04401 Alive Copulation 
M04402 Alive Copulation 
M04403 Alive Copulation 
M04404 Alive Copulation 
M04405 Alive Copulation 
M04406 Alive Co_eulation 

Fertilization or non-fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 

Day ofnecropsy 
Day 43 of administration 
Day 43 of administration 
Day 43 of administration 
Day 43 of administration 
Day 43 of administration 
Dai 43 of administration 

旦
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole o~且~sand tissues: Normal 

,
4
9
2
,
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Appendix 38-1 Individual necropsy findings of female rats on termination of administration period 

(Control秤OU
Female No. 

FOi 151 
FOll52 

FOll53 

FOll54 

FOi 155 
FOi 156 
FOi 157 
FOll58 

FOll59 

FOi 160 
FOi 161 
FOi 162 

Dead or alive 

Alive 

Alive 

Alive 
Alive 

Alive 

Alive 

Alive 

Alive 

Alive 

Alive 

Alive 
Alive 

Copulation ornon-C0叫ation
Copulation 
Copulation 
Copulation 
Copulation 
Copulation 
Copulation 
Copulation 
Copulation 
Copulation 
Copulation 
Copulation 
Co,eulation 

Pre~ 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Non-pregnancy 
Pregnancy 
Pregnancy 
Pre迎

Day ofnecropsy 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 oflactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 25 after copulation 
Day 7 of lactation 
Day 7 of lactation 
Da.t 7 of lactation 

Findings 
Whole organs and tissues: Nonnal 
Whole organs and tissues: Nonna! 
Whole organs and tissues: Nonna! 
Whole organs and tissues: Nonnal 
Whole organs and tissues: Nonna! 
Whole organs and tissues: Nonna! 
Whole organs and tissues: Nonna! 
Whole organs and tissues: Nonna! 
Whole organs and tissues: Nonnal 
Whole organs and tissues: Nonnal 
Whole organs and tissues: Nonnal 
Whole o~且ansand tissues: Nonna! 

,
4
9
3
,
 



Study No. l 00624 

Appendix 38-2 Individual necropsy findings offemale rats on termination of administration period 

(bumetrizole『°upat62.5m炉g)
F~ulation 
F0225 l Alive Copulation 
F02252 Alive Copulation 
F02253 Alive Copulation 
F02254 Alive Copulation 
F02255 Alive Copulation 
F02256 Alive Copulation 
F02257 Alive Copulation 
F02258 Alive Copulation 
F02259 Alive Copulation 
F02260 Alive Copulation 
F0226 l Alive Copulation 
F02262 Alive Co£ulation 

Pre~ 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pre辿

Day ofnecropsy 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 oflactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Dai 7 of lactation 

Findings 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Norn叫
Whole o~且ansand tissues: Normal 

,
4
9
4
,
 



Study No. 100624 

Appendix 38-3 Individual necropsy findings of female rats on tennination of administration period 

(bumetrizolegroupat250m砂g)
F~ulation 
F0335l Alive Copulation 
F03352 Alive Copulation 
F03353 Alive Copulation 
F03354 Alive Copulation 
F03355 Alive Copulation 
F03356 Alive Copulation 
F03357 Alive Copulation 
F03358 Alive Copulation 
F03359 Alive Copulation 
F03360 Alive Copulation 
F0336l Alive Copulation 
F03362 Alive Co_eulation 

Pre秤ancyornon-pre秤ancy
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pre紐

Day ofnecropsy 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 oflactation 
Da_l 7 oflactation 

Findings 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole or1ans and tissues: Normal 

,
4
9
5
,
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Appendix 38-4 Individual necropsy findings of female rats on termination of administration period 

(bumetrizole伊oupat1000m述g)
F~ulation 
F04451 Alive Copulation 
F04452 Alive Copulation 
F04453 Alive Copulation 
F04454 Alive Copulation 
F04455 Alive Copulation 
F04456 Alive Copulation 
F04457 Alive Copulation 
F04458 Alive Copulation 
F04459 Alive Copulation 
F04460 Alive Copulation 
F04461 Alive Copulation 
F04462 Alive Co£ulation 

Pre~ 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 
Pregnancy 

Non-~ 

Dayofnecropsy 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Day 7 of lactation 
Da~ulation 

Findings 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole or_&ans and tissues: Normal 

,
4
9
6
,
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Appendix 39-1 Individual necropsy findings of male rats on tennination of recovery period 

(Control grou 
Male No. 
MOI 107 
M01108 
MOI 109 
MOlllO 
MOll 11 
MOI 112 

Dead or alive 
Alive 
Alive 
Alive 
Alive 
Alive 
Alive 

Co~ulation 
Copulation 
Copulation 
Copulation 
Copulation 
Copulation 
Co£ulation 

Fertilization or non-fertilization 
Fertilization 
Fertilization 
Non-fertilization 
Fertilization 
Fertilization 
Fertilization 

Day ofnecropsy 
Day 15 of recovery 
Day 15 of recovery 
Day 15 of recovery 
Day 15 of recovery 
Day 15 of recovery 
Day 15 ofrecovew 

Findings 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole orians and tissues: Normal 

,
4
9
7
,
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Appendix 39-2 Individual necropsy findings of male rats on termination of recovery period 

(bumetrizolegroup at62.5 m砂g)
~ulation 
M02207 Alive Copulation 
M02208 Alive Copulation 
M02209 Alive Copulation 
M02210 Alive Copulation 
M022 l l Alive Copulation 
M02212 Alive Co,eulation 

Fertilization or non-fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 

Dayofnecropsy 
Day 15 of recovery 
Day 15 of recovery 
Day 15 ofrecovery 
Day 15 of recovery 
Day 15 of recovery 
Day 15 ofrecovew 

Findings 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole or~ans and tissues: Normal 

,
4
9
8
,
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Appendix 39-3 Individual necropsy findings of male rats on tern血ationof recovery period 

(bumetrizolegroupat250m沖g)
~ulation 
M03307 Alive Copulation 
M03308 Alive Copulation 
M03309 Alive Copulation 
M033 l O Alive Copulation 
M033 l l Alive Copulation 
M03312 Alive Co_eulation 

Fertilization or non-fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 

Day ofnecropsy 
Day l 5 of recovery 
Day l 5 ofrecovery 
Day l 5 of recovery 
Day l 5 of recovery 
Day l 5 of recovery 
Day l5 ofrecoveり

Findings 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole or_&ans and tissues: Normal 

,
4
9
9
,
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Appendix 39-4 Individual necropsy findings of male rats on termination of recovery period 

(bumetrizole肛oupat1000m砂g)
~ulation 
M04407 Alive Copulation 
M04408 Alive Copulation 
M04409 Alive Copulation 
M04410 Alive Copulation 
M04411 Alive Copulation 
M04412 Alive Co.eulation 

Fertilization or non-fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 
Fertilization 
Non-fertilization 

Dayofnecropsy 
Day 15 ofrecovery 
Day 15 of recovery 
Day 15 of recovery 
Day 15 of recovery 
Day 15 of recovery 
Day l5 0frecovew 

Findings 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole orians and tissues: Normal 

,
5
0
0
,
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Appendix 40-1 Individual necropsy findings of female rats on tcnnination of recovery period 

(Contml秤oup)
Female No. 
F01171 
FOl 172 
F01173 
FOl 174 
FOl 175 
FOl 176 

Dead or alive 
Alive 
Alive 
Alive 
Alive 
Alive 
Alive 

Dayofnecropsy 
Day 15 of recovery 
Day 15 of recovery 
Day 15 of recovery 
Day 15 of recovery 
Day 15 of recovery 
Day 15 ofrecoveり

旦
Whole organs and tissues: Nonna! 
Whole organs and tissues: Nonna! 
Whole organs and tissues: Nonna! 
Whole organs and tissues: Nonna! 
Whole organs and tissues: Nonna! 
Wholeo滋!lllSand tissues: Nonna! 

,
5
0
1
,
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Appendix 40-2 Individual necropsy findings of female rats on termination of recovery period 

(bumetrizole秤Oupat250m祉g)
Female No. Dead or alive 
F03371 Alive 
F03372 Alive 

F03373 Alive 
F03374 Alive 
F0337S Alive 
F03376 Alive 

Dayofnecropsy 
Day 15 of『ecovery
Day 1 S of recovery 
Day 1 S of recovery 
Day 1 S of recovery 
Day 1 S of recovery 
Day 15 0frecovew 

Findings 
Whole organs血dtissues:Normal
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Wholeo~些!fflSand tissues: Normal 

,
5
0
2
,
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Appendix 40-3 Individual necropsy findings offcmale rats on termination of recovery period 

(bumetrizoic『°upat1000m砂g)
Female No. Dead or alive 
F04471 Alive 
F044 72 Alive 
F044 73 Alive 
F04474 Alive 
F04475 Alive 
F04476 Alive 

Dayofnccropsy 
Day 15 of recovery 
Day 15 of recovery 
Day 15 of recovery 
Day 15 of recovery 
Day 15 of rccovc巧
Day 15 ofrccoveゥ

--

Findings 
Whole organs and tissucs:Noimai 
Whole organs and tissues: Normal 
Whole organs and tissues: Normal 
Whole organs and tissues; Normal 
Whole organs and tissues: Normal 
Whole o~墜~sand tissues: Normal 

,
5
0
3
,
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Appendix 41-1 Individual organ weights of male rats on tennination of administration period 

(Controlgroul 
Male No. 

MOl 101 
MOI 102 

M01103 
M01104 
M01105 

MOI 106 
Number of males 
Mean 

S.D. 

Body 
wei仲t(g)
486 
412 
448 

455 
457 
493 
6 

459 
29 

Brain 
(g) (g%) 
2.03 0.42 
1.99 0.48 

2.06 0.46 
2.18 0.48 
2.11 0.46 
2.27 0.46 
6 6 

2.11 0.46 

0.10 0.02 

Pitui国
(mg) (mg%) 
12.4 2.6 
12.9 3.1 
15.l 3.4 
16.l 3.5 
13.6 3.0 
1 6.3 3. 3 
6 6 
14.4 3.2 
l. 7 0.3 

Th炉°ids
(mg) (m炉lo)
22.S 4.6 

2 3. 5 5. 7 
16.6 3.7 
18.2 4.0 
18.4 4.0 
29.2 S.9 
6 6 
21.4 4.7 
4.7 0.9 

Th”lus 
(mg) (m炉lo)
306 63 
168 41 
272 61 

204 45 
250 55 
261 53 

6 6 
244 53 

50 9 

Heart 

(g) (g%) 
1.38 0.28 
1.24 0.30 

1.34 0.30 
1.45 0.32 
1.28 0.28 

l丹―弓
1.37 0.30 
0.11 0.02 

Liver 

(g） （炉％）
10.69 2.20 
10.01 2.43 

11.23 2.51 
11.39 2.50 
11.84 2.59 
11.86 2.41 
6 6 
11.17 2.44 
0.71 0.13 

Spleen 
(g)(g%) 
0.72 0.15 
0.66 0.16 
0.61 0.14 
0.76 0.17 
0.69 0.15 
0.85 0.17 

6 6 
0.72 0.16 
0.08 0.01 

- Kidncys 
(g) (炉/o)
2.71 0.56 

2.69 0.65 
2.98 0.67 
3.13 0.69 
2.93 0.64 
3.39 0.69 

6 6 
2.97 0.65 
0.26 0.05 
(Continued) 
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Study No. 100624 

Appendix 41-1 (Continued) Individual organ weights of male rats on tennination of administration芦riod

(Control秤OU|

Male No. 

MOIIOI 

M01102 

MOJ103 

MOl104 

M01105 

M01106 
Number of males 

Mean 

S.D. 

Adrenals 

(mg) (m炉‘)
60.3 12.4 
59.3 14.4 

62.0 13.8 

62.8 13.8 
58.5 12.8 
78.3 15.9 

6 6 
63.5 13.9 

7.4 1.2 

Testes 

(g) (g%) 
3.53 0.73 

3.17 0.77 

2.96 0.66 

3.23 0.71 

3.42 0.75 
3.65 0.74 

6 6 

3.33 0.73 

0.25 0.04 

EPidid四ides
（g) （炉）
1.31 0.27 

1.24 0.30 
1.14 0.25 
1.37 0.30 

1.26 0.28 
l.39 0.28 

6 6 

1.29 0.28 
0.09 0.02 

,
5
0
5
,
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Appendix 41-2 Individual organ weights of male rats on tennination of administration period 

(bumetrizole肛oupat62.5m砕g)
Male No. Body 

we迫止追L
444 
445 

473 
458 
506 
439 

6 
461 
25 

M0220I 
M02202 
M02203 
M02204 
M02205 
M02206 
Number of males 
Mean 
S.D. 
Significance 
Statistical method DU 

DU: Analysis by Dunnett's test. 

Brain 

(g) (g%) 
2.02 0.45 

2.07 0.47 
2.26 0.48 

2.01 0.44 
2.15 0.42 

2.1~ 
6 6 
2.12 0.46 
0.10 0.03 

Pitui国
(mg) (m¢/o) 
11.1 2.5 
10.9 2.4 
11.5 2.4 
12.8 2.8 
16.0 3.2 
1 5. 4 3. 5 
6 6 
13.0 2.8 
2.2 0.5 

Th秤oids

(mg) (m炉6)
20.9 4.7 
21.6 4.9 
21.8 4.6 
27.9 6.1 

21.1 4.2 
22.6 5. I 
6 6 

22.7 4.9 
2.6 0.6 

Th沖US'
(m8) (mg%) 
282 64 
256 58 
372 79 
194 42 

437 86 
170 39 
6 6 
285 61 
103 19 

Heart 

(8) (§吟
1.68 0.38 
1.31 0.29 
1.57 0.33 
1.59 0.35 

1.64 0.32 
1.35 0.31 

6 6 
1.52 0.33 
0.16 0.03 

Liver 

(g)(g%) 
10.38 2.34 
11.14 2.50 
12.59 2.66 

I 1.03 2.41 
12.77 2.52 
10.35 2.36 

6 6 
11.38 2.47 
1.06 0.12 

Spleen 
（g) （炉ん）
0.80 0.18 

0.64 0.14 
0.72 0.15 

0.63 0.14 
0.93 0.18 
0.56 0.13 
6 6 
0.71 0.15 

0.13 0.02 

kidneys 
（g)（炉）
2.79 0.63 
2.60 0.58 
3.05 0.64 

2.98 0.65 
2.84 0.56 
2.88 0.66 
6 6 
2.86 0.62 

0.16 0.04 

DU DU DU DU DU DU DU DU DU DU DU DU DU DU 
,
5
0
6
-

DU DU 
(Continued) 
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Appendix 41-2 (Continued) Individual organ weights of male rats on tennination of administration period 

(bumetrizolewoupat62.5m砂g)
Male No. Adrenals 

(mg) (mg%) 
5 5. 5 1 2. 5 
67.6 15.2 

S2.9 11.2 

72.9 15.9 

69.4 13.7 

54. l)  2.3 

6 6 
62.1 13.S 

8.9 1.8 

M02201 

M02202 

M02203 

M02204 

M02205 

M02206 

Number of males 
Mean 

S.D. 
Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

--

Testes 
（g) （炉）
2.84 0.64 

2.92 0.66 

3.39 0.72 

3.73 0.81 

3.68 0.73 
3.29 0.75 

6 6 
3.31 0.72 

0.37 0.06 

Epidid沖ヽides

（g) （炉）
1.18 0.27 
1.11 0.25 
1.28 0.27 

1.24 0.27 

1.45 0.29 

l.29 0.29 

6 6 
1.26 0.27 

0.12 0.02 

DU DT DU DU DU 

,
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Appendix 41-3 Individual organ weights of male rats on tcnnination of administration period 

(bumctrizolcW°upat250mukg) 
Male No. Body 

wei炉t(g)
456 
466 
455 
455 

475 
437 

6 
457 
13 

MO3301 
M03302 
M03303 
M03304 

M03305 
M03306 
Number of males 
Mean 
S.D. 
．． 
Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 

Brain 

(g) (g%) 
2.06 0.45 
2.15 0.46 
2.22 0.49 

2.11 0.46 
2.14 0.45 
2.11 0.48 
6 6 
2.13 0.47 

0.05 0.02 

Pitui国

(mg) (m§勾
12.7 2.8 
13.2 2.8 
13.1 2.9 
12.6 2.8 

11.3 2.4 
12.4 2.8 
6 6 
12.6 2.8 
0.7 0.2 

Th秤°ids
(mg) (m¢/o) 
27.3 6.0 
18.7 4.0 
19.4 4.3 
22.8 5.0 

16.1 3.4 
19.9 4.6 

6 6 
20.7 4.6 
3.9 0.9 

Th”lus9999999 

(mg) (m§%) 
213 47 
181 39 
231 51 
247 54 

199 42 
298 68 
6 6 
228 50 
41 10 

Heart 

（g)（炉）
1.25 0.27 
1.43 0.31 
1.47 0.32 
1.36 0.30 
1.39 0.29 

弓一号
1.39 0.30 
0.08 0.02 

Liver 

（g) （炉lo)
10.58 2.32 
11.93 2.56 
10.80 2.37 
11.67 2.56 
12.46 2.62 
9.96 2.28 
6 6 
11.23 2.45 

0.94 0.15 

-splecn 
(g） （炉ん）
0.62 0.14 
0.86 0.18 
0.78 0.17 

0.71 0.16 
0.91 0.19 
0.75 0.17 
6 6 
0.77 0.17 
0.10 0.02 

--Kidncys 
(g) (炉/o)
2.81 0.62 
3.19 0.68 
3.06 0.67 

2.80 0.62 
3.15 0.66 
2.88 0.66 
6 6 
2.98 0.65 
0.17 0.03 

DU DU DU DU DU DU DU DU DU DU DU DU DU DU 
,
5
0
8
,
 

DU DU 
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Appendix 41-3 (Continued) Individual organ weights of male rats on termination of administration period 

(bumetrizole臣°upat250m炉g)
Male No. Adrenals 

(me) (m炉6)
32.4 7.1 
64.1 13.8 

67.9 14.9 

70.2 15.4 

62.9 13.2 

58.0 13.3 

6 6 
59.3 13.0 

13.8 3.0 

M0330l 

M03302 
M03303 

M03304 

M0330S 
M03306 

Number of males 
Mean 

S.D. 

Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

Testes 

(g) (g%) 
3.48 0.76 
3.51 0.75 

3.41 0.75 

3.34 0.73 

3.51 0.74 

3.55 0.8 1 
6 6 

3.47 0.76 
0.08 0.03 

EPidid汗ides
(g) (s%) 
1.16 0.25 

1.38 0.30 

1.19 0.26 
1.24 0.27 

1.46 0.31 
1.33 0.30 
6 6 

1.29 0.28 

0.12 0.02 

DU DT DU DU DU 

,
5
0
9
,
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Appendix 41-4 Individual organ weights of male rats on termination of administration period 

(bumetrizole groupat 1000m秤8)
Male No. Body 

wei~ 
455 
446 
481 
467 
442 

474 
6 

461 
16 

M0440i 
M04402 
M04403 
M04404 
M04405 

M04406 
Number of males 
Mean 
S.D. 
．． 
Significance 
Statistical method DU 

DU: Analysis by Dunnett's test. 

Brain 

(g) (g%) 
2.05 0.45 
1.93 0.43 
2.05 0.43 
2.16 0.46 

2.10 0.48 
2.06 0.43 

6 6 
2.06 0.45 
0.08 0.02 

Pitui国｛

(mg) (m炉ん）
13.0 2.9 
10.9 2.4 
9.4 2.0 
13.0 2.8 

13.4 3.0 
14.7 3.1 
6 6 
12.4 2.7 
1.9 0.4 

Th沖°ids
(mg) (m¢/o) 
17.4 3.8 
15.4 3.5 
18.1 3.8 
22.0 4.7 
20.2 4.6 
20.7 4.4 
6 6 
19.0 4.1 
2.4 0.5 

Th汗 US

(mg) (m炉1o）
168 37 
111 25 
208 43 
343 73 
254 57 

210 44 
6 6 

216 47 
79 17 

Heart 

(g)(g%) 
1.34 0.29 
1.42 0.32 
1.45 0.30 
1.55 0.33 
1.45 0.33 

1.6~ 
6 6 
1.47 0.32 

0.09 0.02 

Liver 

(g) (炉/o)
10.71 2.35 
11.97 2.68 
12.31 2.56 
10.75 2.30 
11.06 2.50 
11.82 2.49 
6 6 

11.44 2.48 
0.68 0.14 

Spleen 
(9) (炉/o)
0.77 0.17 
0.48 0.11 
0.70 0.15 
0.66 0.14 
0.69 0.16 

0.69 0.15 
6 6 

0.67 0.15 
0.10 0.02 

kidneys 
（g) （炉）
3.10 0.68 
2.69 0.60 
2.66 0.55 
3.38 0.72 
3.03 0.69 
3. 12 0.66 
6 6 

3.00 0.65 
0.28 0.06 

DU DU DU DU DU DU DU DU DU DU DU DU DU DU 

,
5
I
O
I
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Appendix41-4(Continued) Individual organ weights of male rats on tennination of administration period 

(bumetrizole groupat 1000m砂g)
Male No. Adrenals 

(mg) (m炉り
65.8 14.5 

51.5 I I.S 
62.8 13.1 

74.4 15.9 

68.7 15.5 

62.8 13.2 

6 6 
64.3 14.0 

7.6 I. 7 

M0440I 

M04402 

M04403 
M04404 

M04405 

M04406 

Number of males 
Mean 
S.D. 
．． 
Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

Testes 

（8) （炉）
3.20 0.70 
2.60 0.58 

3.49 0.73 

3.19 0.68 

3.32 0.75 

3.55 0.75 
6 6 

3.23 0.70 

0.34 0.06 

EFididymides 
(8) (g%) 
1.16 0.25 

I.I I 0.25 
1.28 0.27 
1.15 0.25 

1.27 0.29 

1.25 0.26 

6 6 
1.20 0.26 
0.07 0.02 

DU DT DU DU DU 
,

5

1

1

,
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Appendix 42-1 Individual organ weights offemale rats on tennination of administration period 

'Control臣oup)
Female No. 

,
5
1
2
,
 

FO)151 

F01152 
FOi 153 
F01154 
F01155 
FOi 156 
FOi 157 
FOll58 
FOi 159 
FOi 160 
FOi 161 
FOll62 

Number of females 
Mean 

S.D. 

Body Brain 
wei炉t(g) (g) (g%) 
284 1.94 0.68 
311 1.96 0.63 
343 1.98 0.58 
319 2.00 0.63 

281 1.91 0.68 
314 2.08 0.66 
326 2.00 0.61 

300 1.92 0.64 
Non-pregnancy 
316 1.92 
297 2.11 
283 1.85 
11 11 
307 1.97 
20 0.08 

0.61 
0.71 
0.65 
11 
0.64 

0.04 

Pitui国
(mg) (m炉ん）
17.3 6.1 

18.8 6.0 
16.3 4.8 
17.8 S.6 

18.9 6.7 
18.0 S.7 
22.2 6.8 
17.3 S.8 

22.0 
16.3 
15.5 ． 
II 
18.2 
2.2 

7.0 
5.5 
5 5 ....:.... 
11 
6.0 
0.7 

乃戸oids
(mg) (mg%) 
21.6 7.6 
20.9 6.7 
17.0 5.0 
20.1 6.3 
16.2 5.8 
19.8 6.3 
20.4 6.3 
16.9 5.6 

lS.7 
16.1 
16.8 
II 
18.3 
2.2 

s.o 
5. 4 

5 9 .....:..... 
II 
6.0 
0.8 

Thymus 
(mg) (m炉lo）
180 63 
398 128 
394 115 

278 87 
144 51 
263 84 

315 97 
300 100 

183 
301 

209 
11 
270 
84 

5
8
0
1
7
4
-
1
1
8
7
2
4
 

ー

Heart 

(g)(炉/o)
0.94 0.33 
1.04 0.33 
1.06 0.31 
1.16 0.36 
0.81 0.29 
1.10 0.35 

1.20 0.37 
1.09 0.36 

1.05 
1.00 

0.97 
11 

1.04 
0.11 

0.33 
0.34 

0.34 
11 
0.34 
0.02 

Liver 

(§) (g%) 
10.02 3.53 
8.89 2.86 
10.21 2.98 
9.10 2.85 
8.41 2.99 
9.82 3.13 

10.10 3.10 
9.31 3.10 

9.71 
8.77 
7.80 
11 

9.29 
0.77 

3.07 
2.95 
2.76 
II 

3.03 
0.20 

Splccn 
(g)(g%) 
0.66 0.23 
0.74 0.24 
0.74 0.22 
0.80 0.25 
0.48 0.17 
0.78 0.25 

0.85 0.26 
0.63 0.21 

0.63 
0.58 
0.54 
II 
0.68 
0.12 

0.20 
0.20 
0.19 
11 

0.22 
0.03 

kidneys 
（g)ばg%)
1.90 0.67 
1.93 0.62 
2.01 0.59 

1.97 0.62 
1.77 0.63 
2.10 0.67 

2.30 0.71 
2.17 0.72 

1.98 0.63 
1.93 0.65 
1.95 0.69 
11 11 

2.00 0.65 
0.14 0.04 
(Continued) 
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Appendix 42-1 (Continued) Individual organ weights offemale rats on termination of administration period 

(Control秤叫
Female No. 

,
5
l
3
,
 

F01151 

FOi lS2 
FOi lS3 
FOIIS4 

F01155 

FOi lS6 
FOi lS7 
FOIIS8 

FOIIS9 
FOi 160 
F01161 

FOi 162 
Number of females 

Mean 
S.D. 

マーマー・

Adrenals 

(mg) (m炒lo）
90.1 31.7 

70.7 22.7 
77.5 22.6 

70.8 22.2 

58.5 20.8 
94.7 30.2 

91.4 28.0 

79.2 26.4 
Non-pregnancy 
64.1 20.3 
74.) 24.9 

71.1 25.1 

11 11 
76.6 25.0 

11.5 3.8 

Ovaries 

(mg) (mg%) 
100.4 35.4 

94.7 30.5 

92.2 26.9 

116.9 36.6 
79.0 28.1 

95.4 30.4 

114.7 35.2 
81.7 27.2 

119.7 
87.5 

103.0 

11 

98.7 

13.9 

Uterus 

（g) （炉）
0.SO 0.18 

O.SO 0.16 

0.44 0.13 
O.Sl 0.16 

0.48 0.17 

0.51 0.16 

0.49 O.lS 
0.77 0.26 

37.9 
2 9. 5 

36.4 

11 

32.2 

4.1 

0.68 

0.58 

0.48 
11 

0.54 

0.10 

0.22 

0.20 

0.17 ． 
II 
0.18 
0.04 
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Appendix 42-2 Individual organ weights of female rats on termination of administration period 

,
5
1
4
,
 

(bumctrizole groupat62.5 m砂g)
Female No. Body 

wei~ 
301 

312 
302 

310 
294 
287 

324 
309 
292 
295 
270 

353 
12 
304 
21 

F02251 
F022S2 
F022S3 
F022S4 
F02255 
F022S6 
F022S7 

F022S8 
F022S9 
F02260 
F02261 

F02262 
Number of females 
Mean 
S.D. 
Significance 

Statistical method DU DU DU 

Significantly different from control group(': P<O.OS). 
DU: Analysis by Dunnett's test. 

Brain 

(g) (g%) 
1.99 0.66 
1.99 0.64 
2.01 0.67 
2.05 0.66 
1.87 0.64 

1.93 0.67 
2.02 0.62 
2.04 0.66 
1.94 0.66 
1.91 0.65 
1.90 0.70 
2.00 0.57 
12 12 
1.97 0.65 
0.06 0.03 

Pitui叩

(mg) (m炉1o)
13.9 4.6 
16.3 S.2 
20.3 6.7 
23.2 7.S 

17.7 6.0 
18.0 6.3 
19.9 6.1 
lS.O 4.9 
1 5.4 5.3 
21.0 7.1 

14.2 S.3 
1 9. 5 5. 5 
12 12 
17.9 S.9 
3.0 0.9 

Th'f'°ids 
(m9) (m炉り
20.6 6.8 

20.4 6.5 
17.7 5.9 

25.6 8.3 
18.3 6.2 
17.7 6.2 
19.7 6.1 
21.1 6.8 
16.1 5.5 
14.4 4.9 
11.9 4.4 
1 3.9 3.9 
12 12 
18.1 6.0 
3.7 1.2 

Th汗 US
(mg) (mg%) 
296 98 
338 108 
394 130 
387 125 
382 130 
185 64 
265 82 
378 122 
316 108 
315 107 
289 107 
382 l08 
12 12 
327 107 

63 19 
; 

Heart 

（g) （炉lo)
0.97 0.32 
1.02 0.33 

0.99 0.33 
1.00 0.32 

1.09 0.37 
0.91 0.32 
1.11 0.34 

0.92 0.30 
0.99 0.34 
0.94 0.32 
0.92 0.34 
1. 1 6 0.33 
12 12 
1.00 0.33 
0.08 0.02 

Liver 

（g) （炉lo)
9.48 3.15 
9.41 3.02 
9.82 3.25 
10.56 3.41 
8.44 2.87 
9.21 3.21 
11.11 3.43 
9.96 3.22 
8.64 2.96 
9.84 3.34 
7.74 2.87 
12.14 3.44 
12 12 
9.70 3.18 
1.19 0.21 

Spleen 
(8) (g%) 
0.61 0.20 
0.80 0.26 
0.72 0.24 
0.89 0.29 

0.55 0.19 
0.65 0.23 
0.89 0.27 
0.70 0.23 
0.70 0.24 
0.79 0.27 
0.67 0.25 
0.88 0.25 

12 12 
0.74 0.24 

0.11 0.03 

kidneys 
(g)(g%) 
1.91 0.63 
1.97 0.63 
2.05 0.68 
2.12 0.68 

1.88 0.64 
2.07 0.72 
2.12 0.65 
2.09 0.68 
1.84 0.63 
2.03 0.69 
2.02 0.75 
2.44 0.69 

12 12 
2.05 0.67 
O.IS 0.04 

DU DU DU DU DU DU DU DU DU DU DU DU DU DU 
(Continued) 
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Appendix 42-2 (Continued) Individual o『ganweights offemale rats on termination of administration period 

,
5
1
5
 -

(bumetrizole肛oupat62.5m沖g)
Female No. Adrenals 

(mg) (mg%) 
70. I 23.3 
83.2 26.7 
75.3 24.9 

74.2 23.9 

81.5 27.7 

79.1 27.6 

80.1 24.7 
72.0 23.3 

68.2 23.4 
68.0 23.1 
71.8 26.6 

83.8 23.7 

12 12 
75.6 24.9 

5.8 1.8 

F02251 

F02252 

F02253 

F02254 

F02255 

F02256 

F02257 

F02258 
F02259 
F02260 

F02261 

F02262 
Number of females 
Mean 

S.D. 

Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

Ovaries 

(m5)(mg%) 
77.8 25.8 
84.2 27.0 

98.4 32.6 

113.8 36.7 

83.8 28.S 

102.1 35.6 
99.8 30.8 

94.8 30.7 

97.1 33.3 

88.8 30.1 

82.S 30.6 

107.5 30.5 
12 12 

94.2 31.0 

I 1.0 3.2 

Uterus 

(g)(g%) 
0.54 0. 1 8 

0.53 0.17 

0.59 0.20 

0.62 0.20 

1.00 0.34 

0.46 0.16 

0.59 0.18 

0.50 0.16 

0.48 0.16 

0.54 0.18 

0.68 0.25 
0.50 0.14 

12 12 

0.59 0.19 

0.14 0.05 

DU DU DU DT DT 
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Appendix 42-3 Individual organ weights of female rats on tennination of administration period 

,
5
1
6
,
 

(bumetrizole秤°upat250m炉8)
Female No. Body 

wei且出趾
319 
317 
283 
299 
278 
277 
288 
350 
288 
293 
346 
298 
12 
303 
25 

F03351 
F03352 
F03353 
F03354 

F03355 
F03356 
F03357 
F03358 
F03359 
F03360 
F03361 
F03362 

Number of females 
Mean 
S.D. 
Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 

B『ain

（g) （た）
1.96 0.61 
2.18 0.69 
2.02 0.71 
2.00 0.67 
1.96 0.71 
2.17 0.78 
1.87 0.65 
2.15 0.61 
1.95 0.68 
1.94 0.66 
2.00 0.58 
1.96 0.66 
12 12 
2.01 0.67 
0.10 0.05 

Pituit町＇99
(mg) (m炉1o)
1 7.6 5.5 
17.7 S.6 
20.8 7.3 
19.2 6.4 

1 5.5 5.6 
17.6 6.4 
18.1 6.3 
19.1 5.5 
17.7 6.1 
18.6 6.3 
19.0 5.S 
14.S 4.9 
12 12 
18.0 6.0 
1.7 0.6 

----

9 9,.yoilds 
(mg) (m炉1o)
19.0 6.0 
16.0 5.0 
18.7 6.6 
16.8 5.6 

18.9 6.8 
19.5 7.0 
1 4.5 5.0 

1 9. 1 5.5 
15.0 5.2 
20.1 6.9 

19.7 5.7 
18.5 6.2 
12 12 
18.0 6.0 
1.9 0.7 

9, m,9999l.99999999 

(mg) (m§殉
224 70 
227 72 
177 63 
259 87 

305 110 
260 94 
261 91 

326 93 
222 77 
278 95 

393 114 
266 89 
12 12 
267 88 
56 15 

Heart 

（g) （炉lo）
1.05 0.33 
0.97 0.31 
0.98 0.35 
0.94 0.3 I 

0.97 0.35 
0.97 0.35 
0.93 0.32 

1.13 0.32 
0.92 0.32 
1.04 0.35 

1.19 0.34 
0.96 0.32 

12 12 
1.00 0.33 
0.08 0.02 

Liver 
（8) （た）
12.29 3.85 
10.98 3.46 
11.33 4.00 
8.46 2.83 

8.65 3.11 
9.39 3.39 
8.22 2.85 
11.41 3.26 
8.67 3.01 
9.77 3.33 

10.25 2.96 
9.96 3.34 
12 12 
9.95 3.28 
1.33 0.37 

Spleen 
9） （炉）
0.77 0.24 
0.88 0.28 
0.66 0.23 
0.63 0.21 
0.76 0.27 
0.81 0.29 
0.58 0.20 
0.98 0.28 
0.69 0.24 
0.74 0.25 
0.66 0.19 
0.78 0.26 
12 12 
0.75 0.25 
0.11 0.03 

kidneys 
(g) (g%) 
2.35 0.74 
1.96 0.62 
2.12 0.75 
1.78 0.60 
2.04 0.73 
1.96 0.71 
1.69 0.59 
2.26 0.65 
2.09 0.73 
2.17 0.74 
2.11 0.61 
2.01 0.67 
12 12 
2.05 0.68 
0.19 0.06 

DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU 
(Continued) 
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Appendix 42-3 (Continued) Individual organ weights of female rats on tennination of administration period 

,
5
l
7
I
 

(bumetrizole肛°upat250m砂g)
Female No. Adrenals 

(mg) (mg%) 
107.7 33.8 
69.7 22.0 

73.2 25.9 
67.3 22.5 
72.2 26.0 
69.S 25.1 
71.8 24.9 
90.9 26.0 

74.4 25.8 
78.0 26.6 
68.7 19.9 
84.9 28.S 
12 12 

77.4 25.6 
I 1.8 3.S 

F033SI 
F03352 

F03353 
F03354 
F03355 
F03356 
F03357 
F03358 

F03359 
F03360 
F03361 
F03362 

Number of females 

Mean 
S.D. 
Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

Ovaries 

(mg) (mg%) 
110.3 34.6 

95.S 30.1 
104.0 36.7 
82.3 27.5 
101.5 36.5 
102.8 37.1 
109.2 37.9 
102.7 29.3 

82.1 28.5 
107.7 36.8 
106.2 30.7 
94.4 31.7 
12 12 

99.9 33.1 
9.6 3.9 

Uterus 

(g) (g%) 
0.60 0.19 

0.60 0.19 
0.58 0.20 
0.54 0.18 
0..51 0.18 
0.61 0.22 
0.61 0.21 
0.50 0.14 

0.54 0.19 
0.54 0.18 
0.57 0.16 
0.58 0.19 
12 12 

0.57 0.19 
0.04 0.02 

DU DU DU DT DT 



Study No. 100624 

Appendix 42-4 Individual o『ganweights of female rats on termination of administration period 

,
5
1
8
,
 

(bumetrizolegroupat 1000m炉g)
Female No. Body Brain 

~ei~ 
367 2.00 0.54 
309 2.08 0.67 
275 2.12 0.77 
296 2.01 0.68 
270 1.92 0.71 

281 1.99 0.71 
328 1.90 0.58 
288 1.95 0.68 
305 1.84 0.60 
282 2.03 0. 72 

298 1.84 0.62 
Non-prcgnancy 
11 
300 
28 

F04451 
F04452 
F04453 
F04454 

F04455 
F04456 
F04457 
F04458 
F04459 
F04460 
F04461 
F04462 

Number of females 

Mean 
S.D. 
．． 
Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 

Pituit町

(mg) (m炉1o)
14.3 3.9 

19.0 6.1 
17.2 6.3 
15.2 S.I 

17.8 6.6 
14.9 5.3 
17.7 5.4 
18.1 6.3 
16.0 5.2 

15.1 5.4 
15.6 S.2 

Thyroids 
(mg) (mg%) 
19.6 5.3 
15.3 5.0 
19.9 7.2 
19.2 6.5 
13.4 5.0 
18.8 6.7 
21.2 6.5 
20.2 7.0 

16.9 5.5 
16.0 5.7 
15.9 5.3 

Th沖us
(mg) (m¢/o) 
312 85 
213 69 
204 74 
247 83 

272 101 
193 69 
372 113 
334 116 
212 70 
319 113 
247 83 

Heart 

(g) (炉/o)
1.01 0.28 
I.I I 0.36 
0.95 0.35 
1.16 0.39 

0.98 0.36 
0.98 0.35 
1.15 0.35 
1.01 0.35 
1.06 0.35 
0.97 0.34 

0.98 0.33 

11 
l.97 
0.09 

II 
0.66 
0.07 

11 
16.4 
1.6 

II 
5. 5 

0.8 

11 
17.9 
2. 5 

11 
6.0 

0.8 

11 
266 

60 

11 

89 
19 

11 
1.03 
0.08 

11 
0.35 
0.03 

Liver 
(g)(B%) 
10.00 2.72 

9.55 3.09 
8.67 3.IS 
10.17 3.44 

8.9S 3.31 
9.0S 3.22 
11.45 3.49 
8.94 3.10 
10.98 3.60 
9.42 3.34 

10.25 3.44 

II 
9.77 

0.89 

11 
3.26 

0.25 

Spleen 
(g) (g%) 
0.70 0.19 

0.66 0.21 
0.74 0.27 
0.64 0.22 

0.56 0.21 
0.64 0.23 
0.75 0.23 
0.69 0.24 
0.86 0.28 
0.74 0.26 
0.76 0.26 

11 
0.70 

0.08 

11 
0.24 

o.03 

kidncys 
(g) (g%) 
1.91 0.52 
2.10 0.68 
2.04 0.74 
2.17 0.73 

2.02 0.75 
1.79 0.64 
2.39 0.73 
1.93 0.67 
1.97 0.65 
1.97 0.70 
2.09 0.70 

II 
2.03 
0.16 

II 
0.68 

0.07 

DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU DU 
(Continued) 
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Appendix 42-4 (Continued) Individual organ weights of female rats on termination of administration period 

‘
5
1
9

、

(bumetrizole『oupat1000m砂g)
Female No. Adrenals 

(mg) (m炉lo)
73.4 20.0 

85. 5 27. 7 
78.4 28.5 

71.1 24.0 

68.1 2S.2 
71.2 25.3 

100.4 30.6 

78.6 27.3 

62.6 20.5 

70.9 25.1 

71.0 23.8 

Non•pre秤ancy
11 11 
7S.6 25.3 

10.2 3.2 

F04451 

F04452 

F04453 
F04454 

F04455 

F04456 

F04457 

F04458 

F04459 

F04460 

F04461 
F04462 

Numbe『offemales 
Mean 

S.D. 

Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

Ovaries 

(mg) (m炉lo)
121.0 33.0 
111.4 36.1 
115.6 42.0 

94.1 31.8 
100.0 37.0 

91.0 32.4 
99.2 30.2 
97.0 33.7 

99.0 32.5 

98.2 34.8 
112.5 37.8 

II 
103.5 

9.8 

UtCrus 
(g)(g%) 
0.47 0.13 
0.54 0.17 

0.52 0.19 
0.49 0.17 

0.82 0.30 

0.48 0.17 
0.60 0.18 

0.64 0.22 

0.55 0.18 

0.53 0.19 

0.54 0.18 

11 

34.7 

3.4 

II 

0.56 

0.10 

11 

0.19 

0.04 

DU DU DU DT DT 
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Appendix 43-1 Individual organ weights of male rats on tennination of recovery period 

Control炉°up)
Male No. 

MOl 107 

M01108 
M01109 
MOll lO 

MOllll 
M01112 
Number of males 
Mean 
S.D. 

紐
〗50
8
4
8
7
5
4
2
5
2
3
4
5
4
5
0
9
-
6
5
0
4
3
0

Brain 

（g) （炉）
2. 10 0.41 
2.09 0.43 
2.07 0.38 
2.15 0.41 
2.13 0.47 
2.20 0.43 
6 6 
2.12 0.42 
0.05 0.03 

Pituiぼ
(mg) (m炉lo,
12. l 2.4 
13.3 2.7 
14.3 2.6 
14.1 2.7 
12.5 2.8 
1 5. 4 3. o 
6 6 
13.6 2.7 

l.2 0.2 

Th'f'°ids 
(mg) (mg%) 
18.3 3.6 
16.2 3.3 
18.2 3.4 

2S.2 4.8 
24.9 5.5 
21.2 4.2 
6 6 
20.7 4.1 

3.8 0.9 

Th”lUS 

(mg) (m¢lo） 
260 5l 
207 43 
198 37 

244 47 
250 55 

埒一丹
262 52 
77 15 

Heart 

（g) （炉）
1.43 0.28 
1.79 0.37 
1.72 0.32 

1.48 0.28 
1.49 0.33 

三
1.55 0.31 
0.16 0.04 

Liver 

(g) (g%) 
12.20 2.40 
12.07 2.48 
13.66 2.52 
11.87 2.27 
10.85 2.39 
12.45 2.45 
6 6 
12.18 2.42 
0.91 0.09 

---Spl如n
(8)(g%) 
-0.83--0.16 
0.91 0.19 
0.75 0.14 
0.67 0.13 

0.67 0.15 
0.91 0.18 

6 6 
0.79 0.16 
0.11 0.02 

kidneys 
(g)(g%) 
2.62 0.52 

2.76 0.57 
3.01 0.56 
3.13 0.60 

3.02 0.67 
3.23 0.63 
6 6 
2.96 0.59 
0.23 o.os 
(Continued) 

,
5
2
0
,
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Appendix 43-1 (Continued) Individual organ weights of male rats on termination of recovery period 

(Control秤OUI
Male No. 

MOl107 
M01108 

M01109 
MOii 10 
MOllll 
MOl 112 
Number of males 

Mean 
S.D. 

Adrenals 

(mg) (mg%) 
62.6 12.3 

49.8 10.2 
S7.3 10.6 
S8.3 I I.I 
64.0 14.1 
·62.~ 
6 6 
S9.l 11.8 
S.3 1.4 

Testes 

(g) (ザ/o)
3.08 0.61 
3.26 0.67 
3.27 0.60 
3.43 0.66 
3.20 0.70 

3.22 0.63 
6 6 
3.24 0.65 
0.11 0.04 

Epidid沖idC5―
(g) (g%) 
1.20 0.24 

1.21 0.25 
1.40 0.26 
1.33 0.25 
1.27 0.28 
l.44 0.28 

6 6 
1.31 0.26 
0.10 0.02 

,
5
2
1

、
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Appendix 43-2 Individual organ weights of male rats on termination of recovery period 

(bumetrizole肛oupat62.5m述g)
Male No. Body 

wci~ 
473 
478 
508 
519 
532 
538 
6 

508 
27 

M02207 

M02208 
M02209 
M02210 
M0221l 
M02212 

Number of males 
Mean 
S.D. 
Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnen type mean rank test. 

Brain 

(g) (g%) 
2.08 0.44 
2.25 0.47 
2.05 0.40 
2.04 0.39 
2.06 0.39 
2. 1 1 0.39 

6 6 
2.10 0.41 
0.08 0.03 

—― Pitui叩

(mg) (m炉10)
14.1 3.0 

17.2 3.6 
13.8 2.7 
13.2 2.S 
15.0 2.8 
16.6 3. I 

6 6 
15.0 3.0 
1.6 0.4 

Th沢oids
(mg) (mg%) 
21.1 4.5 
26.9 5.6 
20.0 3.9 
28.4 5.5 
25.4 4.8 

31.~ 
6 6 
25.5 5.0 
4.2 0.7 

Th汗ms

(mg) (m『/o)
259 55 
315 66 

246 48 
221 43 
324 61 
179 33 
6 6 

257 51 
55 12 

Heart 

(g) (g%) 
1.29 0.27 
1.58 0.33 
1.54 0.30 
1.40 0.27 

1.30 0.24 
1.72 0.32 
6 6 
1.47 0.29 
0.17 0.03 

Liver 

（8) （炉）
11.43 2.42 
11.54 2.41 
12.15 2.39 
13.16 2.54 

13.69 2.57 
12.61 2.34 

6 6 
12.43 2.45 
0.90 0.09 

Spleen 
(g) (g%) 
0.67 0.14 

0.85 0.18 
0.69 0.14 

0.81 0.16 
0.78 0.15 
0.82 0.15 

6 6 

0.77 0.15 

0.o7 0.02 

kidneys 
(S)(g%) 
2.76 0.S8 

3.47 0.73 
3.04 0.60 
3.09 0.60 
3.19 0.60 
3.05 0.57 

6 6 
3.10 0.61 

0.23 0.06 

DU DU DU DU DU DU DU DU DU DU DU DU DU DU 
,
5
2
2
,
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Appendix 43-2 (Continued) Individual organ weights of male rats on tennination of recovery period 

(bumetrizole『°upat62.5m砂g)
Male No. Adrenals 

(mg) (mg%) 
47.7 JO.I 

67.0 14.0 

61.8 12.2 

45.8 8.8 

53.2 10.0 
67.0 12.5 

6 6 
57.1 11.3 
9.5 1.9 

M02207 

M02208 

M02209 

M02210 
M02211 

M02212 
Number of males 
Mean 

S.D. 

Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

Testes 

(g) (炉/o)
3.36 0.71 

3.94 0.82 
3.19 0.63 

2.82 0.54 

2.99 0.56 

3.88 0.72 

6 6 
3.36 0.66 
0.46 0.11 

Epidid沖lides

(g) (妙/o)
1.24 0.26 

1.33 0.28 

1.27 0.25 
1.34 0.26 
1.27 0.24 

l. 3 7 0. 2 5 

6 6 
1.30 0.26 

0.05 O.oI 

DU DT DU DU DU 

,
5
2
3
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Appendix 43-3 Individual organ weights of male rats on tennination of recovery period 

『
475488520548491-649437

M03307 

M03308 
M03309 

M03310 
M03311 
M03312 

Number of males 
Mean 
S.D. 
Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnctt type mean rank test. 

Brain 

(8) (g%) 
t.95 0.44 
2.07 0.44 
2.18 0.45 
2.09 0.40 

2.03 0.37 
2. t6 0.44 
6 6 
2.08 0.42 
0.08 O.Q3 

Pitui叩
(mg) (mg%) 
12.3 2.8 
12.8 2.7 
13.1 2.7 
16.8 3.2 

12.1 2.2 
13.7 2.8 

6 6 
13.S 2.7 
1.7 0.3 

, Thpoids 
(m§) (m§吟
18.4 4.2 
14.9 3.1 
24.0 4.9 

20.2 3.9 
22.5 4.1 
28. 1 5.7 

6 6 
21.4 4.3 
4.6 0.9 

Th汗 US

(mg) (m炉ん）
287 65 
243 SI 
273 56 

286 55 
373 68 
193 39 
6 6 

276 56 
59 10 

Heart 

(g) (g%) 
1.33 0.30 
1.53 0.32 
1.29 0.26 
1.39 0.27 
1.46 0.27 
1.69 0.34 
6 6 
1.45 0.29 
0.15 0.03 

Liver 

(g)(&%) 
9.86 2.24 

11.18 2.35 
10.96 2.25 
13.15 2.53 
14.20 2.59 
12.59 2.56 

6 6 
11.99 2.42 
1.60 0.16 

Splcen 
(g) (e吟
0.68 0.15 
0.60 0.13 
0.77 0.16 

0.94 0.18 
0.89 0.16 
0.74 0.15 

6 6 
0.77 0.16 
0.13 0.02 

kidneys 
(8)(炉/o)
2.41 o.ss 
2.81 0.59 
2.71 0.56 
3.09 O.S9 

3.06 O.S6 
3.01 0.61 

6 6 
2.85 0.58 
0.26 0.02 

DU DU DU DU DU DU DU DU DU DU DU DU DU DU 

,
5
2
4
,
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Appendix 43-3 (Continued) Individual organ weights of male rats on termination of recovery period 

(bumetrizole肛oupat250m砂g)
Male No. Adrenals 

(mg) (m炉6)
52.9 12.0 

45.9 9.7 

45.5 9.3 

52.2 10.0 

67.6 12.3 

5 4. 6 1 1. I 

6 6 

53.1 10.7 

8.0 1.3 

M03307 

M03308 

M03309 

M03310 

M03311 

M03312 

Number of males 
Mean 
S.D. ． 
Significance 
Statistical method DU 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

Testes 

(g) (§吟
3.34 0.76 

3.56 0.75 

4.24 0.87 

3.69 0.71 

3.33 0.61 

3.38 0.69 
6 6 

3.59 0.73 

0.35 0.09 

Epidid沖ides

（g) （炉lo）
I.IS 0.26 
I.SI 0.32 

1.53 0.31 
1.33 0.26 
1.31 0.24 
1.33 0.27 
6 6 

1.36 0.28 

0.14 0.03 

DU DT DU DU DU 

、5
2
5
,
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Appendix 43-4 Individual organ weights of male rats on tennination of recovery period 

(bumetrizolegroupat 1000m炉g)
Male No. Body 

wei~ 
534 
498 

450 
453 

504 
503 
6 

490 
33 

M04407 

M04408 
M04409 

M04410 
M04411 
M04412 

Number of males 
Mean 
S.D. 
Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

Brain 

（g) （た）
2.18 0.41 

2.13 0.43 
2.10 0.47 
2.11 0.47 
2.21 0.44 
2.04 0.41 

6 6 
2.13 0.44 
0.06 0.03 

Pituit叩

(mg) (m¢/o) 
14.5 2.7 
14.4 2.9 
13.3 3.0 
13.4 3.0 
13.9 2.8 

1 3. 4 2. 7 
6 6 
13.8 2.9 
0.5 0.1 

Thyroids 
(mg) (m¢/o) 
18.8 3.5 
20.4 4.1 
20.6 4.6 
21.4 4.7 
24.) 4.8 

1 9.4 3.9 
6 6 
20.8 4.3 
1.9 0.5 

Th沖 US

(mg) (mg%) 
240 45 

355 71 
308 68 
204 45 

252 50 
260 52 

6 6 
270 55 
54 11 

Heart 
(g) (¢lo) 
1.63 0.31 
1.36 0.27 
1.44 0.32 

1.37 0.30 
1.37 0.27 
1.45 0.29 

6 6 
1.44 0.29 
0.10 0.02 

Liver 

（S) （炉lo）
13.80 2.58 
13.64 2.74 
11.30 2.51 
10.41 2.30 
13.33 2.64 

12.0.L....112 
6 6 
12.42 2.53 

1.39 0.16 

Spleen 
(g)侶olo）
0.91 0.17 
0.80 0.16 
0.82 0.18 
0.72 0.16 
0.75 0.15 
0.62 0.12 
6 6 
0.77 0.16 

0.10 0.02 

kidneys 
（g) （炉lo)
3.24 0.61 
3.07 0.62 
2.78 0.62 
2.95 0.65 
3.05 0.61 
3.13 0.62 
6 6 
3.04 0.62 

0.16 O.ot 

DU DU DU DU DU DU DU DU DU DU DU DU DU DU 

,
5
2
6
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Appendix 43-4 (Continued) Individual organ weights of male rats on tennination of recovery period 

(bumetrizole『°upat1000m炉g)
Male No. Adrenals 

(mg) (m炉lo）
59.3 11.1 
48.7 9.8 
60.6 13.5 

56.4 12.5 

55.9 11.1 
57.4 l l.4 

6 6 
56.4 11.6 

4.2 1.3 

M04407 

M04408 

M04409 

M04410 

M04411 
M04412 
Number of males 
Mean 
S.D. 

Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

Testes 

（g) （炉lo）
3.51 0.66 

3.02 0.61 
3.30 0.73 

3.57 0.79 

3.20 0.63 
3.23 0.64 

6 6 
3.31 0.68 

0.21 0.07 

Epidid沖ide5―
（g) （た）
1.45 0.27 
1.16 0.23 
1.30 0.29 

1.41 0.31 

1.31 0.26 

当一号
1.33 0.27 
0.10 0,03 

DU DT DU DU DU 

,
5
2
7
,
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Appendix 44-1 Individual organ weights of female rats on tennination of recovery period 

(Contml秤°U
Female No. 

F01171 
F01172 
F01173 
FOl 174 
FOl 175 
FOi 176 

Number of females 
Mean 
S.D. 

細
〗
2
9
4
3
4
1
3
4
3
3
1
0
3
2
0
2
8
6
-
6
3
1
6
2
4

Brain 

（g) （炉）
l.88 0.64 
1.99 0.58 
1.92 0.56 

2.03 0.65 
2.07 0.65 

2.0..!....__Q1Q 
6 6 
1.98 0.63 

0.o7 0.05 

Pituiぽ
(mg) (m炉1o）
17.4 S.9 
18.1 5.3 

14.8 4.3 
19.2 6.2 
12.8 4.0 
19.S 6.8 
6 6 
17.0 S.4 

2.6 1.1 

n沖ids
(mg) (mg%) 
20.6 7.0 
23.7 7.0 
20.7 6.0 
14.8 4.8 
14.3 4.5 
19.9 7.o 
6 6 

19.0 6.1 
3.7 1.2 

Th汗 US

(mg) (m¢ん）
268 91 
329 96 

351 102 
245 79 
285 89 
340 119 
6 6 

303 96 
43 14 

Heart 

(g)(¢/o) 
0.85 0.29 
0.98 0.29 

1.05 0.31 
0.97 0.31 
0.98 0.31 
1.01 0.35 
6 6 

0.97 0.31 
0.0, 0.02 

Liver 

(g) (g%) 
6.86 2.33 
8.45 2.48 
8.21 2.39 
8.04 2.59 
8.25 2.58 
7.05 2.47 
6 6 

7.81 2.47 
0.68 0.10 

Spleen 
(g) (g%) 
0.46 0.16 
0.66 0.19 

0.54 0.16 
0.46 0.15 
0.67 0.21 
0.54 0.19 
6 6 
0.56 0.18 
0.09 0.02 

kidncys 
(g) (8%) 
1.80 0.61 
1.81 0.53 
2.02 0.59 
1.95 0.63 
2.05 0.64 

1.94 0.68 
6 6 
1.93 0.61 
0.10 0.05 
(Continued) 
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5
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Appendix 44-1 (Continued) Individual organ weights of female rats on termination of recovery period 

;Control W°UI 
Female No. 

F01171 
F01172 
F01173 

F01174 
F01175 

F01176 
Number of females 
Mcan 
S.D. 

Adrenals 

(mg) (mg%) 
63.2 21.S 
80.1 23.S 
85.2 24.8 
61.S 19.8 
74.S 23.3 
67.5 23.6 
6 6 
72.0 22.8 
9.S 1.8 

Ovaries 

(mg) (m炉6)
85.0 28.9 
92.7 27.2 
88.5 25.8 
73.8 23.8 

98.9 30.9 
75.8 26.5 

6 6 
85.8 27.2 
9.7 2.5 

Uterus 
(8)(g%) 
0.65 0.22 
0.85 0.25 
0.43 0.13 

0.49 0.16 
0.43 0.13 
0.38 0.13 
6 6 

0.54 0.17 

0.18 0.05 

,
5
2
9
,
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Appendix 44-2 Individual organ weights offemale rats on tennination of recovery period 

(bumetrimlc秤 upat250m砂g)
Female No. Body 

wc園1“
351 
300 
350 
295 

309 
330 
6 

323 
25 

F03371 
F03372 
F03373 

F03374 
F03375 

F03376 
Number of females 
Mean 

S.D. 
Significance 
Statistical method DU 

DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

Brain 

(g)(炉/o)
1.83 0.52 

2.10 0.70 
1.99 0.57 
2.11 0.72 

1.90 0.61 
2.19 0.66 

6 6 
2.02 0.63 
0.14 0.08 

Pitui叩
(mg) (m炉lo)
18.8 5.4 
16.4 5.5 
16.7 4.8 

20.5 6.9 
17.6 5.7 

19.~ 
6 6 
18.2 5.7 

1.6 0.7 

Thyoids 
(mg) (mg%) 
25.9 7.4 
12.3 4.1 

25.3 7.2 
20.7 7.0 
16.0 5.2 

14.9 4.5 
6 6 
19.2 5.9 

5. 7 1.5 

Th汗 US
(mg) (m炉10)
283 81 
305 102 
365 104 
236 80 
384 124 
380 115 
6 6 
326 101 
60 18 

Heart 

(g) (¢/o) 
1.17 0.33 
0.87 0.29 
0.96 0.27 
0.89 0.30 
0.90 0.29 
l.03 0.3 1 
6 6 
0.97 0.30 
0.11 O.o2 

Livcr 
(g) (ず/o)
8.27 2.36 
7.05 2.35 
7.70 2.20 
6.61 2.24 
7.58 2.45 

8.28 2.51 
6 6 
7.58 2.35 
0.66 0.12 

Splccn 
(g) (炉/o)
-0.5 7 0. 1 6 

0.48 0.16 
0.49 0.14 
0.54 0.18 
0.61 0.20 

0.71 0.22 
6 6 
0.57 0.18 
0.09 0.03 

kidncys ― 
(g)(g%) 
1.94 0.55 
1.74 0.58 

1.85 0.53 
1.82 0.62 
1.88 0.61 
2.06 0.62 
6 6 
1.88 0.59 
0.11 0.04 

DU DT DU DU DU DU DU DU DU DU DU DU DU DU 

,
5
3
0
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Appendix 44-2 (Continued) Individual organ weights of female rats on termination of recovery period 

(bumetrizole groupat250m炉紛
Female No. Adrenals 

(mg)(m炉lo)
67.9 19.3 
62.6 20.9 
58.0 16.6 
65.S 22.2 

63.6 20.6 
78. 1 23.7 

6 6 
66.0 20.6 
6.8 2.4 

F03371 
F03372 

F03373 
F03374 
F03375 

F03376 
Number of females 
Mean 

S.D. ．． 
Significance 
Statistical method DU DU DU DU 
Significantly different from control group(•: P<0.05). 
DU: Analysis by Dunnctt's test. 

Ovarics 
(mg) (m¢lo) 
72.S 20.7 
74.7 24.9 
73.6 21.0 
64.4 21.8 
82.2 26.6 
77.2 23.4 
6 6 

74.1 23.1 
S.9 2.3 
＊ ＊ 

,
5
3
1
'
 

Uterus 

(g) (g%) 
0.58 0.17 
0.50 0.17 
0.51 0.15 
0.77 0.26 
0.49 0.16 

0.87 0.26 
6 6 
0.62 0.20 
0.16 0.05 

DU DU 
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Appendix 44-3 Individual organ weights of female rats on termination of recovery period 

(bumetrizolc臣oupat1000m砂g)
Female No. Body 

we迫止追l
307 

297 
300 
303 
295 
317 
6 

303 
8 

F0447l 
F04472 
F04473 
F04474 
F04475 

F04476 
Number of females 

Mean 
S.D. 
Significance 
Statistical method DU 
DU: Analysis by Dunnett's test. 
DT: Analysis by Dunnett type mean rank test. 

Brain 

(g) (g%) 
2.02 0.66 

1.98 0.67 
2.03 0.68 
1.94 0.64 
1.99 0.67 

2.1~ 
6 6 
2.01 0.67 
0.06 0.01 

Pitui国

(mg) (m炉lo）
23.0 7.5 
14.5 4.9 
18.5 6.2 
18.3 6.0 
17.8 6.0 

20.1 6.3 
6 6 
18.7 6.2 

2.8 0.8 

Th沖oids

(mg) (m炉6)
19.8 6.4 
13.7 4.6 

17.3 5.8 
23.7 7.8 
14.0 4.7 

1 7.6 5.6 
6 6 

17.7 5.8 
3.7 1.2 

Th沖US

(mg) (m炉6)
291 95 
283 95 
224 75 
337 111 
249 84 
306 97 
6 6 

282 93 
40 12 

Heart 

（g) （炉）
I.OS 0.34 
0.94 0.32 
1.04 0.3S 
0.96 0.32 
0.94 0.32 
0.96 0.30 

6 6 
0.98 0.33 
o.os 0.02 

Liver 

(g) (g%) 
7.77 2.53 

7.02 2.36 
7.75 2.58 
7.64 2.52 
7.16 2.43 
7.33 2.3 1 
6 6 

7.45 2.46 
0.32 0.11 

Spleen 
(g) (g%) 
0.49 0.16 

0.53 0.18 
0.64 0.21 
0.64 0.21 
0.52 0.18 
0.72 0.23 

6 6 
0.59 0.20 
0.09 0.03 

kidneys 
(g) (g%) 
1.99 0.65 
1.73 0.58 

1.98 0.66 
2.06 0.68 
1.89 0.64 
1.90 0.60 
6 6 

1.93 0.64 
0.11 0.04 

DU DT DU DU DU DU DU DU DU DU DU DU DU DU 

・
 5
3
2

、

DU DU 
(Continued) 



Study No. 100624 

Appendix 44-3 (Continued) Individual organ weights offemale rats on tennination of recovery period 

(bumctrizole肛oupat]000m炉g)
Female No. Adrenals 

(mg) (m炉lo)
73.9 24.1 

71.1 23.9 
69.0 23.0 

68.7 22.7 

75.4 25.6 

69.0 21.8 

6 6 
71.2 23.5 
2.9 1.3 

F04471 

F04472 

F04473 
F04474 

F04475 

F04476 

Number of females 
Mean 
S.D. 
.. 
Significance 

Statistical method DU 
DU: Analysis by Dunnett's test. 

Ovaries 

(m6) (m¢/o) 
78.6 25.6 
80.5 27.1 
90.3 30.1 

66.8 22.0 
82.5 28.0 

80.8 25.5 

6 6 
79.9 26.4 

7.6 2.7 

Uterus 

(8) (¢/o) 
0.52 0.17 

0.53 0.18 

0.54 0.18 
0.64 0.21 

0.83 0.28 

0.52 0.16 
6 6 

0.60 0.20 

0.12 0.04 

DU DU DU DU DU 

,
5
3
3
,
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Appendix 45-1 Individual histopathological findings of male rats on tennination of administration period 

(Control炉oup)
Male No. 

MOllOI 

M01102 

Or2anffissue Findin 
Whole organs and tissues No abnonnality detected 
Epididymis Cellular infiltration, lymphoid cell：士
Other organs and tissues No abnonnality detected 
Whole organs and tissues No abnonnality detected 
Epididymis Granuloma, spennatic, lateral：士
Other organs and tissues No abnonnality detected 
Lung Accumulation, foam cell:士
Other organs and tissues No abnonnality detected 
Lung Accumulation, foam cell:士

~ detected 
Grade ofhistopathological findings:士：slight,+: mild, 2+: moderate, 3+: marked. 

MOl103 

MOII04 

MOl 105 

MOII06 

'
5
3
4
,
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Appendix 45-2 Individual histopathological findings of male rats on termination of administration period 

(bumetrizole伊oupat1000m炉g) --
Male No. Organ/fissue Findin 
M04401 Whole organs and tissues No abnonnality detected 
M04402 Lung Accumulation, foam cell:::I: 

Other organs and tissues No abnormality detected 
Whole organs and tissues No abnormality detected 
Whole organs and tissues No abnomヽalitydetected 
Jejunum Mineralization, Peyer's patch:士
Prostate Cellular infiltration, lymphoid cell:::I: 
Othe『organsand tissues No abnonnality detected 

M04406 Whole orszans and tissues No abnonnalitv detected 
Gradeofhistopathologicaltindings:::I:: slight,+: mild, 2+: moderate,3+: marked. 

M04403 
M04404 

M04405 

,
5
3
5
,
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Appendix 46-1 Individual histopathological findings of female rats on tennination of administration period 

(Control炉oup)
Female No. 
FOl 151 

Organ/fissuc Findings 
Spleen Hematopoi~：士
Other organs and tissues No abnonnality detected 
Spleen Hematopoiesis, extramedullary:士
Other organs and tissues No abnonnality detected 
Whole organs and tissues No abnornヽalitydetected 
Whole organs and tissues No abnonnality detected 
Spleen Hematopoiesis, extramedullary：士
Other organs and tissues No abnonnality detected 

FOi 156 Whole or11;ans and tissues No abnonnalitv detected 
Grade ofhistopathological findings:士：slight,+: mild, 2+: moderate, 3+: marked. 

FOll52 

FOi 153 
FOi 154 
FOll55 

,
5
3
6
,
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Appendix 46-2 Individual histopathological findings of female rats on termination of administration period 

(bumetrizolcW°upat looom炉g)
Female No. Or2anffissue Findin2s 

F0445 l Whole organs and tissues No abnormality detected 
F04452 Whole organs and tissues No abnormality detected 
F04453 Spleen Hcmatopoiesis, extramc:dullary::I: 

Other organs and tissues No abnormality detected 
Eyeball Dysplasia, retina, right::I: 
Other organs and tissues No abnormality detected 
Jejunum Mineralization, Pcyer's patch::I: 
Other organs and tissues No abnormality dc:tectc:d 

F04456 Whole or2ans and tissues No abnonnalitv detected 
Grade ofhistopathological findings::I::slight, +: mild, 2+: moderate, 3+: marked. 

F04454 

F04455 

,
5
3
7
,
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Appendix 47-1 Individual『eproductivefunctions of male rats and female rats 

・control OUl 
Administration 

Female 

No. 

pairin且

,
5
3
8
,
 

辛
I 7 14 
DDPEDDPEDDPEDD 

DPEDDPEDDPEDDP 

DDPEDDDDDDDDDD 

PEMDPEDDPEDDPE 

DPEDDPEDDPEDDP 

EDDPEMDPEDDPEM 

DDEMDPEDDDEDDP 

DPEDDPEDDPEDDP 

EMDPEMDPEMDPEM 

DPEDDPEDDPEDDP 

DPEDDPEDDPEDDP 

DDPEDDPEMDPEDD 

Malc 
No. 溶s

FOi ISi 

F01 152 
F01153 

FOl154 
FOI 155 
FOi 156 

FOi 157 
FOi 158 
FOi 159 

FOi 160 
F01161 

FOi 162 
Number of females 
Mean 
S.D. 
％ 

When estrus continued for 2 consecutive days or more, it was counted only once. 
a): Copulation index(%);(Number of pairs with successful copulation/number of pairs)x I 00. 
b): Fertility index(%);(Number of pregnant females/number of pairs with successful copulation)x I 00. 
P: Pro-estrus, E: Estrus, M: Meta-estrus, D: Di-estrus,+: Copulation. 

_r 
-e 
b
 
-Num
o
f
i
-
3
3
1
4
3
4
3
3
4
3
3
3
-
1
2
n
⑪
 

MOllOI 
MOl 102 
MOII03 
M01104 
M01105 

M01106 
MOl 107 
M01108 
MOl 109 
MOlllO 
MOllll 

MOl 112 

点
EDDP+ 

DD+ 

DDP+ 

EDDP+ 

DP+ 

EDDD+ 
EDDP+ 

DD+ 

EDDP+ 

EDDP+ 

P+ 

14 

Copulation 
(+) or 

non-copulation 
Q 

Pregnancy 
(+) or 

non-pregnancy 
Q 

Number of days 
till copulation 
after pairing 

+

+

+

+

+

+

+

+

+

+

+

+

-

2

 

+

+

+

+

+

+

+

+

 

-

+

+

+

-

1

1

 

1

4

2

3

4

2

4

4

2

4

4
ー＿
1
2
9
2

100.0 !} 91.7 b2 
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Appendix 47-2 Individual reproductive functions of male rats and female rats 

(bumetrizoleW°upat62.5 m炉g)
Administration-

Female 
No. 四

1 7 14 
EDDDEMDPEDDPEM 

PEMDPEMDPEIIDPE 

EDDPEMDPEMDPEM 

PEMDDEDDPEDDPE 

DDPEDDPEDDPEDD 

MDPEDDPEMDPEDD 

DPEIIDPEMDPEDDP 

DDPEDDPEDDPEDD 

EDDPEMDPEMDPEM 

EDDPEDDPEMDPEM 

DDPEDDPEDDPEMD 

DDPEDDPEDDPEMD 

r
 
e
 
b
 
m
r
u
l
4
4
4
4
3
3
3
3
4
4
3
3
-
1
2
5
3
 

Nuofest 

Male 
No. 

pairin五

,
5
3
9
,
 

F02251 
F02252 
F02253 
F02254 
F02255 
F02256 
F02257 
F02258 
F02259 
F02260 
F02261 
F02262 

Number of females 

Mean 
S.D. 

％ 

Significance 
Statistical method DU 
When estrus continued for 2 consecutive days or more, atwas counted only()nce. 
a): Copulation index (%);(Number of pairs with successful copulation/number ofpairs)x 100. 
b): Fertility index(%);(Number of pregnant females/number of pairs with successful copulation)x I 00. 
P: Pro-estrus, E: Estrus, M: Meta-estrus, D: Di-estrus,+: Copulation. 
DU: Analysis by Dunnett's test. 
CHI-2: Analysis by chi-square test(2x2). 
DT: Analysis by Dunnett type mean rank test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

M02201 
M02202 
M02203 
M02204 
M02205 
M02206 
M02207 
M02208 
M02209 
M02210 
M0221 l 
M02212 

I 
DP+ 

DDP+ 

DP+ 

DDD+ 
P+ 
P+ 

EDDP+ 

P+ 
DP+ 

DP+ 

P+ 

P+ 

D.!l:'.,S 
7 

＂ 

Copulation 
(+) or 
non-copulation 

旦

Pregnancy 
(+) or 
non-pregnancy 

旦

Number of days 
till copulation 
after pairing 

+

+

+

+

+

+

+

+

+

+

+

+

-

2

 

ー

+

+

+

+

+

+

+

+

+

+

+

+

-

2

 

ー

2
3
2
3
1
1
4
1
2
2
1
l
-
1
2
9
0
 100.0 al 100.0 bl 

UA CHI-2 DT 
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Appendix 47-3 Individual reproductive functions of male rats and female rats 

(bumetrizolegroupat250m秤g)
Administration 

Female 

No. 

,
5
4
0
,
 

昇I 7 14 
DDPEDDPEDDPEDD 

PEDDPEDDPEDDPE 

PEDDPEDDPEDDPE 

DPEDDPEDDPEDDP 

DDPEDDPEDDPEDD 

EDDPEDDPEMDPED 

DPEDDPEDDPEDDP 

DPEDDPEMDPEDDP 

PEDDPEMDPEDDPE 

DDPEDDPEDDPEDD 

DPEMDPEMDPEDDP 

PEDDPEDDPEDDPE 

r
 
c
 

b
 
m

t
r
u
-
3
4
4
3
3
4
3
3
4
3
3
4
-
1
2
以

3

-Nu
of
es 

Malc 

No. 

pairin五

F03351-
F03352 

F03353 

F03354 

F03355 

F03356 

F03357 

F03358 

F03359 

F03360 

F03361 

F03362 

Number of females 
Mean 

S.D. 
％ 

Significance 
Statistical method DU 

When estrus continued for 2 consecutive days or more, it was counted only once. 
a): Copulation index(%); (Number of pairs with successful copulation/number ofpairs)x l00. 
b): Fertility index(%);(Number of pregnant females/number of pairs with successful copulation)x t 00. 
P: Pro-estrus, E: Estrus, M: Meta-estrus, D: Di-estrus,+: Copulation. 
DU: Analysis by Dunnett's test. 
CHI-2: Analysis by chi-square tcst(2x2). 
DT: Analysis by Dunnett type mean rank test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

M0330f 
M03302 

M03303 

M03304 

M03305 

M03306 

M03307 

M03308 

M03309 

M03310 

M03311 

M03312 

甘
DDP+ 

DDP+ 

EDDP+ 

P+ 

DP+ 

EDDP+ 

EDDP+ 
DDP+ 

P+ 

EDDP+ 

DDP+ 

墜 S
7 14 

Copulation 
(+) or 

non-copulation 
り

Pregnancy 
(+) 0『

non-pregnancy 
Q 

--

Number of days 
till copulation 
after pairing 

+

+

+

+

+

+

+

+

+

+

+

+

-

2

 

ー

+

+

+

+

+

+

+

+

+

+

+

+

-

2

 

ー

1
3
3
4
1
2
4
4
3
1
4
3
-
1
2
8
2
 100.0 ~ 100.0 bl 
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Appendix 47-4 [ndividual reproductive functions of male rats and female rats 

(bumetrizole ~炉g)
Administration 

Female 

No. 

pairi呟

‘
5
4
1
'
 

昇l 7 14 
DPEDDPEMDPEDDP 

DDEDDPEDDPEDDP 

DPEDDPEMDPEDDP 

DDPEDDPEDDPEDD 

DDPEDDPEDDPEDD 

EDDDE),(DPEMDDED 

EDDPEDDPE),(DPEM 

EMDPEMDPEMDPEM 

DPEDDPEDDPEDDP 

DDPEDDPEDDPEDD 

EMDPEDDPE),(DPED 

DDPEDDDEDDDEDD 

Male 
No. 

F04451 

F04452 
F04453 
F04454 
F04455 
F04456 
F04457 
F044S8 
F04459 
F04460 

F04461 
F04462 

Number of females 
Mean 
S.D. 
％ 

Significance 

Statistical method DU 

When estrus continued for 2 consecutive days or more, it was counted only once. 
a): Copulation index(%);(Number of pairs with successful copulation/number ofpairs)x 100. 
b): Fertility index(%);(Number of pregnant females/number of pairs with successful copulation)x 100. 
P: Pro-estrus, E: Estrus, M: Meta-estrus, D: Di-estrus, +: Copulation. 
DU: Analysis by Dunnctt's test. 
CHI-2: Analysis by chi-square test(2x2). 
DT: Analysis by Dunnett type mean rank test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

r
 
e
 

b
 
m

tru
-
3
3
3
3
3
4
4
4
3
3
4
3
-
1
2
m
3
 

Nuof

es 
MO4401 
M04402 
M04403 
M04404 
M0440S 
M04406 
M04407 
M04408 
M04409 
M04410 
M04411 
M04412 

芋I 7 14 
EDDDDDDDDDDDD+ 

EDDP+ 

EDDP+ 

P+ 

P+ 

DP+ 

DP+ 

DP+ 

EDDP+ 

P+ 

DP+ 

D+ 

Copulation 
(+) or 
non-copulation 

Q 

Pregnancy 
(+) or 
non-pregnancy 

ぃ

Number of days 
till copulation 
after pairing 

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＿

2
 

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋
 
...:. 
II 

3
4
4
1
1
2
2
2
4
1
2
1
-
2
1
3
 

l

l

 

.

.
 

3

3

 100.0 a) 91.7 bl 
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Appendix 48-1 Observation of pups (F1) from individual dams 

'Control秤OUI
Dam No 

,
5
4
2

、

Length Number 
of of 

gestation corpora 
(daP) lutea 

FOIISI 23 15 

FOi 152 22 15 

FOi 153 22 16 

FOi 154 22 19 

FOi 155 22 15 

FOi 156 22 15 

FOi 157 22 16 

FOi 158 22 17 

FO 1159 Non-pregnancy 
FOi 160 23 18 16 

FOi 161 23 19 15 

F01162 22 15 13 

Number of dams I I 11 11 

Total 180 158 

Mean 22.3 16.4 14.4 88,〇

S.D. 0.5 1.6 1.3 4.6 

% 100,〇

Gestation index: +: Dams with live pups,-: Pregnant dams without live pups. 
a): Number of dams with live pups. 

Number of 

implan• 
tation 
scars 

14 

14 

14 

17 

13 

13 

15 

14 

Implan-
talion 
index 

普
93 

88 

89 

87 

87 

94 

82 

89 

79 

87 

11 

Ges• 
talion 
index 

＋

＋

＋

＋

＋

＋

＋

＋

 

＋

＋

＋

 

11 a) 

Total 

14 

14 

13 

16 

13 

13 

14 

13 

16 

13 

13 

II 

152 

13.8 

1.2 

Stillbirths 

＿o
o

o

o

o

o

o

o

 

2

o

o

-

1

1

2

2

6

 

0

0

 

Numberofpup5-bom 
Live 

92 

a

l

-

8

6

6

8

5

6

8

7

 

M
 

7

7

8

 

76 

e

m

a

-

6

8

7

8

8

7

6

6

7

6

5

 

74 

Total 

14 

14 

13 

16 

13 

13 

14 

13 

14 

13 

昔
150 

13.6 

0.9 

Sex 

ratio 

1.33 
0.15 

0.86 

1.00 
0.63 

0.86 

1.33 
1.17 

1.00 
1.17 
1.60 
11 

1.06 
0.29 

DCli-
very 
index 

器
100 

93 

94 

100 

100 

93 

93 

88 

87 

100 

II 

95.2 

5.1 

Birth 
index 

器
100 

93 

94 

JOO 

100 

93 

93 

88 

87 

100 

11 

95.3 
5.0 

ve
rth
5

器
100100100
JOO
100100
JOO
1
0
0
8
8
JOO
I

O

O

-

1

1

8

9

3

6，
 

L
i
b
i
.m 

7

7

8

 

75 

Numbe『oflivepups 
onDa~ 

Sex 

ratio 
1.33 

0.75 

0.83 

1.00 
0.63 

0.86 

1.33 
1.17 

Male Female Total 
8 6 14 

6 8 14 

5 6 11 

8 8 16 
5 8 13 

6 7 13 

8 6 14 
7 6 13 

7

6

5

 

73 

14 

13 

13 

11 

148 

13.5 

1.2 

1.00 
1.17 
l.60 

11 

1.06 
0.29 

Via• 
bility 
index 

器
JOO 
85 

JOO 
100 

100 

100 

100 

100 

100 

JOO 
ll 

98.6 

4.6 

(Continued) 
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Appendix 48-1 (Continued) Observation of pups (F1) from individual dams 

(Control秤oup)
Dam No. Exte-mal 

abnormalities Acaudate 

,
5
4
3
1
 

FOi iSi 
FOi 152 

FOi 153 
FOi 154 

FOi lSS 
FOi 156 

FOi 157 

FOi 158 

FOi 159 
F01160 

F01161 

FOll62 

Number of dams 
Total 
Mean 
S.D. 
％ 

mumber) (%) 
0 0 
0 0 
0 0 
0 0 

0 0 

0 0 

0 0 

0 0 

Non-pregnancy 
0 0 

0 0 

0 0 

ii 

゜

宇
o
o
o
o
o
o
o
o
°

＿゚1
1
0

五
o
o
o
o
o
o
o
o
o
o
o

0.0 

0.0 
0.0 
0.0 
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Appendix 48-2 Observation of pups (F1) from individual dams 

、5
4
4
,

(bumetriz.ole『°upat62.5m炉g)
Dam No. Length Numbe「

of of 
gestation corpora 
(daP) lutca 
22 12 

22 15 

23 18 

22 17 

22 12 

23 18 

23 18 

23 14 

23 16 

23 17 

22 15 

22 15 

12 12 

187 

15.6 

2.2 

Number of 

implan-
tation 
scars 

12 

14 

17 

17 

12 

18 

17 

14 

16 

l 5 

13 

1 5 

12 

180 

1 5. 0 

2,0 

如
On

ぷ
11009394100100100941001008887100-12

Im
血
i
n
d

96.3 

S.O 

Ges-

talion 
index 

F0225 1 

F02252 

F02253 

F02254 

F02255 

F02256 

F02257 

F02258 

F02259 

F02260 

F02261 

F02262 

Number of dams 
Total 
Mean 

S.D. 

％ 
．． 
Si釦ificancc • 
Statistical method DU DU DU DU UA 

Gestation index: +: Dams with live pups,-: Pregnant dams without live pups 
a): Number of dams with live pups 
Si罰ificantlydifferent from control group(•: P<0.05). 
DU: Analysis by Dunnett's test 
DT: Analysis by Dunnett type mean rank test. 
UA: Unable to be analyu:d because the value in the treated group was the same as the value in the control group. 
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Total 

12 

10 

IS 
16 

12 

16 

IS 
12 

14 

14 

12 

13 

12 
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13.4 

1.9 

Sex 

ratio 
2.00 

0.43 
4.00 
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0.71 
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0.67 

1.00 

2.50 

0.56 

0.71 
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Appendix 48-2 (Continued) Observation of pups (F 1) from individual dams 

(bumetrizolewoupat62.5m炉項）
Dam No. External 

abnonnalities Acaudate 

,
5
4
5
,
 

F02251 

F02252 

F02253 

F02254 

F0225S 

F02256 

F02257 

F02258 

F02259 
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F02262 

Number of dams 
Total 
Mean 

S.D. 
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Statistical method 
DU: Analysis by Dunnett's test. 
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Appendix 48-3 Observation of pups (F1) from individual dams 

(bumetrizole秤 upat250m炉§)
Dam No. Length Number 

of of 

gestation corpora 
(da”) Iuta 
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S.D. 
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Significance 
Statistical method DU DU DU DU UA 

Gestation index: +: Dams with live pups, -: Pregnant dams without live pups. 
a): Number of dams with live pups. 
Si邸ificantlydifferent from control group(•: P<0.05). 
DU: Analysis by Dunnett's test  
DT: Analysis by Dunnett type  mean rank test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
A:A罰athia.
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Appendix 48-3 (Continued) Observation of pups (F1) from individual dams 

(bumetr匹leW°upat250m炉B)
Dam No. External 

abnormalities Acaudatc 

,
5
4
7
,
 

F03351 
F03352 
F033S3 
F033S4 
F033SS 
F03356 
F03357 
F03358 
F03359 
F03360 
F03361 
F03362 
Number of dams 
Total 
Mean 
S.D. 
％ 
-.. 
Significance 
Statistical method 
DU: Analysis by Dunnctt's test 
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Appcndix48-4Observation of pups (F 1) from individual dams 

,
5
4
0
0
,
 

(bumetrizole秤°upat1000m砂g)
Dam No. Length Num~ 
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DT: Analysis by Dunnett type mean rank test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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Appendix 48-4 (Continued) Observation of pups (F1) from individual dams 

(bumetrizole『°upat1000mU紛
Dam No. External 

abnormalities Acaudate 
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(C~) 
Darn No. 

Study No. 100624 

Delivery conditions and nursing conditions of individual dams 
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Appendix 49-2 Delivery conditions and nursing conditions of individual dams 

(bumetrizolepoupat62.5 mgkg) 
Dam No. Delivery 

conditions 

'
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Study No. 100624 

Delivery conditions and nursing conditions of individual dams 

(bumetrizole笞°upat250mg/kg)
Dam No. Delivery 

conditions 
Nursingeonditions 
Days oflaetation 
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Study No. 100624 

Delivery conditions and nursing conditions of individual dams 

(bumetrizole炉°upatl000mg/kg)
Dam No. Delivery 

conditions 
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Appendix SO-I General signs of pups (F 1) from individual dams 

(Control郡）up)
Dam No. Number of pups 

andgeneraIsi匹
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Appendix 50-2 General signs  of pups(F1) from individual dams 

(bumetrizole郡 Up at62.5m炉g)
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Appendix 50-3 General signs of pups (F1) from individual dams 

(bumetrizole秤 Up at250mg/kg)
Dam No. Number of pups 

andgeneralsigns 
Number of pups 
Normal 
Numbe『ofpups
Normal 
Number of pups 
Nonna! 
Death 
Number of pups 
Normal 
Death 
-・ 
Number of pups 
Normal 

．． 

Number of pups 
Nonnal 
Death 
Numberofpups 
Nonnal 
Death 
Number of pups 
Normal 
Nurnbc『ofpups 
Normal 
Number of pups 
Normal 
Death 
Number of pups 
Normal 
Death 
Nurnberofpups 
Normal 
~pups 
Nonnal 
Death 

F03351 

F03352 

F03353 

F03354 

F03355 

,
5
5
6
,
 

F03356 

F03357 

F03358 

F03359 

F03360 

F03361 
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＿o
＿
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8

1

8
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3

1

3

-
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-
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0
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-
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-
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-
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-
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-
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，゚＿1
6
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-
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-
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1

3
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4

1
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0
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0
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1

5
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0

3 4 
18 18 
18 18 
13 13 
13 13 
13 13 
13 13 
0 0 
9 9 
9 9 
0 0 
16 16 
16 16 
13 13 
13 13 
0 0 
13 13 
13 13 
0 0 
15 15 
15 15 
13 13 
13 13 

"― li 
14 14 
0 0 
--
13 13 
13 13 
0 0 
9 9 
9 9 
l 59 1 59 
159 159 
0 0 
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Appendix 50-4 General signs of pups (F1) from individual dams 

F04451 

F04452 

F04453 

F04454 

F04455 

,
5
5
7
,
 

(bumetrizole郡oupatl000mgkg) 
Dam No. Numbe『ofpups 

andgeneraI signs 
Number of pups 
Normal 
Dcath 
Number of pups 
Nonna! 
Death 
Number of pups 
Nonna! 
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Number of pups 
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Number of pups 
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．．し

Number of pups 
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F04460 Number of pups 
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Number of pups 
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F04461 
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1
5
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4
1
4
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11 11 11 
11 11 11 
0 0 0 
1 5 1 5 1 5 
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0 0 0 
13 13 13 
13 13 13 
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12 12 12 
12 12 12 
IS IS 14 
15 14 14 
0 l 0 
14 14 14 
14 14 14 
0 0 0 
16 16 16 
16 16 16 
16 16 16 
16 16 16 
T6 ―h・6 16 
16 16 16 
14 14 14 
14 14 14 
1 5 1 5 1 5 
15 15 IS 
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Appendix 51-1 Body weights (g, per dam) of pups (F1) from individual dams 

Contro1炉叫
Darn No. 

,
5
5
8
,
 

Malewei如
0 4 

FOllSI 7.8 (8) 11.S 
F011S2 6.7 (6) 11.4 
FOi 153 6.S (6) 9. 7 
F011S4 6.6 (8) 10.l 
FOi lSS 6.9 (S) 10.6 
FOi 156 6.8 (6) 10.7 
FOi 157 6.4 (8) 9.9 
FOi 158 6.7 (7) 11.7 
FOl lS9 Non-pregnancy 
FOi 160 7.4 (7) 12.4 
FOi 161 7.3 (7) I I.I 

F01 162 6.3 (8) 10.3 
Number of dams 11 11 
Mean 6.9 10.9 

S.D. 0.S 0.8 
Figures in parentheses indicate number of pups. 

①

向

⑥

①

5
向

①

の

の

の

①

血 oflactation 
Femalewei炉
0 4 
7.S (6) 10.7 
6.3 (8) 10.7 

S.7 (7) 9.4 
6.0 (8) 9.1 

6.4 (8) 10.0 
6.2 (7) 9.9 
6.3 (6) 10.1 

S.9 (6) 10.9 

証

ね

竺

"

“

“

の
⑱

5-

12.0 
I I.I 
10.5 
II 
10.4 

0.8 

向

①

向

①

①

の

向

向

(7) 

(6) 

(5) 

Meanpupswei炉
0 4 
7.7 (14) 11.2 
6.5 (14) I l.O 
6. l (13) 9.6 

6.3 (16) 9.6 
6.6 (13) 10.2 
6.5 (13) 10.3 
6,4 (14) 10.0 
6.3 (13) ll.3 

口
臼
旦
＂
い

2

(14) 
(13) 

皿

12.2 
11.1 
10.4 
11 

10.6 
0.8 

(14) 

(14) 
(12) 

(16) 

(13) 
(13) 

(14) 
(13) 

(14) 
(13) 

四

Litterwei仲t

゜107.4 90.6 
78.9 
100.8 
85.7 
84.2 
89.0 
82.3 

-
4
-
2
0
6
6
0
5
8
3
 

国
1

5

4

1

1

4

1

5

3

1

3

3

1

3

3

1

3

9

1

4

7

100.8 
94.3 
81.4 

11 
90.5 
9.3 

170.8 
144.3 
134.9 
11 
143.8 
15.1 
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Appendix 51-2 Body weights (g. per dam) of pups (F 1) from individual dams 

(bumetrizole秤0upat62.5m炉g)
Darn No. 

,
5
5
9
I
 

Malewei抑
0 4 
6.7 (8) 11.6 
7.0 (3) I LS 

7.6 (12) 11.6 
6.S (9) 10.4 
6.9 (S) I I.S 
7.2 (8) 10.6 
8.1 (6) 10.9 

8.6 (6) 13.2 
7.4 (10) 10.6 
7.0 (S) 10.S 
6.3 (S) 10.0 

6.9 (7) 1 1.4 
12 12 
7.2 11.2 
0.7 0.8 

F022SI 
F022S2 
F022S3 
F022S4 
F02255 
F022S6 
F022S7 
F022S8 
F022S9 
F02260 
F02261 
F02262 

Number of dams 
Mean 
S.D. 
Significance 
Statistical method DU DU 
Figures in parentheses indicate number of pups. 
DU: Analysis by Dunnett's test. 

①
の

5
の

①

①

向

向

切

①

①

屯

旦~of lactation 
Femalewei仲t
0 4 
6.2 (4) 11.2 
6.5 (7) 11.0 
7.1 (3) 10.9 
6.2 (7) 9.6 
6.6 (7) 11.0 
6.5 (8) 9.7 
7.6 (9) 10.4 
8.2 (6) 12.9 
7.1 (4) 9.9 
6.8 (9) 10.3 
6.0 (7) 9.5 

6.3 (6) 1 0.8 
12 12 

6.8 10.6 
0.6 0.9 

の

の

の

向

⑥

①

⑨

⑥

④

①

の

⑥

Meanpupswei脚
0 4 
6.5 (12) I 1.5 
6.7 (10) 11.2 
7.5 (15) 11.5 
6.4 (16) 10. 1 
6.7 (12) I 1.2 

6.9 (16) 10.2 
7.8 (15) 10.6 
8.4 (12) 13.1 
7.3 (14) 10.4 
6.9 (14) 10.4 
6.1 (12) 9.7 
6.6 (13) 11.1 
12 12 
7.0 10.9 
0.7 0.9 

り
0
,
9
,
9
り
0、
9
,
3
0,り

mn‘

l

l

l

l

l

l

l

l

l

l
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,
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`
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し
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し
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し
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し
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し

Litterweight 

且101.9 
80.7 
109.6 
117.0 

100.8 
102.4 
96.2 
73.5 
86.1 
12 
93.8 
16.4 

4 
126.4 
l l l. 5 
171.9 
151.2 
123.5 
162.4 
159.0 
156.6 
145.6 
134.9 
116.5 
144.6 
12 
142.0 
19.4 

DU DU DU DU DU DU 
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Appendix S 1-3 Body weights (g, per dam) of pups (F1) from individual dams 

(bumetrizole秤oupat250m砂g)
Darn No. 

,
5
6
0
,
 

Malewci帥t
0 4 
6.4 (8) 10.2 
7.0 (9) 10.9 
7.4 (9) 12.4 
6.9 (6) 11.3 
6.3 (8) 10.7 
7.6 (5) 11.4 
6.9 (12) 10.6 

6.6 (8) 10.8 
6.5 (8) 10.7 
6.6 (6) l0.4 
8.0 (5) 12.4 
8.3 (6) 15.2 
12 12 
7.0 11.4 
0.6 1.4 

F03351 
F03352 

F03353 
F03354 
FO3355 
F03356 
F03357 

F03358 
F03359 
F03360 

F03361 
F03362 
Number of dams 

Mean 
S.D. 
Significance 
Statistical method DU DU 

Figures in parentheses indicate number of pups. 
DU: Analysis by Dunnett's test. 

①

の

の

⑥

①

5
m
①

①

⑥

①

R

（
 

四 oflactation 
Femalewei加
0 4 
6.0 (10) 9.7 
6.6 (4) 9.8 
7.3 (4) 12.4 
6.1 (3) 10.6 
6.2 (8) 10.3 

6.7 (10) 10.3 
5.9 (I) 9.5 
6.2 (7) 10.6 
6.5 (S) 10.1 
6.3 (8) 9.6 
7.6 (8) 11.6 
8. l (3) 1 4.6 
12 12 
6.6 10.8 
0.7 1.5 
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,
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,
‘
,
'
”
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~
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‘
~
)
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,
'

‘
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·
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、
`
'
)
.

1
0
0
0
0
は
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0
0
6
は
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9
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Meanpupswei仰
0 4 
6.2 (18) 9.9 
6.9 (13) 10.6 
7.4 (13) 12.4 
6.6 (9) 1 I.I 
6.3 (16) 10.S 

7.0 (IS) 10.7 
6.8 (13) 10.S 
6.4 (IS) 10.7 
6.S (13) 10.S 
6.4 (14) 9.9 

7.8 (13) 11.9 
8.2 (9) 15.0 
12 12 
6.9 11.1 
0.6 1.4 

(l 8) 
(13) 

(13) 
(9) 

(16) 

(13) 
(13) 

(15) 
(13) 
(14) 
(13) 

竺

Litt上竺凹ht

゜111.2 89.4 
95.8 
59.1 

100.0 
IOS.O 

88.7 
96.2 
84.5 
90.0 
100.8 
74.1 ． 
12 
91.3 

14.0 

下
137.3 
161.2 

99.6 
168.0 
139.4 
136.7 
160.6 
136.) 

139.2 
154.8 
135.0 
12 
145.5 
20.6 

DU DU DU DU DU DU 
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Appendix 51-4 Body weights (g, per dam) of pups (F1) from individual dams 

也 metrizole釈°upat1000m糾g)
Darn No. 

,
5
6
1
'
 

Malewcight 
0 4 

6.7 (5) 11.4 
6.5 (8) 10.5 

6.7 (7) I 1.0 
7.3 (4) 11.2 
5.9 (8) 10.2 

7.5 (7) 12.3 

6.9 (6) 11.3 
6.5 (7) 10.5 

7.1 (12) 9.5 

6.5 (9) 10.7 

6.8 (9) 10.7 

Non-pregnancy 
11 

6.8 

0.4 

F04451 
F04452 

F04453 
F04454 

F04455 

F04456 
F04457 

F04458 

F04459 

F04460 

F04461 

F04462 
Number of dams 

Mean 

S.D. 
Significance 

Statistical method DU DU 

Figures in parentheses indicate number of pups. 
DU: Analysis by Dunnett's test. 
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Appendix 52-1 Individual necropsy findings of dead pups (F1) 

(ControB  
Dam No. Number of 

dead pups Normal 
Findin炉
Abnormal 

FOll53 
Number of dams 
Total 

murnber) 
I 

mumber) 

゜

Lack of 
abdominal organs 
①umber) 

゜
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,
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6
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Appendix 52-2 Individual necropsy findings of dead pups (F 1) 

(bumetrizole印oupat62.5mgkg) __ _ 
Dam No...  Numbe『of

dead pups 

F02255 

F02257 

F02260 

F02261 

Number of dams 
Total 
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l
-
4
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Appendix 52-3 Individual necropsy findings of dead pups (F 1) 

(bumetrizole『oupat250m炉g)
Dam No. Number of 

dead pups 

F033S3 

F033S4 

F033S6 

F03357 

F03361 

Number of dams 
Total 
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Appendix 52-4 Individual necropsy findings of dead pups (F1) 

(bumetrizole『°upat1000m炉g)
Darn No. Number of 

dead pups 
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FO4455 

F04456 

Number of darns 
Total 
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Appendix 53-l Individual necropsy findings of pups (F 1) 

(Control秤oup)
Dam No. Number of 

male 
pups 

Firidings 
Normal Abnormal 

Findings 
Nonna!  Abnormal 

,
5
6
6
,
 

FOllSl 
FOl 152 
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Appendix 53-2 Individual necropsy findings of pups (F 1) 

(bumetrizole秤Oupat62.5m炉g)
Dam No. Number of 

male 

pups 

Findings 
Normal Abnonnal 

Number of 

female 

pups 

Findings 
Normal Abnormal 

,
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7
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F022SI 

F022S2 
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F02260 
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F02262 
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Appendix 53-3 Individual necropsy findings of pups (F1) 

(bumetrizole臣oupat250m糾g)
Dam No. Number of 

male 

pups 

． ． 

Findings 

Normal Abnormal 

Number0f 
female 

pups 

Findings 
Nonna! Abnormal 

,
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FO3351 

F03352 
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F03354 
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Appendix 53-4 Individual necropsy findings of pups (F1) 

(bumetrizole5°upat 1000m砂g)
Dam No. -- Number of 

male 

pups 

Findings 
Nonnal Abnonnal 

Number of 
female 
pups 

Findings 
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