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要約

2ーイソブトキシエタノールの反復投与毒性ならびに生殖発生毒性試験を化審法ガイドラインに従って

実施した。 Crl:CD(SD)ラットに被験物質を日局注射用水で希釈して 0、15、50ならびに 150mg/kgの用

量で、雌雄各 12匹／群に強制経口投与した。雄は 42日間投与した後に剖検し、雌は交配前 2週間お

よび妊娠期間を通して哺育 4日までの 42~47日間投与し、出生児は哺育 4日、分娩雌は哺育 5日に

剖検した。また、 0および 150mg/kgの用量では非交配雌(10匹／群）を設け、 42日間投与した後に半

数を剖検し、残りの半数と 0および 150mg/kg群の雄 5例は、 14日間飼育して剖検した。

1．反復投与毒性および回復性

赤色尿が 150mg/kg群の非交配雌を含む雌雄全例と 50mg/kg群の交配雌に観察された。その他、

150 mg/kg群の交配雌 2例と非交配雌 l例に蒼白、排便量減少、削痩、自発運動低下などが一過性に

観察され、そのうちの分娩雌 2例は尾の先端が黒色に変化した。 150mg/kg群の雄、交配雌および非交

配雌では、投与 l~2日の摂餌量が有意に低下し、投与 4日のみ体重が低下傾向を示した。

血液学検査では、赤血球数、血色素濃度、ヘマトクリット値、 MCHCの低下と MCV、MCHおよび網状

赤血球比率の増加が 150mg/kg群の雄および非交配雌でみられ、赤血球数、血色素濃度の低下は

50 mg/kg群の雄でも観察された。分娩雌では網状赤血球比率の増加が 50mg/kg以上、赤血球数の低

下が 150mg/kgの群で観察された。骨髄塗抹検査では、赤芽球系細胞の増加が 150mg/kg群の雄お

よび非交配雌と 50mg/kg以上の群の分娩雌でみられ、骨髄球比率の低下が 15mg/kg以上の群の雄

および分娩雌で認められた。肺臓重量の増加は 50mg/kg以上の群の分娩雌と 150mg/kg群の雄およ

び非交配雌で、肝臓および心臓の重量増加は 150mg/kg群の分娩雌および非交配雌でみられた。病

理組織学検査では、肝臓の髄外造血、肺臓の褐色色素沈着の増加、肝臓のクッパー細胞に褐色色素

沈着、さらには腎臓の近位尿細管に褐色色素沈着が 50mg/kg以上の群の雄および分娩雌と

150 mg/kg群の非交配雌で観察され、赤牌髄領域の増加が 50mg/kg以上の群の分娩雌と 150mg/kg 

群の雄および非交配雌で認められ、大腿骨骨髄の赤芽球過形成は 15mg/kg以上の群の雄および分

娩雌と 150mg/kg群の非交配雌で認められた。 150mg/kg群の分娩雌にみられた尾先端の黒色化につ

いては、壊死と潰瘍が確認された。

回復終了時の病理組織学検査では、肝臓および腎臓の褐色色素沈着が 150mg/kg群の雄および非

交配雌で観察された。

2.生殖発生毒性

性周期、交尾率および妊娠率、さらには妊娠期間、出産率、分娩状態および哺育状態に被験物質投

与の影響は認められなかった。また、黄体数、着床数および着床率、出生児の生存率や形態、さらには

哺育 0日および哺育 4日の出生児体重にも、被験物質投与の影響はみられなかった。
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3.無毒性量

大腿骨骨髄の赤芽球過形成と赤芽球系細胞の増加に伴う骨髄球比率の低下が 15mg/kg群の雄お

よび分娩雌で認められたことから、雌雄動物の反復投与毒性に対する無毒性量 (NOAEL)は

15 mg/kg/ day未満と判断された。

150 mg/kgまでの用量に親動物の生殖能力ならびに出生児の発育に及ぼす影響が認められなかっ

たことから、生殖発生毒性に対する無毒性量は 150mg/kg/ dayと判断された。

試験目的

雌雄ラットの交配前(2週間）および交配期間中（最長 2週間）、ならびに雄では交配期間終了後 2週

間、雌では妊娠期間を通して周産期（哺育 4 日まで）に 2ーイソブトキシエタノールを経口投与し、雌雄

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

について検討した。

試験ガイドラインとGLP

本試験は、「新規化学物質等に係る試験の方法について：以下、化審法ガイドライン」（平成 23年 3

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

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

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

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

110331010号環境省総合環境政策局長通知）を遵守して実施した。

動物愛護

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

成 24年 9月 5日一部改正）、「実験動物の飼養及び保管並びに苦痛の軽減に関する基準」（平成

18年 4月 28日、環境省告示第 88号）および「厚生労働省の所管する実施機関における動物実験等

の実施に関する基本指針」（平成 18年 6月 1日、科発第 0601001号）を遵守し、「財団法人食品薬品安

全センター秦野研究所動物実験に関する指針」（平成 2年 10月 1日、平成 22年 10月 1日改正）に基

づいて実施した。本試験における動物実験計画は、秦野研究所動物実験委員会の審査を受け、承認さ

れている（動物実験承認番号： 1120193A)。なお、承認された動物実験計画からの変更はなかった。
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材料と方法

1.被験物質

被験物質である 2ーイソブトキシエタノール（別名：エチレングリコールモノイソブチルエーテル、 CASNo. 

4439-24-1、分子式： C6H1402、分子量： 118.17、性状：無色澄明の液体、沸点：約 160℃（初留点）、密

度：0.891g/mL (20℃)、ロット番号：PER2952、含量：99.6％（毛管カラム GC)、AnnexA、以下、 2-IBE)は、

り購入し（被験物質入手：2012年 7月 3日）、使用時まで室温、遮光、密閉

（実測値20.1~24.6℃)で保管した。 2-IBEの構造式を次に示す。

了へ。／ジOH

被験物質の安定性については、実験開始前および実験終了後に秦野研究所にて赤外吸収スペクト

ルを測定し、スペクトルに変化がなかったことが確認されている（試験番号：M-12-022)。

2.動物および飼育方法

日本チャールス・リバー厚木飼育センターより 8.5週齢の Sprague-Dawley(SD)系〔Crl:CD(SD)、SPF〕

ラット雄 55匹、雌 83匹を購入し、飼育室（12号室）に収容した。入荷日も含めて 13日間、検疫と飼育

環境への馴化のため飼育した。その間毎日、動物の一般状態を観察し、入荷日（検疫 l日）および検疫

終了日に体重を測定した。検疫・馴化期間中は動物の尾に赤のフェルトペンで馴化番号を記し、飼育

ケージに試験番号、性別および馴化番号を記入した動物カードを掛けて識別した。また、雌動物につい

ては、検疫 2日から毎日、性周期を観察した。入荷動物の入荷時および検疫終了時の体重は下記の通

りであった。

動物入荷日 :2012年 9月 19日

入荷時体重 ：雄 259.0~308.4g、雌 188.3~219.5g 

検疫終了日 ：2012年 10月 1日

検疫終了時体重 ：雄 321.8~439.7g、雌209.0~288.5g 

検疫・馴化期間中、雄動物の 1例（馴化番号 6)で検疫 10日に半眼、検疫終了日の詳細な症状観察

時に雄動物の 1例（馴化番号 17)で背部に痴皮形成が認められた。また、雌動物の 1例（馴化番号 35)

は体重増加量が 10.6gと他の例より低値であった。これらの動物と規則的な性周期の回帰が認められな

かった 14匹は群分けの対象から除外し、検疫終了時の体重に基づく体重別層化無作為抽出法により

群分けを行った。なお、雌動物の 1例（馴化番号 82)で検疫 8日に紅涙がみられたが、その後異常は認

められなかったことから、群分けの対象とした。群分けした動物には一連の動物番号を割り当て、フェルト
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ペンで尾に動物番号を標識し、色彩の異なった動物カードに試験番号および動物番号を記入して飼育

ケージに掛けた。群分けから棄却した雄動物 7匹、雌動物 15匹（性周期の結果により除外した例を含

む）は全て余剰動物とし、他の予備試験（試験番号：S-12-034)に使用した。

動物は許容温度 21.0~25.0℃、許容湿度 40.0~75.0%、換気設定約 15回／時間、明暗サイクル

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

(220wX 270dX 190h mm)に 1匹ずつ（交配時は 2匹）収容し、固型飼料(CE-2、日本クレア）と水道水

（秦野市水道局給水）を自由に摂取させて飼育した（剖検前の絶食に関しては剖検の項を参照）。雌動

物は分娩例全例について、妊娠 18 日から哺育 4 日までラット用プラスチック製繁殖ケージ(350wX

400d X 180h mm)に1匹ずつ収容し、床敷として紙パルプ製チップ（ペパークリーン、日本エスエルシー）

を適宜供給した。飼育期間中の動物室の温度は 23.0~25.0℃、湿度は 41.5~74.0％であった。また、供

給した飼料、飲料水および床敷の分析結果は、いずれも標準操作手順書に記載の許容範囲内であるこ

とを確認した。

3.投与検体

1)調製

被験物質を秤量し、媒体（日局注射用水、製造元：光製薬、製造番号：C23VS1)を加え撹拌混和させ、

3 w/v％液を調製した。さらに 3w／渇液を媒体によって希釈し、 1ならびに 0.3w/v％液を段階的に調製し

た。調製した検体は冷蔵・遮光下（実測値 1~12℃)で保管し、安定性の保証期間内に使用した。

2)安定性試験

日局注射用水を媒体とした 0.02および 20w／潟濃度の被験物質調製液については、冷蔵、遮光条件

下における 8日間の安定性が確認されている（試験番号：M-12-022)。

3)含量試験

初回調製検体（調製日：2012年 10月 1日）について、 0.3、1および 3w/v％濃度の被験物質含量を

測定した。その結果、平均含量は調製指示濃度の 102.2~103.6％であり、各測定値のばらつきはそれぞ

れ平均値の 94.2~104.2％で規定範囲内にあった(AnnexB)。

調製検体中の被験物質含量測定は AnnexC、第 2項に従った。

4.投与量の設定および投与方法

本試験の投与量は、本被験物質を用いて行った「2—イソブトキシエタノールのラットを用いる反復投与

毒性•生殖発生毒性併合試験（予備試験）」（試験番号： R-12-013) の結果をもとに設定した。なお、予備

試験で使用した被験物質および媒体は本試験と同じロットを用いた。

予備試験では、 0（媒体、日局注射用水）、 50、150および 500mg/kgの 2-IBEを8週齢の雌雄各 3

匹の SD系ラットに 14日間、反復強制経口投与した結果、雌の 500mg/kg群において 1例が死亡し、

生存例にも体表温低下、下腹部の汚れ等の重篤な症状と体重減少が観察された。 150mg/kg群では、

雌雄とも初回投与の後に赤色尿や体重減少が一過性にみられ、その後の一般状態および体重推移に

，
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異常は認められなかったが、赤血球数および血色素量の低下、網状赤血球および牌臓重量の増加など

貧血を示唆する明確な毒性影響が観察された。 50mg/kg群の雄では明確な毒性徴候は認められな

かったが、雌においては貧血を示唆する変化が観察された。

したがって、高用量には毒性影響を生じさせるが死亡や重度の苦痛を引き起こさない 150mg/kgを、

中用量には用量相関性を明確にする 50mg/kgを設定し、低用量には無毒性量(NOAEL)が得られると

期待される 15mg/kgを設定した。

本試験では、雄動物は交配前 2週間、交配期間を通して剖検前日まで（総投与回数 42回）、雌動物

は交配前 2週間、交配期間、妊娠期間を通して分娩後の哺育 4日まで（総投与回数 42~47回）、交尾

が確認されなかった雌は剖検前日まで（総投与回数 52回）、非交配雌の反復毒性を評価するために設

定したサテライト群は投与 42日まで、 1日1回、 1週 7回、毎日 9時～13時の間(9時 00分～11時

52分）に投与した。投与容量は 5mL/kgとし、雄、サテライト群、ならびに交配前ならびに交配中の雌で

は週 l回測定する体重を基に、交尾が確認された雌では最新の測定日の体重を基に投与液量を算出

した。なお、対照群には媒体である日局注射用水を同様に投与した。投与経路は化審法ガイドラインに

拠り、ラット用胃管による強制経口投与とした。

本試験の群構成および動物番号を以下に示した。

群 投与物質
投与量 濃度 投与容量 動物番号

(mg/kg) (w／渇） (mL/kg) 雄 雌

対照群
日局注射用水

゜゜
5 M01001~M01012* F01001~F01012 

（媒体）

低用量群 2-IBE 15 0.3 5 M02013~M02024 F02013~F02024 

中用量群 2-IBE 50 1 5 M03025~M03036 F03025~F03036 

高用量群 2-IBE 150 3 5 M04037~M04048* F04037~F04048 

対照群 日局注射用水

゜゜
5 F05049~F05058* 

（サテライト群） （媒体）

高用量群
2-IBE 150 3 5 F06059~F06068* 

（サテライト群）

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

5.検査法

l)親動物(F。)

①一般状態の観察

全例について、飼育期間中は毎日 1回、投与期間中は投与前後の毎日 2回以上観察した。症状が

発現した場合、速やかな回復が期待されない所見を除き、症状が発現している間、断続的に、可能な限

り観察を継続した。

②回復および遅発毒性の観察

雄動物は対照群および高用量群のうち動物番号の大きい各 5例を、雌動物はサテライト群の動物番
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号の大きい各 5例を最終投与翌日（回復 1日）から 14日間、毎日 1回以上、一般状態を観察した。

③詳細な症状観察

全例について、検疫終了日、投与 8、15、24、30、36および 42日（分娩例は哺育 0日から 4日の間）、

回復期間中は回復 7および 14日にスコアリング法による詳細な症状観察を行った。観察は、いずれも

13時～17時の間(13時02分～16時45分）に行った。

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

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

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

④機能検査

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

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

接し、出来るだけ分娩から日数が経過した各群 5例、サテライト群は動物番号の若い各群 5例について、

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

(1)刺激に対する感覚運動反応

プライエル反応、瞳孔反射、視覚定位、驚愕反応、後肢引込み反射、眼瞼（瞬目）反射、正向反射の

有無を検査した。

(2)握力測定

小動物握力測定システムを用いて握力を測定した。各動物の前肢および後肢の握力をそれぞれ 5回

測定し、最高値および最低値を除外した 3回の握力値の平均値を求めた。

(3) 自発運動測定

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

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

場所に運搬し、速やかに自発運動測定を開始した。

⑤体重測定

雄および雌動物のサテライト群は、投与 1、4、7、14、21、28、35、42日、回復 l、7、14日および剖検

日に測定した。交配雌は投与 l、4、7、14日、妊娠 0、7、14、20日、哺育 0、4日および剖検日に測定し

た。

⑥摂餌量測定

雄および雌動物のサテライト群は、投与 1~2、7~8、14~15、29~30、35~36、41~42日、回復 6~

7、12~13 日に測定し、サテライト群は投与 21~22日にも測定した。交配雌は投与 l~2、7~8、14~

15日および妊娠 0~1、7~8、14~15、20~21日ならびに哺育 3~4日に測定した。

⑦尿検査

雄および雌動物のサテライト群を検査対象とし、投与37日の検査では各群5例、また、回復13日におけ

る検査では回復例全例を検査した。

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

11 



試験番号 R-12-014

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

演は、採尿開始後約 4~8時間の時点で採取した蓄尿で、その他の項目は約 24時間の蓄尿で行った。

項目

色調・濁度

pH・潜血・蛋白・糖・ケトン体

ウロビリノーゲン・ビリルビン

沈澄

尿量

比重

ナトリウムイオン濃度

カリウムイオン濃度

塩素イオン濃度

⑧性周期観察

測定法

疇
試験紙法

同上

鏡検

計量

屈折法

イオン電極法

同上

同上

使用機器

オーションイレブンAE-4020（アークレイ）

同上

光学顕微鏡

メスシリンダー等

デジタル臨床屈折計 SU-202（ヱルマ販売）

全自動電解質分析装置 EA05（エイアンドティー）

同上

同上

雌については、検疫 2日から性周期を観察し、群分け後、投与開始以降も引き続き交配雌の腟スメア

標本を作製し、各動物の同居後、交尾が確認されるまで性周期を観察した。また、群ごとの平均発情回

帰日数（個体ごとの発清期から発情期までの日数の平均）および投与開始後に 4あるいは 5日間隔の

性周期がそれ以外の性周期に変化した動物の頻度を群毎に算出した。なお、規則的に 4~5日の間で

性周期が回帰している動物を正常と判断した。

⑨交配

投与 15日の 15時 30分より同群内の雄と交配雌を 1対 1で同居させた。翌朝より毎朝、腟栓を確認

し、同居中の雌の腟スメア標本を作製して鏡検した。腟内に腟栓あるいは腟スメア標本中に精子が確認

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

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

〔（交尾動物数／交配に用いた動物数） XlOO,％〕、妊娠率〔（妊娠動物数／交尾した雌動物数）X100,％〕を

算出した。

⑩妊娠・分娩・哺育状態の観察

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

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

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

娩後の一般状態および産児の状態から異常の有無を判断した。分娩後は、哺育状態を哺育 l~4日の

間、毎日観察した。分娩例については、妊娠期間（妊娠 0日から分娩日までの日数）を求めた。また、剖

検時には、妊娠黄体数と着床数を数え、着床率〔（着床数／妊娠黄体数） XlOO，％〕を算出した。

⑪採血

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

した全例について採血を行った。分娩例の投与終了時剖検では、投与期間が近接した各群の 5例につ

いて採血を行った。サテライト群の投与終了時剖検では各群の動物番号が若い 5例、回復 15日におけ
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る剖検では回復観察に供した全例について採血を行った。いずれも解剖前 18~24時間絶食させた後、

腹部後大静脈から以下の(1)、(2)、(3)の順に注射筒を換えて採血した。

(1)血液学検査用：抗凝固剤 EDTA-2K

(2)血液学検査用：抗凝固剤クエン酸ナトリウム

(3)血液生化学検査用：抗凝固剤ヘパリン

⑫血液学検査

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

血液から血漿を分離して、プロトロンビン時間および活性化部分トロンボプラスチン時間を測定し、その

他の項目は抗凝固剤として EDTA-2Kを用いて採取した血液で測定した。骨髄塗抹検査は、右大腿骨

の骨髄を用いた。

項目

赤血球数(RBC)

白血球数(WBC)

白血球分類

網状赤血球比率(RET%)

血色素量(HGB)

平均赤血球容積(MCV)

血小板数(PLT)

ヘマトクリット値(HCT)

平均赤血球血色素量

(MCH) 

平均赤血球血色素濃度

(MCHC) 

測定法

電気抵抗検出法

半導体レーザを用いたフローサイトメトリー法

同上

同上

SLSヘモグロビン法

計算(HCTxlOOO/RBC)

電気抵抗検出法

同上

計算(HGBxlOOO/RBC)

計算(HGBxlOO/HCT)

使用機器

血液自動分析装置

XT-2000iV（シスメックス）

同上

同上

同上

同上

同上

同上

同上

同上

同上

活性化部分トロンホアラスチン光散乱検出法 全自動血液凝固測定装

時間 (APTT) 置 CA-1000（シスメックス）

プロトロンビン時間(PT) 同上 同上

骨髄塗抹検査 ライト・ギムザ染色 光学顕微鏡

網状赤血球比率(RET%)の測定では、直線性保証範囲外の高値を示す例がみられたが、 RET％は赤

血球中の網状赤血球を分画測定した粒子数から計算で求める値（比率）であり、赤血球数は直線性限界

内にあったことから、試験評価に影響を及ぼさないと判断してデータを採用した。

⑬血液生化学検査

採血対象動物について以下の項目を検査した。抗凝固剤としてヘパリンを用いて採取した血液から血

漿を分離して測定した。なお、得られた血漿の一部は甲状腺機能に関するホルモン(T3、T4および

TSH)測定用として凍結保存(-70℃以下）したが、甲状腺の病理学検査およびその他全ての検査項目の

結果から、本被験物質は甲状腺機能に影響を及ぼさないと判断されたため、甲状腺ホルモン測定は実

施しなかった。
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項目

総蛋白濃度(TP)

アルブミン濃度(rALB)

グルコース濃度(Glc)

総コレステロール濃度(TC)

トリグリセライド濃度(TG)

リン脂質濃度(PL)

尿素窒素濃度(BUN)

クレアチニン濃度(ere)

yーグルタミルトランスペ プチダーゼ活性

(y-GTP) 

アルカリフォスファターゼ活性(ALP)

アスパラキ＇ン酸アミノトランスフェラーゼ活性

(AST) 

アラニンアミノトランスフェラーゼ活、卜生（ALT)

乳酸脱水素酵素活性(LDH)

カルシウム濃度(Ca)

総ビリルビン濃度(tbil)

無機リン濃度（IP)

胆汁酸濃度(TBA)

A/G比

ナトリウムイオン濃度(Na)

カリウムイオン濃度(K)

塩素イオン濃度（Cl)

⑭剖検および器官重量

測定法

ビウレット法

BCG法

ヘキソキナーゼ•G-6-PDH 法

コレステロールオキシダーゼ•HMMPS 法

GPO・HMMPS、グリセリン消去法

コリンオキシダーゼ•DAOS 法

ウレアーゼ•GQDH 法，ウレアーゼ律速系
Jaffe法
IFCC法

GSCC法

IFCC法

IFCC法

JSCC標準化対応法

OCPC法

酵素法

モリブデン酸直接法

酵素サイクリング法

計算(rALB/(TP-rALB)) 

イオン電極法

同上

同上

試験番号 R-12-014

使用機器

自動分析装置

JCA-BM6010（日本電子）

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

全自動電解質分析装置

EA05（エイアンドティー）

同上

同上

以下の時期に、採血対象動物はペントバルビタールナトリウム麻酔下で採血した後、これ以外の動物

はペントバルビタールナトリウム麻酔下で放血致死させ、引き続き剖検した。

対象動物

雄

雌

投与終了時剖検例

回復観察例

分娩例

交尾したが分娩しなかった例（未分娩）

サテライト群（投与終了時剖検例）

サテライト群（回復観察例）

解剖時期

投与 42日の翌日

回復 15日

哺育 4日の翌日

妊娠 26日相当日

投与 42日の翌日

回復 15日

屠殺前の絶食

18~24時間絶食

18~24時間絶食

18~24時間絶食

実施せず

18~24時間絶食

18~24時間絶食

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

前立腺（腹側葉）および精嚢（凝固腺を含む）、卵巣、子宮の重量を測定した。また、全例の脳、脊髄、下

垂体、眼球（ハーダー腺）、顎下腺および舌下腺、気管、甲状腺および上皮小体、胸腺、心臓、肺および

気管支、肝臓、腎臓、牌臓、膵臓、副腎、胃、十二指腸、空腸、回腸、盲腸、結腸、直腸、下顎リンパ節、

腸間膜リンパ節、精巣、精巣上体、前立腺、精嚢および凝固腺、卵巣、子宮、腟、膀脱、大腿骨および大
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腿骨骨髄、骨格筋、坐骨神経、乳腺、および病変部を採取し、保存した。死亡動物以外の肺／気管支は

15 cm水柱以下の圧力で、気管内に 10％中性緩衝ホルマリン溶液 5mL以下を注入し固定してから摘出

して同固定液に保存した。精巣および精巣上体はブアン液に固定（長期保存は 10％中性緩衝ホルマリン

溶液）し、その他の器官・組織は 10％中性緩衝ホルマリン溶液に固定した。

なお、未分娩例の器官重量値は評価対象から除外した。

⑮病理組織学検査

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

号が若い各 5例、分娩雌の投与終了時剖検では採血を行った対照群ならびに高用量群の 5例につい

て、組織学検査対象器官（保存した器官・組織のうち乳腺は除く）のヘマトキシリン・エオジン(HE)標本を

作製し、病理組織学検査を実施した。

なお、投与期間終了時の剖検例で被験物質投与の影響が示唆された器官・組織については、低およ

び中用量群の 5例と回復期間終了時の剖検例についても病理組織学検査を実施した。

2)出生児(F1)

①出生児の観察

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

率［（産児数／着床痕数） XlOO,%]、生児出産率［（出産生児数／着床痕数） X100,%]、出産率［（生児出

産雌数／妊娠動物数） X100,%]および出生率［（出産生児数／産児数） X100,%]を算出した。また、哺育

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

4日の生児数／哺育 0日の生児数） X100,%]を算出した。生存児については、哺育 0および 4日に個

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

［（雄生児数／総生児数） X100,%]を算出した。

②剖検

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

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

官の異常の有無を観察した。

6.データの解析法

性周期の変化した動物の頻度、交尾率、受胎率については Fisherの直接確率検定を行った（有意水

準：5％)。被験物質投与群の病理組織学検査所見のうち、グレード分けしたデータは Mann-Whitneyの

u検定により、また陽性グレードの合計値は Fisherの直接確率の片側検定により対照群との間の有意差

検定を行った（有意水準：5％)。

その他のデータは、個体ごとに得られた値あるいはlitterごとの平均値を 1標本とし、サテライト群内あ

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

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

Welch検定を行った。解析の対象が 3群以上の場合は、先ず、 Bartlettの方法により各群の分散の一様、
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性について検定（有意水準：5％)を行った。分散が一様であった場合には、一元配置型の分散分析（有

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

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

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

により多重比較を行った（有意水準：5％)。

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

かったこと

2012年 10月 4日の 11:00~14:26に受変電設備の定期点検のために停電し、それに伴い動物飼

育室内の照明が明期に消え、同日の 11:00~14:30に空調が停止した。しかし、いずれの動物の一般

状態にも上述事象に起因したと考えられる変化は認められず、また、温湿度(23.5~25.0℃、 63.0~

74.0%)は許容範囲内であったことから、試験への影響はないと判断した。

2012年 10月 26日の 10:21~10:37(16分間）、 14:15~14:16(1分間）および 16:02~16:07(5分

間）に本館電灯用回路が停電し、本館の動物飼育室内の照明が消えた。しかし、いずれの動物の一般

状態等に上述事象に起因したと考えられる変化は認められず、消灯は短時間であったことから、試験ヘ

の影響はないと判断した。

醤歯類自発運動量測定法の標準操作手順書には、「測定用ケージヘの動物の収容は、乱数表を用

いて、無作為に実施する」と記載されていたが、試験では乱数表を用いず、動物番号の若い順に測定用

ケージヘ収容した。しかし、各測定用ケージの精度管理（センサー感度）の測定値を確認し、装置間のば

らつきはないと判断されたことから、試験成績へ影響はないと判断した。

低用量群の雌 1例（動物番号：F02014)は、妊娠 20日相当日に分娩が確認されたことから、交尾確

認日と実際の交尾日との間にズレがあったものと推察された。したがって、当該動物は妊娠期の体重お

よび摂餌量の測定日が試験計画書から逸脱した可能性があると判断し、それらのデータは試験評価の

対象から除外した。なお、同群のその他の動物から評価が十分できる例数のデータが得られていること

から、試験成績の評価への影響はないと判断した。

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

に従わなかったこと」はなかった。

試験成績

1.親動物

1)一般状態（Table1~Table 4, Appendix 1~Appendix 4) 

初回投与の翌日に、 150mg/kg群の非交配雌を含む雌雄全例と 50mg/kg群の交配雌 10例に赤色

尿が観察された。その後は、 50mg/kg以上の群で赤色尿が散見されたが、投与期間終了後は消失した。
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ただし、 150mg/kg群の交配雌 2例と非交配雌 1例では、蒼白、排便量減少（無便を含む）、削痩、自発

運動低下または立毛が投与 3日より l~4日間観察され、そのうちの交配雌 2例（動物番号：F04038、

F04044)では、妊娠期間中に尾の先端が黒色に変化した。その他、被験物質投与とは関連のない変化と

して、前肢、腰部あるいは頚部の脱毛が 15mg/kg群の雌 2例、 50mg/kg群の雌 l例、 150mg/kg群の

雄 1例および交配雌 l例に認められた。回復観察中に被験物質投与の影響を示唆する異常は、雌雄と

も観察されなかった。

2)詳細な症状観察 (Table5~Table 6, Appendix 5~Appendix 6) 

雌雄の詳細な症状観察では、一般状態観察で異常がみられた 150mg/kg群の交配雌 l例に蒼白およ

び立毛が認められたが、被験物質投与による神経毒性を示唆する変化は認められなかった。

3)体重 (Table7~Table 10, Appendix 7~Appendix 10) 

投与期間中の雄では、 150mg/kg群の投与 4日の体重が対照群より低値を示したが、有意差は認め

られなかった。回復期間中の雄では、 150mg/kg群の体重が対照群より高値を示したが、これは

150 mg/kg群において、対照群より体重が重い動物を回復観察に供したことが原因と考えられた。

投与期間中の交配雌では、 150mg/kg群の投与 4および 7日の体重が対照群より低値を示したが、

有意差は認められなかった。投与期間中の非交配雌でも、 150mg/kg群の投与 4日の体重が対照群よ

り低値を示したが、有意差は認められなかった。回復期間中の非交配雌では、被験物質投与の影響を

示唆する体重の変化は認められなった。

妊娠期間中および哺育期間中の雌では、被験物質投与の影響を示唆する体重の変化は認められ

なった。

4)摂餌量（Table11~Table 14, Appendix 11~Appendix 14) 

投与期間中の雄では、 150mg/kg群の投与 1日（投与 l~2日）の摂餌量が対照群と比較して有意に

低下したが、投与 7日以降の摂餌量には、被験物質投与の影響は認められなかった。回復期間中の雄

では、被験物質投与の影響を示唆する摂餌量の変化は認められなった。

投与期間中の交配雌では、 150mg/kg群の投与 l日（投与 1~2日）の摂餌量が対照群と比較して有

意に低下した。また、投与期間中の非交配雌でも、 150mg/kg群の投与 1日の摂餌量が対照群と比較

して有意に低下した。回復期間中の非交配雌では、 150mg/kg群の摂餌量が対照群より高値を示したが、

有意差は認められなかった。

妊娠期間中および哺育期間中の雌では、被験物質投与の影響を示唆する摂餌量の変化は認められ

なった。
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5)機能検査

①刺激に対する感覚運動反応 (Table15, Appendix 15) 

投与最終週に実施したプライエル反応、瞳孔反射、視覚定位、驚愕反応、後肢引込み反射、眼瞼反

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

れなかった。

②握力測定 (Table16~Table 18, Appendix 16~Appendix 18) 

投与最終週に実施した前肢および後肢の握力測定では、非交配雌を含む雌雄とも、被験物質投与の

影響を示唆する変化は認められなかった。

③自発運動量測定（Table19~Table 21, Appendix 19~Appendix 21) 

投与最終週に実施した非交配雌を含む雌雄の自発運動量測定では、区画移動数および立ち上がり

回数ともに被験物質投与の影響を示唆する変化は認められなかった。

6)尿検査 (Table22~Table 23, Appendix 22~Appendix 23) 

投与期間中の雄では、 150mg/kg群のナトリウムイオン濃度が対照群と比較して有意に増加したが、

各電解質の排泄量には対照群と比較して有意差は認められなかった。その他の検査項目に被験物質投

与の影響を示唆する変化は認められなかった。回復期間中の雄では、被験物質投与の影響を示唆する

尿の変化は観察されなかった。

投与期間中の非交配雌では、 150mg/kg群の 1例（動物番号：F06060)に尿潜血が認められた以外

に、被験物質投与の影響を示唆する変化は観察されなかった。回復期間中の非交配雌では、被験物質

投与の影響を示唆する尿の変化は観察されなかった。

7)血液学検査 (Table24~Table 25, Appendix 24~Appendix 25) 

①雄動物

投与期間終了時の雄では、赤血球数および血色素が 50mg/kg以上の群で対照群と比較して有意に

低下した。 150mg/kg群ではさらにヘマトクリット値が有意に低下し、網状赤血球比率が有意に増加した。

また、 150mg/kg群では、 MCVおよびMCHが有意な高値、 MCHCが有意な低値を示した。その他、活

性化部分トロンボプラスチン時間(APTT)が 50mg/kg群（平均 24.8sec)および 150mg/kg群（平均

23.3 sec)で有意に短縮したが、延長の変化ではないことから影響ではないと判断した。また、白血球分

類では、 150mg/kg群の好酸球比率（平均 0.7%)が対照群より有意に低下し、背景データの範囲（下表

参照）を下回ったが、影響と考えられる増加とは逆の変化であった。

雄（投与終了時）

APTT 

好酸球比率

試験数＊

4 

4 

サンプル数

20 

20 

平均

27.5 

1. 7 

平均士2SD

24.1-30.9 

1.2-2.3 

*: 2011年 4月～2013年 3月に実施した併合試験の媒体対照群（媒体：注射用水）を使用
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回復期間終了時の雄では、 150mg/kg群において、赤血球数の有意な低下、ヘマトクリット値、 MCV

および MCHの有意な増加、さらには網状赤血球比率の有意な低下が認められたが、貧血を示唆する

変化は回復傾向にあった。

②雌動物

投与期間終了時の分娩雌でも貧血の傾向は観察され、赤血球数の有意な低下が 150mg/kg群、網

状赤血球比率の有意な増加が 50mg/kg以上の群でみられた。

投与期間終了時の非交配雌では、 150mg/kg群の赤血球数、血色素およびヘマトクリット値が対照群

と比較して有意に低下し、網状赤血球比率は有意に増加した。また、同群の MCVおよび MCHが有意

な高値を示し、 MCHCは有意な低値を示した。活性化部分トロンボプラスチン時間、プロトロンビン時間

および白血球分類に有意な変化はなかった。

回復期間終了時の非交配雌では、 150mg/kg群の血色素、ヘマトクリット値、 MCVおよびMCHが対

照群と比較して有意に増加し、貧血を示唆する変化は消失した。

8)骨髄塗抹検査（Table26~Table 27, Appendix 26~Appendix 27) 

①雄動物

投与期間終了時の雄では、 150mg/kg群で骨髄球系／赤芽球系の比が低値を示し、正染性赤芽球お

よび総赤芽球系細胞の各比率が 150mg/kg群で対照群より有意に増加した。その他、赤芽球系細胞の

増加に伴う相対変化と考えられる有意な比率の低下が、好中性後骨髄球は 15mg/kg以上の群で、好

酸性後骨髄球およびリンパ球は 150mg/kg群で認められた。

回復期間終了時の雄では、被験物質投与の影響と考えられる有意な変化は認められなかった。

②雌動物

投与期間終了時の分娩雌では、 50mg/kg以上の群で骨髄球系／赤芽球系の比が低値を示し、

150 mg/kg群で対照群より有意に低下した。また、多染性赤芽球および総赤芽球系細胞の各比率が

50 mg/kg以上の群で対照群より有意に増加した。その他、赤芽球系細胞の増加に伴う相対変化と考え

られる有意な比率の低下が、好中性骨髄球は 15mg/kg以上の群で、好中性後骨髄球は 150mg/kg群

で、総顆粒球系細胞は 50mg/kg以上の群で認められた。

投与期間終了時の非交配雌でも、 150mg/kg群の骨髄球系／赤芽球系の比が対照群と比較して有意

に低下し、多染性赤芽球および総赤芽球系細胞の各比率が有意に増加した。その他、 150mg/kg群の

好中球とリンパ球の各比率が対照群より有意に低下した。

回復期間終了時の非交配雌では、 150mg/kg群の前骨髄球の比率が対照群と比較して有意に増加

し、好塩基性顆粒球および好塩基性赤芽球の比率が有意に低下したが、髄球系／赤芽球系の比に有意

差はなかった。
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9)血液生化学検査 (Table28~Table 29, Appendix 28~Appendix 29) 

①雄動物

試験番号R-12-014

投与期間終了時の雄では、 150mg/kg群の尿素窒素濃度が対照群より有意に低下したが、毒性を示

唆する変化とは逆の変化であった。その他、同群の無機リン濃度が有意に増加したが、その他の項目に

被験物質投与の影響を示唆する変化は認められなかった。

回復期間終了時の雄では、 150mg/kg群の総ビリルビン濃度が対照群に比較して有意に低下したが、

毒性を示唆する変化とは逆の変化であり、その他に被験物質投与の影響を示唆する変化は認められな

かった。

②雌動物

投与期間終了時の分娩雌では、 15および150mg/kg群のLDHが対照群より高値を示したが、有意差

は認められなかった。その他、 15mg/kg群の無機リン濃度が対照群と比較して有意に低下したが、用量

に依存した変化ではなかった。

投与期間終了時の非交配雌では、 150mg/kg群の総ビリルビン濃度が対照群より有意に低下したが、

被験物質投与の影響を示唆する変化は認められなかった。

回復期間終了時の非交配雌では、 150mg/kg群のLDHが対照群より高値を示したが、有意差は認め

られなかった。

10)器官重量 (Table30~Table 31, Appendix 30~Appendix 31) 

①雄動物

投与期間終了時の雄では、被験物質の用量に依存した牌臓重量の増加が認められ、 150mg/kg群の

肺臓重量が対照群より有意に増加した。生殖器を含むその他の器官には、被験物質投与の影響を示唆

する重量の変化は認められなかった。

回復期間終了時の雄では、 150mg/kg群の牌臓重量が高値を示し、絶対重量が対照群と比較して有

意に増加した。その他、 150mg/kg群の体重増加に伴う変化と考えられる相対重量の有意な低下が、精

巣および精巣上体で認められたが、絶対重量に対照群との差はなかった。

②雌動物

投与期間終了時の分娩雌では、被験物質の用量に依存した牌臓重量の増加が認められ、 50mg/kg 

以上の群で対照群と比較して有意に増加した。また、 150mg/kg群の心臓、肝臓および腎臓の相対重量

が対照群と比較して有意に増加した。その他、 15および 50mg/kg群の副腎の絶対重量が対照群に比

較して有意に増加したが、用量に依存した変化ではなかった。

投与期間終了時の非交配雌では、 150mg/kg群の牌臓重量の他、心臓および肝臓の重量も対照群と

比較して有意に増加した。その他の器官に被験物質投与の影響を示唆する重量の変化は認められな

かった。

回復期間終了時の非交配雌では、 150mg/kg群の腎臓重量が高値を示し、絶対重量が対照群と比

較して有意に増加したが、同群の牌臓重量に対照群との差はなかった。
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1l)剖検所見 (Table32~Table 33, Appendix 32~Appendix 33) 

①雄の投与終了時剖検例

試験番号 R-12-014

投与 42日の翌日に剖検した雄動物、対照群 7例、 15mg/kg群 12例、 50mg/kg群 12例および

150 mg/kg群 7例の剖検所見は以下の通りである。

胃では、前胃粘膜の浮腫様変化が 150mg/kg群の 2例に観察された。

牌臓では、大型化が 150mg/kg群の 7例（全例）にみられた。

腎臓では、 15mg/kg群の 1例で両側性の淡色斑がみられた。

精巣上体では、片側尾部の黄白色結節が 150mg/kg群の 1例にみられたが、対照群の 1例にも認

められた変化であった。

②雄の回復観察例

回復 15日に剖検した雄動物、対照群 5例および 150mg/kg群 5例の剖検所見は以下の通りである。

腎臓では、両側性の大型化が 150mg/kg群の 1例にみられ、牌臓では、大型化が 150mg/kg群の

2例にみられた。

その他、両前肢の脱毛が 150mg/kg群の 1例に観察された。

③分娩雌の投与終了時剖検例

哺育 4日の翌日に剖検した雌動物、対照群 12例、 15mg/kg群 11例、 50mg/kg群 12例および

150 mg/kg群 12例の剖検所見は以下の通りである。

牌臓では、大型化が 50mg/kg群の 3例と 150mg/kg群の 9例に観察された。 H卑臓の大型化がみら

れた 150mg/kg群の 1例（動物番号：F04048)では、肝臓の尾状葉に結節が認められた他、肺や腺胃

粘膜に暗色点がみられ、他の 1例（動物番号：F04040)では、顎下リンパ節の大型化を伴っていた。

胃では、上記の他、前胃粘膜の浮腫様変化が 150mg/kg群の 1例で観察されたが、同様の変化は

対照群の 1例にも観察された。

尾では、先端が脱落し、黒色を呈した例が 150mg/kg群の 2例で認められた。

皮膚では、被験物質投与とは関連のない変化と考えられる脱毛が 15mg/kg群の 2例と 150mg/kg 

群の 1例に認められた。

その他、 50mg/kg群において肝臓の大型化が 1例、胸腺の小型化が 2例、副腎の大型化が 1例、

15 mg/kg群において肺の暗色域が 1例（動物番号：F02017)にみられたが、いずれも用量に依存した

変化ではなく、胸腺の小型化は対照群の 1例にも観察された。

④不妊例

妊娠 26日相当日に剖検した不妊例、 15mg/kg群 l例に異常は認められなかった。

⑤サテライト群の投与終了時剖検例

投与 42日の翌日に剖検した非交配雌、対照群 5例および 150mg/kg群 5例の剖検所見は以下の

通りである。

肺臓では、大型化が 150mg/kg群の 4例に観察された。

胃では、前胃粘膜の浮腫様変化が 150mg/kg群の 1例に観察された。
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⑥サテライト群の回復観察例

回復 15日に剖検した非交配雌、対照群 5例および 150mg/kg群 5例の剖検所見は以下の通りであ

る。

腎臓では、両側性の大型化と表面粗造が 150mg/kg群の 1例に観察された。

牌臓では、大型化が 150mg/kg群の 1例に観察された。なお、周囲組織と癒着した牌臓が対照群の

1例（動物番号：F05054)で観察されたが、被験物質投与群には雌雄とも、同様の所見は観察されなかっ

た。

12)病理組織学検査 (Table34~Table 35, Appendix 34~Appendix 35) 

①雄の投与終了時剖検例

投与終了時剖検例のうち、対照群および 150mg/kg群の 5例について病理組織学検査を実施し、さ

らに被験物質の影響が示唆された肝臓、 B卑臓、腎臓および骨髄については、 15および 50mg/kg群の

5例についても病理組織学検査を実施した。その他、剖検時に異常が認められた器官についても病理

組織学検査を実施した。病理組織所見は、以下の通りである。

甲状腺では、 150mg/kg群の 1例に異所性の胸腺組織が観察されたが、被験物質投与の影響を示

唆する所見ではなかった。

心臓では、 150mg/kg群の 1例にごく軽度の炎症性細胞浸潤が観察されたが、その他の動物に類似

の所見はみられなかった。

肺では、 150mg/kg群の 2例に肺胞に泡沫細胞の集族が観察されたが、ごく軽度な変化であった。

肝臓では、髄外造血とクッパー細胞の褐色色素沈着が 50mg/kg以上の群で観察され、 150mg/kg 

群で両者の頻度および程度が対照群と比較して有意に増加した。その他に門脈周囲性の肝細胞の脂肪

化、小肉芽腫および単細胞壊死が被験物質投与群で観察されたが、対照群と比較して程度および頻度

の差はなかった。

膵臓では、脂肪浸潤と単細胞壊死が 150mg/kg群の各 1例にみられたが、いずれもごく軽度な変化

であり、単細胞壊死は対照群の 2例にも認められた。

肺臓では、褐色色素沈着および髄外造血が対照群を含む各投与群で認められ、その程度が褐色色

素沈着は 50mg/kg以上の群で、髄外造血は 150mg/kg群で対照群と比較して有意に増加した。また、

赤牌髄領域の増加が 150mg/kg群で認められ、対照群と比較して程度および頻度が有意に増加した。

腎臓では、近位尿細管の褐色色素沈着が 50mg/kg以上の群で観察され、 150mg/kg群で頻度およ

び程度が対照群と比較して有意に増加した。その他、好塩基性尿細管、リンパ球浸潤および嚢胞が被験

物質投与群で観察されたが、その頻度および程度は被験物質の影響を示唆するものではなかった。

精巣では、精細管委縮が 150mg/kg群の 2例にみられたが、いずれもごく軽度な変化であった。

精巣上体では、剖検時に黄白色結節が認められた 150mg/kg群の 1例および対照群の 1例に精子

肉芽腫が観察された以外に、異常はみられなかった。

前立腺では、被験物質の影響を示唆する変化は認められなかった。
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大腿骨骨髄では、赤芽球の過形成が 15mg/kg以上の群で認められ、 150mg/kg群の頻度および程

度が対照群と比較して有意に増加した。

②雄の回復観察例

回復 15日に剖検した対照群および 150mg/kg群の 5例については、投与終了時の剖検例で被験

物質の影響が示唆された肝臓、肺臓、腎臓および骨髄について病理組織学検査を実施した。その他、

剖検時に異常が認められた器官についても病理組織学検査を実施した。病理組織所見は、以下の通り

である。

肝臓では、クッパー細胞の褐色色素沈着が 150mg/kg群の 1例に認められたが、ごく軽度なもので

あった。また、投与期間終了時にみられた髄外造血はいずれの動物にも認められなかった。その他、門

脈周囲性の肝細胞の脂肪化、小肉芽腫および単細胞壊死が 150mg/kg群で観察されたが、対照群と

比較して程度および頻度の差はなかった。

牌臓では、褐色色素沈着および髄外造血が 150mg/kg群で認められたが、対照群と比較して程度お

よび頻度の差はなかった。また、赤牌髄領域の増加が 150mg/kg群の 1例に認められたが、ごく軽度な

ものであった。

腎臓では、近位尿細管の褐色色素沈着が 150mg/kg群で観察され、その頻度が対照群と比較して有

意に増加した。その他、好塩基性尿細管が 150mg/kg群で観察されたが、被験物質の影響を示唆する

頻度および程度はではなかった。

骨髄では、赤芽球の過形成が 150mg/kg群の 2例で認められたが、ごく軽度な変化であった。

皮膚では、剖検時に脱毛がみられた 150mg/kg群の 1例の脱毛部で毛胞の委縮が観察された。

③分娩雌の投与終了時剖検例

哺育 4日の翌日に剖検した対照群および 150mg/kg群の 5例について、病理組織検査を実施した。

その他、剖検時に異常が認められた器官についても病理組織学検査を実施した。病理組織所見は、以

下の通りである。

下垂体では、ラトケ嚢遺残が 150mg/kg群の 1例に観察されたが、対照群の 1例にもみられた所見

であった。

甲状腺では、 150mg/kg群の 1例に異所性の胸腺組織が観察されたが、被験物質投与の影響を示

唆する所見ではなかった。

胸腺では、剖検時に小型化がみられた 50mg/kg群の 2例と対照群の 1例に委縮が観察されたのみ

であった。

肺では、 150mg/kg群の 3例に肺胞に泡沫細胞の集族が観察されたが、ごく軽度な変化であった。そ

の他、剖検時に暗色点がみられた 150mg/kg群の 1例（動物番号：F04048)では胸膜の限局性肥厚が、

また暗色域がみられた 15mg/kg群の 1例（動物番号：F02017)では、褐色色素を含む肺胞内マクロ

ファージの浸潤が認められた。

肝臓では、髄外造血が 15mg/kg以上の群、クッパー細胞の褐色色素沈着が 50mg/kg以上の群で

それぞれ観察され、 50mg/kg以上の群で両者の頻度および程度が対照群と比較して有意に増加した。
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その他、門脈周囲性の肝細胞の脂肪化、小肉芽腫および単細胞壊死が被験物質投与群で散見された

が、対照群と比較して程度および頻度の差はなかった。剖検時に肝臓の異常の認められた 150mg/kg 

群の 1例（動物番号：F04048)では、尾状葉の結節部に限局性の壊死巣が観察された。

胃では、 150mg/kg群の 1例に胃底腺の拡張がみられたが、被験物質の影響を示唆する変化ではな

かった。なお、剖検時に前胃粘膜の浮腫様変化がみられた 150mg/kg群の 1例（動物番号：F04043)と

腺胃粘膜に暗色点がみられた 150mg/kg群の 1例（動物番号：F04048)に異常はなかった。

牌臓では、褐色色素沈着および髄外造血が対照群を含む各投与群で認められ、その程度が

50 mg/kg以上の群で対照群と比較して有意に増加した。また、赤肺髄領域の増加が 50mg/kg以上の

群で認められ、 150mg/kg群の程度および頻度が対照群と比較して有意に増加した。その他、 15mg/kg 

群の 1例で軽度のうっ血がみられたが、用量に依存した所見ではなかった。

腎臓では、近位尿細管の褐色色素沈着が 50mg/kg以上の群で観察され、 150mg/kg群で頻度およ

び程度が対照群と比較して有意に増加した。その他、好塩基性尿細管およびリンパ球浸潤が被験物質

投与群で観察されたが、被験物質の影響を示唆する変化ではなかった。

副腎では異常は認められず、剖検時に大型化がみられた 50mg/kg群の 1例にも異常はなかった。

大腿骨骨髄では、赤芽球の過形成が被験物質投与群で認められ、 50mg/kg以上の群で頻度が、

150 mg/kg群で程度が対照群と比較して有意に増加した。

皮膚では、剖検時に脱毛がみられた 15mg/kg群の 2例と 150mg/kg群の 1例の脱毛部で毛胞の委

縮が観察された。

尾では、剖検時に先端が黒色化した 150mg/kg群の 1例について病理組織学検査を実施した結果、

壊死と潰瘍が確認された。

④サテライト群の投与終了時剖検例

非交配雌の投与終了時剖検例、対照群 5例および 150mg/kg群 5例の病理組織所見は以下の通り

である。

心臓では、 150mg/kg群の 1例にごく軽度の単核細胞浸潤が観察されたが、その他の動物に類似の

所見はみられなかった。

肺では、 150mg/kg群の 1例に肺胞に泡沫細胞の集族が観察されたが、ごく軽度な変化であった。

肝臓では、髄外造血とクッパー細胞の褐色色素沈着が 150mg/kg群で観察され、頻度および程度が

対照群と比較して有意に増加した。その他に門脈周囲性の肝細胞の脂肪化、小肉芽腫および単細胞壊

死が 150mg/kg群で観察されたが、対照群と比較して程度および頻度の差はなかった。

肺臓では、褐色色素沈着および髄外造血が対照群と 150mg/kg群で認められ、 150mg/kg群の髄外

造血は対照群と比較して程度が有意に増加した。また、赤牌髄領域の増加が 150mg/kg群の 3例で認

められたが、対照群と比較して程度および頻度の差はなかった。

腎臓では、近位尿細管の褐色色素沈着が 150mg/kg群で観察され、頻度および程度が対照群と比

較して有意に増加した。その他、髄質の鉱質沈着が 150mg/kg群の 1例で観察されたが、ごく軽度の変

化であった。
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大腿骨骨髄では、赤芽球の過形成が 150mg/kg群で認められ、その頻度が対照群と比較して有意に

増加した。

⑤サテライト群の回復観察例

回復 15日に剖検した非交配雌、対照群の 5例および 150mg/kg群の 5例については、投与終了時

の剖検例で被験物質の影響が示唆された肝臓、牌臓、腎臓および骨髄について病理組織学検査を実

施した。病理組織所見は、以下の通りである。

肝臓では、クッパー細胞の褐色色素沈着が 150mg/kg群で認められ、頻度および程度が対照群と比

較して有意に増加した。その他、門脈周囲性の肝細胞の脂肪化および小肉芽腫が 150mg/kg群で観

察されたが、対照群と比較して程度および頻度の差はなかった。

牌臓では、褐色色素沈着および髄外造血が 150mg/kg群で認められたが、対照群と比較して程度お

よび頻度の差はなかった。

腎臓では、近位尿細管の褐色色素沈着が 150mg/kg群で観察され、その頻度および頻度が対照群

と比較して有意に増加した。その他、好塩基性尿細管、リンパ球の浸潤および髄質の鉱質沈着が

150 mg/kg群で観察されたが、被験物質の影響を示唆する変化ではなかった。

大腿骨骨髄では、赤芽球の過形成が 150mg/kg群の 2例で認められたが、ごく軽度な変化であった。

2.生殖能力

1)性周期および交配成績 (Table36~Table 37, Appendix 36~Appendix 37) 

投与開始後に 150mg/kg群の 2例で性周期の異常が観察されたが、同群の交尾率および妊娠率は

いずれも 100％であった。その他の群の交尾率、妊娠率、さらには投与期間中の平均発情回帰日数、同

居開始日から交尾確認日までの日数およびその間に回帰した発清期の回数に被験物質投与の影響を

示唆する変化は認めらなかった。

2)出産率および妊娠期間 (Table38, Appendix 38) 

妊娠期間および出産率に被験物質投与の影響は認められなかった。

3)分娩および哺育状態

分娩状態は、いずれの動物も良好であった。また、いずれの動物の哺育状態についても、異常は認め

られなかった。

4)黄体数、着床数および着床率 (Table38, Appendix 38) 

黄体数、着床数および着床率に被験物質投与の影響は認められなかった。
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3.出生児

1)生存(Table38, Appendix 38) 

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

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

2)体重 (Table39, Appendix 39) 

哺育 0 日および哺育 4 日に測定した出生児体重には、雌雄とも被験物質投与の影響を示唆する変

化は認められなかった。

3)出生児観察(Table40~Table 41, Appendix 40) 

死亡児および哺育 4日の生存児の剖検では、異常は認められなかった。

考察

雌雄ラットの交配前(2週間）および交配期間中、ならびに雄では交配期間終了後を通して計 42日間、

雌では妊娠期間を通して周産期（哺育 4日まで）に 2ーイソブトキシエタノールを経口投与し、雌雄ラットに

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

て検討した。

1.反復投与毒性

初回投与の翌日に 150mg/kg群の雄と 50mg/kg以上の群の雌に赤色尿が観察された。類似物質の

2-(1ーメチルエトキシ）エタノール1)や 2-tertーブトキシエタノール2)の反復経口投与毒性試験においても、

初回投与後のみに着色尿が観察されていることから、本試験でみられた赤色尿はこれら物質に共通した

急性影響と考えられる。さらに 150mg/kg群の雄、交配雌および非交配雌では、投与 1~2日の摂餌量

が低下し、投与 4日のみ体重が低下傾向を示したことから、これらも被験物質投与の影響と考えられる。

しかしながら、その後の体重推移および摂餌量には影響が認められず、投与 37日に実施した尿検査に

おいても非交配雌 l例で潜血がみられた以外に被験物質投与の影響は観察されていないことから、被

験物質の影響は、初回投与後に最も強く発現するものと推察される。ただし、 150mg/kg群の分娩雌

2例では、被験物質の反復投与により蒼白などの症状を呈し、尾先端が壊死したこと、 50mg/kg群では

雌のみに初回投与後の赤色尿が観察されたことなどから、雌動物は雄動物よりも毒性症状が発現しやす

いと考えられた。

投与終了時の血液学検査では、赤血球数の低下が 50mg/kg以上の群の雄および分娩雌と

150 mg/kg群の非交配雌に、血色素濃度の低下が 50mg/kg以上の群の雄と 150mg/kg群の非交配

雌に観察されたことから、これらの動物では貧血を起こしていたことが示された。また、網状赤血球比率の

増加が 150mg/kg群の雄および50mg/kg以上の群の分娩雌さらには 150mg/kg群の非交配雌でみら
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れ、肝臓や肺臓の病理組織学検査では髄外造血、骨髄では赤芽球の過形成、骨髄塗抹検査では骨髄

球系／赤芽球系の比の低下が認められ、 B卑臓の赤牌髄領域の増加が 50mg/kg以上の群の分娩雌と

150 mg/kg群の雄および非交配雌で認められていることから、慢性的な貧血に対して造血機能が充進し

ていたものと推察される。大腿骨骨髄では赤芽球の過形成が 15mg/kg以上の群の雄および分娩雌と

150 mg/kg群の非交配雌で認められ、赤芽球系細胞の増加に伴う相対変化と考えられる好中性後骨髄

球比率の低下は 15mg/kg以上の群の雄で、好中性骨髄球比率の低下は 15mg/kg以上の群の分娩

雌で認められている。なお、 15mg/kg群の分娩雌 1例でみられた肝臓の髄外造血については、同例に

溶血性貧血を示唆する変化が認められていないことから、分娩に伴う変化と推察し、被験物質の影響で

はないと判断した。

投与終了時の器官重量測定で 50mg/kg以上の群の分娩雌および 150mg/kg群の雄および非交配

雌でみられた肺臓重量の増加は、髄外造血の充進に伴う変化で被験物質の影響と考えられる。また、

150 mg/kg群の分娩雌でみられた肝臓の相対重量（平均 33.993mg/g)の増加と同群の非交配雌でみら

れた肝臓の絶対重量（平均 7921.6mg)および相対重量（平均 27.686mg/g)の増加は、いずれも背景

データの範囲（下表参照）を上回ったことから、髄外造血の充進に伴う変化と推察された。 150mg/kg群

の分娩雌でみられた心臓の相対重量(3.489mg/g)の増加と非交配雌でみられた心臓の絶対重量（平均

991.2 g)と相対重量（平均 3.461mg/g)の増加についても、心筋の病理組織学的変化はみられていない

が、貧血に対する代償性の肥大を来している可能性が考えられた。 150mg/kg群の分娩雌でみられた腎

臓の相対重量（平均 7.026mg/g)の増加は、背景データの範囲（下表参照）内であることから、被験物質

の影響ではないと判断した。

分娩雌（投与終了時） 試験数＊ サンプル数 平均 平均土2SD

肝臓の相対重量 4 47 32.488 31.309-33.668 

心臓の相対重量 4 47 3.313 3.076-3.549 

腎臓の相対重量 4 47 6.599 6.034-7.164 

*: 2011年 4月～2013年 3月に実施した併合試験の媒体対照群（媒体：注射用水）を使用

非交配雌（投与終了時） 試験数＊ サンプル数 平均 平均土2SD

肝臓の絶対重量 4 20 6931.8 6430.5-7 433.0 

肝臓の相対重量 4 20 25.140 23.580-26. 701 

心臓の絶対重量 4 20 883.5 815.5-951.5 

心臓の相対重量 4 20 3.210 2.989-3.430 

*: 2011年 4月～2013年 3月に実施した併合試験の媒体対照群（媒体：注射用水）を使用

投与終了時剖検例の病理組織学検査から、 50mg/kg以上の群の雄および分娩雌、さらには

150 mg/kg群の非交配雌でみられた牌臓の褐色色素沈着の増加、肝臓のクッパー細胞の褐色色素沈
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着、さらには腎臓の近位尿細管の褐色色素沈着は、溶血した赤血球由来のヘモジデリン色素と考えられ、

被験物質投与により溶血性貧血が誘発されたと判断される。また、 150mg/kg群の分娩雌にみられた尾

先端の黒色化については、壊死と潰瘍が確認されたことから、溶血による貧血状態を反映した循環障害

によるものと推察された。類似物質の 2ーブトキシエタノールでは、インビトロの実験3)からその代謝物のブ

トキシ酢酸が赤血球内の ATPを減少させ、赤血球の溶血を起こすと推定されていることから、本被験物

質も同様の機序により溶血を起こしたものと推察される。なお、 2ーブトキシエタノールは、精巣の委縮を誘

発することも報告4)されているが、本試験における精巣重量および精巣の病理組織学検査では、精巣毒

性を示唆する所見は認められなかった。

投与終了時の血液生化学検査では、 150mg/kg群の雄で無機リン濃度（平均 6.9mg/dL)が増加し、

背景データ（下表参照）から逸脱したが、腎臓の機能障害を示唆する変化は認められていないことから、

被験物質の影響ではないと判断した。

雄（投与終了時）

血中無機リン濃度

試験数＊

4 

サンプル数

20 

平均

6.0 

平均士2SD

5.6-6.4 

*: 2011年 4月～2013年 3月に実施した併合試験の媒体対照群（媒体：注射用水）を使用

投与期間中の雄では、尿中ナトリウムイオン濃度が 150mg/kg群で増加したが、血中ナトリウムイオン

濃度に被験物質の影響を示唆する変化がみられていないことから、偶発的な変化と判断した。

2.毒性の回復性

回復観察中に赤色尿は観察されなかった。回復終了時の血液学検査では、 150mg/kg群の雄で赤

血球数の低下が認められたが対照群と差はわずかであり、その他貧血を示唆する変化はいずれも回復

傾向にあった。

回復期間終了時の病理組織学検査では、投与終了時にみられた肝臓および腎臓の褐色色素沈着が

150 mg/kg群の雄および非交配雌に観察されたが、肝臓での髄外造血は消失し、骨髄での赤芽球の過

形成もごく軽度なものが観察されたのみであった。また、回復期間終了時の骨髄検査でも被験物質投与

の影響を示唆する変化は認められなかったことから、被験物質により誘発される造血機能の尤進は、投

与終了後すみやかに正常に戻るものと推察された。

3.生殖発生毒性

投与開始後の性周期、交尾率および妊娠率に被験物質投与の影響を示唆する変化は認められな

かった。妊娠期間、出産率、分娩状態および哺育状態に被験物質投与の影響は認められなかった。ま

た、黄体数、着床数および着床率にも被験物質投与の影響は認められなかった。これらのことから、

150 mg/kgまでの用量は、親動物に生殖毒性を示さないと考えられる。類似物質の 2-tertーブトキシエタ

ノール2)や 2-(1ーメチルエトキシ）エタノール5)の生殖発生毒性試験においても親動物の性周期、交尾お
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よび受胎能力、妊娠期間、分娩ならびに哺育状態等の項目に影響は認められていない。また、出生児の

生存率や形態、さらには哺育 0日および哺育 4日の出生児体重にも、被験物質投与の影響はみられな

かったことから、 150mg/kgまでの投与量は、次世代にも影響を及ぼさないと考えられる。

4.無毒性量

大腿骨骨髄の赤芽球過形成と赤芽球系細胞の増加に伴う骨髄球比率の低下が 15mg/kg群の雄お

よび分娩雌で認められたことから、雌雄動物の反復投与毒性に対する無毒性量 (NOAEL)は

15 mg/kg/ day未満と判断された。

150 mg/kgまでの用量に親動物への生殖毒性ならびに出生児への発生毒性を示唆する変化は認め

られなかったことから、生殖発生毒性に対する無毒性量は 150mg/kg/ dayと判断された。
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Annex A 

検査成績書 093-02635 https://www.siyaku.com/cgi-bin/gx.cgi/ AppLogic+ufg… 

I /I 

検査成績書

財団法人食品薬品安全センター 秦野研究所／化学物質管理室 御

主

2012年7月3日

和光純薬工業株式会

社

Code No. 093-02635 

2ーイソブトキシエタノール（エチレングリコールモノイソブチルエーテル）

規格／等級 和光ー級

Lot No. PER2952 

数量 500ml 

検査項目 検査成績 規格値

外観 無色澄明の液体
無色～僅かにうすい黄色、

澄明の液体

密度(20℃) 0.891 g/ml 0.887~0.895g/ml 

屈折率n20/D 1.4155 1.411~1.417 

水分 0.09% 0.2％以下

酸（CH3COOHとして） 0.05％以下 0.05％以下

含量（毛管カラムGC) 99.6% 97.0％以上

検査年月日 2007/12/21 

□石―口戸—|
成績書発行番号 9861464

12/07/03 14:09 
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Annex B 

試験番号 R-12-014

SOP/CHE/001 
採用開始 2010年4月23日

試験番号 R-12 -014 

含量試験結果

被験物質： 2-イソプトキシエタノール 調製年月日： 2012年10月1日

ロット番号： PER2952 測定年月日： 2012年10月1日

媒 体：日局注射用水

調製濃度 測定濃度 平均測定濃度 含量
平均含量

ばらつき

試料番号I (A) (B) (C) B/AXlOO B/CX 100 

(mg/mL) (rng/mL) (mg/mL) （％） （％） （％） 

1 l 3.00 3.017 3.106 100.6 103.6 97.1 

2 I I 3.217 107.2 103.6 

3 3.086 102.9 99.4 

4 10.0 10.40 10.21 104.0 102.2 101.9 

＇ 
5 10.64 106.4 104.2 

6 9.617 96.2 94.2 

7 30.0 30.03 31.03 100.1 103.5 96.8 

8 30.95 103.2 □75 ， 32.12 107.1 

含量の判断基準（溶液検体）

平均含量が調製濃度の90.0~110.0%、また、各測定値のばらつきがそれぞれ平均値の90.0~
110.0％以内とする。
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1.被験物質原体の安定性の測定方法

①使用機器

フーリエ変換赤外分光光度計(FTIR-8300) 島津製作所

②測定条件

測定方法 液膜法
波数範囲 4000~400 cm-1 

③測定方法

試験番号 R-12-014

被験物質1、2滴を2枚の窓板（臭化カリウム）の間に挟み、測定する。対照は、測定雰囲気のバックグラ

ウンド吸収とする。

2.投与検体中の被験物質含量測定法

①試薬

蒸留水(HPLC用）
アセトニトリル(HPLC用）

1,3ーベンゾジオキソール（和光ー級）

②使用機器

和光純薬工業

和光純薬工業

和光純薬工業

電子天秤(R200D) ザルトリウス

ガスクロマトグラフ(GC)システム 島津製作所

主要構成： GC-14B（ガスクロマトグラフ）、 AOC-20i（オートインジェクタ）、 C-R7AまたはC-R7Aplus 

（データ処理装置）

③内部標準溶液（以下、 IS溶液）の調製

1,3ーベンゾジオキソール約10mgを精密に量り、アセトニトリルに溶解して20mLとする。この液2mLを

採り、アセトニトリルで100mLとする（約10μg/mL)。

④標準溶液の調製

被験物質約50mgを精密に量り、蒸留水に溶解して正確に25mLとし、標準原液（約2mg/mL)とする。

この標準原液1.5、1及び1.5mLを正確にとり、蒸留水を加えてそれぞれ正確に20、10及び10mLとし、
標準溶液（約150、200および300μg/mL、各濃度n=l)を調製する。これらの標準溶液とIS溶液を

1:4 (v/v)の割合で混合し、測定用標準溶液とする。

⑤試料溶液の調製

投与検体の1mLを正確にとり、蒸留水で適宜希釈し、検量線の範囲内となるように試料溶液を調製す

る。これらの試料溶液とIS溶液を1:4(v/v)の割合で混合し、測定用試料溶液とする。測定用試料溶液

は、投与検体の採取からn=3で調製する。

⑥検量線の作成および投与検体中被験物質濃度の算出

測定用試料溶液および測定用標準溶液をガスクロマトグラフィーにより測定する。測定用標準溶液は

n=3で測定し、得られたISのピーク面積に対する2-IBEのピーク面積比と調製濃度を基に、最小二乗法

により検量線を作成する。測定用試料溶液は、各n=lで測定し、得られた2-IBEのピーク面積比から、

先の検量線を用いて、試料溶液中の2-IBEの濃度を求める。さらに、希釈係数を乗じて投与検体中の

2-IBE濃度を算出し、調製濃度に対する割合（含量、％）および各測定濃度の平均値に対するばらつき

（％）を算出する。

⑦ガスクロマトグラフ測定条件

検出器 水素炎イオン化検出器(FID)

水素60kPa、空気50kPa、メイクアップガス30kPa（ヘリウム）

分析カラム TC-624（長さ30m、内径0.53mm、膜厚3.0μm、GLサイエンス）

キャリヤガス ヘリウム(100kPa) 

カラム温度 80°C(4分）→30°c／分→250°c(2分）

注入口設定温度 250°c 

検出器設定温度 250°c 

試料注入量 0.5 μL 
試料注入方式 スプリットレス（サンプリング時間0.5分）

オートインジェクタ洗浄液アセトニトリル

モニタ一時間 7分
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システムの適合性

⑧数値の取り扱い

試験番号 R-12-014

分析開始前に、測定用標準溶液（約200μg/mL)を3回測定し、 2-IBEの
ピーク保持時間およびISに対するピーク面積比の相対標準偏差（％）がそ

れぞれ士3.0％以内および士5.0％以内であることを確認する。

l)システム適合性におけるピーク保持時間、ピーク面積は機器の出力値をそのまま使用する。ピー

ク保持時間の平均値は、四捨五入して小数点以下第3位まで、ピーク面積比およびその平均値

は切り捨てて小数点以下第3位まで表示する。また、相対標準偏差は四捨五入して小数点以下第

1位まで求める。

2)その他は、 SOP/CHE/001に従う。
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 1-1. General conditions of male rats 

Gr匹p Nombcrofm血 D可,of叫皿mstral9On

皿dgeneral<onditions I 2 3 4 5 6 7 8 9 IO II 12 13 14 15 16 17 18 19 20 21 22 23 24 2S 

Pre PosI Pre PosI Pre PosI Pre PosI P『ePosI Pm Poゴ P『ePosI P9C PosI Pre PosI Pre PosI P『ePosI Pm PosI Pm PosI Pm PosI Pre PosI Pm PosI Pm PosI Pre PosI Pre P函 Pre PosI Prc PosI Pm PosI Pre PosI Pre Post Pm PosI 

Co,t,ol (,ehicleo w,to-fo, mje<t<n) Nombcr ofm曲> 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

GmmlappemmmNo曲nom血y 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

邸 rel畑，氏ddishu血e 0000000000000000000000000000  0000000000000000000000  

Fo呻 mb,Alope中 0000000000000000000000000000 0000000000000000000000  

2-IBE15m匹 Numbcrof皿如 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Gen叩 lapp-，，，.No曲nomml,y 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

e,.rei-n,Reddi,horioe O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O 0 

Fo,elimb, Alope口, 0000000000000000000000000000  0000000000000000000000  

2•IBE 刃 mlfl屯 Nombcrof皿lo, 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Genロlappe四 血 ， N"'bnomml,y 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

e,.n,tion,Reddishoriae O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O 0 

Fo,ehmb,Alope四 000 00000000000000000000000000000000000000000000000

2-IBEISOm詠g Nombcrof叫" 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Gen叩lapp¢四no,,N,.bno~曲ty 12 12 O 12 II 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 II II II II 

e,.retion, Reddi,horioe O O 12 0 I O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O 0 

Fo『曲mb,Alopc-cia O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O I I I I 

Pm.Bd0『Cadmmbtrat四n,Post；叫口叫呻istrat9on, (Con1inuOO) 
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Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 1-l(continued). General conditions of male rats 

Group Number of males 

and general conditions 

Days of administration 

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

Control (vehicle: water for injection) Number of males 

Gcoeral appearance, No abnormality 

Forelimb, Alopecia 

E氾retion,Reddish urine 

Number of males 

Gcocral appearance, No abnormality 

Forelimb, Alopccia 

E平 rction,Reddish urine 

2-IBE 15 m詠g

2-IBESO m詠g Number of males 

General appearance, No abnormality 

Forelimb, Alopccia 

Excretion, Reddish urine 

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 Pre Post Pre Post Pre 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 

0000000000000000000000000000  0000000  

0000000000000000000000000000  0000000  

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

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

0000000000000000000000000000  000000  0 

0000000000000000000000000000  0000000  

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

12 12 12 12 12 12 12 12 12 12 10 12 12 12 12 12 12 12 12 12 12 

000000 0 0 0 0 0 0 0 0  0000000  

000000 0 0 0 0 2 0 0 0  0000000  

2-IBE 150 mg/kg Number of males 

General appearance, No abnonnality 

Forelimb, Alopccia 

Excretion, Reddish urine 

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

0 0 0 0 00000000  

0 0 0 0 00000000  

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

11 11 11 11 11 11 11 11 11 11 11 11 11 11 

I I I I I I I 

0 0 0 0 0 

゜ ゜

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

11 11 11 11 11 11 10 11 11 11 10 11 

l

o

 

l

l

 

ー

1

1

0

 

I

O

 

2

1

 

l

l

 l

o

 

2

1

 

1

1

 

12 12 12 12 12 12 7 

11 11 11 11 11 11 7 

1 1 1 1 1 1 0 

0000000  

Pre: Before administration, Post: after administration. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 1-2. General conditions of male rats at the recovery period 

Group 

Control (vehicle: water for injection) 

2-IBE 150m詠g

Number of males 

and general conditions 

Number of males 

General appearance, No abnormality 

Forelimb, Alopecia 

Number of males 

General appearance, No abnormality 

Forelimb, Alopecia 

Days of recovery 

7 8 9 10 

5 5 5 5 

5 5 5 5 

0 0 0 0 

5 5 5 5 

4 4 4 4 

1 1 1 1 

6
-
5
5
0
-
5
4
1
 

5
-
5
5
0
-
5
4
1
 

4
-
5
5
0
-
5
4
1
 

3
-
5
5
0
-
5
4
1
 

2
-
5
5
0
-
5
4
1
 

1
-
5
5
0
-
5
4
1
 

1
1
-
5
5
0
-
5
4
1
 

1
2
-
5
5
0
-
5
4
l
 

1
3
-
5
5
0
-
5
4
1
 

1
4
-
5
5
0
-
5
4
1
 

1
5
-
5
5
0
-
5
4
1
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 2-1. General conditions of female rats 

Group 

Contrnl (vehicle, w孤口formj四ion)

2-IBE 15m詠g

2-IBESO m詠g

2-IBE 150m詠g

Numbernf females 

皿d穿noraloonditions 

Numbc,offcmalcs 

General叩p四皿cc,No abnonnality 

E=etion,R叫dishurine 

Lumbus, Alopecia 

Skin, Pale skin 

E四ction,Decrease in amount offeccs 

General叩p匹anccEmaciation 

Bchavio,, Deen:匹cin locomoto, activity 

E匹,<ion,No-feces 

Fu,, Harr, Coat, Pilocrcction 

Numbc, of fcnralcs 

General叩P呻 anccNo abnonnality 

E匹はion,Reddish urine 

Lumbus, Alopccia 

Skin, Palcskin 

E匹ぶon,Decrease in amount offcces 

Gmcralapp匹anccEmaciation 

Bchavio,, D四四scinI四 mowactivity 

E匹ction,No-fcccs

Fu,, Harr, Co叫， Pilocrcction

Numbc, of females 

General叩P匹皿匹，Noabnonnality 

E匹ction,R叫dishurine 

Lumbus, Alopccia 

Skin,Palcskin 

E,action, De四 scin amount of feces 

General叩p四an匹， Emaci田ion

Bchavio,、Deere邸 cin locomoto,即tivity

和ction,No-feces 

Fu,, Harr, Co叫， Pilocr匹ion

Numbc, offcmalcs 

General叩p匹皿cc,No abnonnality 

E四ction,Reddish urine 

Lumbus, Alopecia 

Skin,Palcskin 

E=etion, Decrease in amount of,むQ

General叩p匹皿ccEm叩血ion

Bchavio,, Deere硲 cin locomoto,即tivity

Excretion, No-! 

Fu,, Hai,, Co戎， Pilocrection

Pre, Bcfo,c administrntion, Post：曲口叫ministration

Days ofadministratmn 

I 2 3 4 5 6 7 8 9 10 II 12 13 14 15 16 17 18 19 20 21 

P,c Post Pre Post Pre Post Pre Post P『ePost Pre Post Pre Post P,e Post P『ePost Pre Post Pre Post P『ePost Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post P,c Post 

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 9 9 4 4 2 2 I I I I O 0 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 9 4 4 2 2 I I I I O 0 

000 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

000 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

0000000000000000000000000000  00000000000000  

000 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

0000000000000000000000000000  00000000000000  

0000000000000000000000000000  00000000000000  

0000000000000000000000000000  00000000000000  

0000000000000000000000000000  00000000000000  

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 II II 8 8 5 5 I I I I I I 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 II II 8 8 5 5 I I I I I I 

0 0 0 0 0 0 0 0 0 0 0 0 0 o. 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 

0000000000000000000000000000  00000000000000  

0000000000000000000000000000  00000000000000  

0000000000000000000000000000  00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

0000000000000000000000000000  00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

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 8 8 4 4 3 3 0 0 0 0 0 0 

12 12 2 12 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 II II 11 11 II 11 II 11 11 11 7 7 4 4 3 3 0 0 0 0 0 0 

O O 10 0 I O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O 0 

0000000000000000000011111111  11110000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 II II 7 7 4 4 O O O O O O 

12 12 O 12 9 10 IO 10 II II II II 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 II II 7 7 4 4 0 O O O O O 

0 0 12 0 I O I O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O 

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

0 0 0 0 0 2 2 2 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

0 0 0 0 2 2 1 0 1 0 1 0 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

0 0 0 0 0 0 1 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 00000  00000000000000  

00000211  00000000000000000 0 0 0  00000000000000  

000000  I 000000000000000000 0 0 0  00000000000000  

00000  I 000000000000000000 0 0 0 0  00000000000000  

37 



試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 2-2. General conditions of female rats, satellite group 
Gro叩

Contml(V9hlclc:WaIe『forinFction)

2-IBE¥50m詠g

Nombe,orronふ

mdg口mloondtions

Nun加 rofr而'"

Gm叩 I叩p匹a配 oNo曲nomdity
邸,ct,m,Rold臼hurine 

Erction. D口四邸 mamuntoff心心

況in,Paleskm

Numhrofr口ndes
Gm口 l叩P口如と Noabnom曲y

E氾,ct畑． R“id団hurine 
邸,ct;,n,Do,m邸 mmoun1offと0

出;,.Paleskm

PmBefore叫mimsiraIioLPm1：叫口adm面sIm1im.

D町Sofad皿mstrat90n

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

Pm Post Pm Post Pm Post Prc Post Pm Post Prc Post Pm Po● Pm P⑮t Pm Post Pre Post Pm Post l’re Po● P『ePost Pm Post Pre Post Prc Post th: Post Pm Post Pm Post Pm P⑮t Pm Post Pm Post Pm Post Pm Post P9e Post 

10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 to to 10 to 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 

10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 to to 10 10 10 to to 10 10 10 10 10 to 10 10 10 10 10 10 10 10 10 10 10 10 10 10 

00000000000000000000000000000000000000000000000000  

00000000000000000000000000000000000000000000000000  

00000000000000000000000000000000000000000000000000  

10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 to 10 10 10 10 10 to to to to 10 to 10 to 10 to 10 10 10 10 10 to 10 10 10 10 10 10 10 10 10 

10 10 0 10 8 9 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 to 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 

00100  1 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 

00001100000000000000000000000000000000000000000000  

00000100000000000000000000000000000000000000000000  

(Contin此 d)
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 2-2(continued). General conditions offemale rats, satellite group 

Group Number of females 

and general conditions 

Control (vehicle: water for injection) Number of females 

General appearance, No abnonnality 
Exs;retion, Reddish urine 

2-IBE 150 m詠g Number of females 

General appearance, No abnonnality 
Exs;rclion, Reddish urine 

Pre: Before administration, Post: after administration 

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

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 Pre Post Pre Post Pre 

10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 

10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 

0000000000000000000000000000  0000000  

10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 

10 10 10 10 10 10 10 10 10 10 8 10 9 10 10 10 8 10 10 10 9 10 10 10 9 10 7 10 10 10 9 10 10 10 

0000000000201000200010001030  001000  
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 2-3. General conditions offemale rats at the recovery period 

Group 

Control (vehicle: water for injection) 

2-IBE 150 mg/kg 

Number of females 

and general conditions 

Number of females 

General appearance, No abnormality 
Number offemales 

General appearance, No abnormality 

6
-
5
5
-
5
5
 

5
-
5
5
-
5
5
 

4
-
5
5
-
5
5
 

3
-
5
5
-
5
5
 

2
-
5
5
-
5
5
 

1
-
5
5
-
5
5
 

Days of recovery 

7 8 9 10 

5 5 5 5 

5 5 5 5 

5 5 5 5 

5 5 5 5 

ー
＿
5
5
-
5
5

ー 1
2
-
5
5
-
5
5
 

3
-
5
5
-
5
5
 

ー 1
4
-
5
5
-
5
5
 

5
-
5
5
-
5
5
 

ー
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 3. General conditions in dams during pregnancy 

Group 

Control (vehicle: water for injection) 

2-IBE 15 m詠g

2-IBESOm詠g

2-IBE 150m詠g

Number of dams 

and罫neralconditions 

Number of dams 

General appearance, No abnormality 

Forelimb, Alopecia. 

Tail, Distal, Black. 

Lumbus, Alopecia. 

Excretion, Reddish urine. 

Neck, Alopccia. 

Skin, Crust formation. 

Fur, Hair, Coat, Piloerection. 

Skin, Pale skin 

Excretion, D匹 reasein amount of feces. 

Number of dams 

General appearance, No abnormality 

Forelimb, Alopccia. 
Tail, Distal, Black. 

Lumbus, A lop ecia. 

Excretion, Reddish urine. 

Neck, Alopecia. 

Skin, Crust formation. 

Fur, Hair, Coat, Piloerect1on. 

Skin, Pale skin 

Excretion, Decrease in amount of feces 

Number of dams 

General appearance, No abnormality 

Forelimb, Alopecia. 

Tail, Distal, Black. 

Lumbus, A lop ecia. 

Excretion, Reddish urine. 

Neck, Alopecia. 

Skin, Crust formation. 

Fur, Hair, Coat, Piloerection 

Skin, Pale skin 

Excretion, Decrease in amount of feces. 

Number of dams 

General appearance, No abnormality 

Forelimb, Alopccia. 

Tail, Distal, Black. 

Lumbus, A lop ecia. 

Excretion, Reddish urine. 

Neck, Alopecia. 

Skin, Crust formation. 

Fur, Hair, Coat, Piloerect10n. 

Skin, Pale skin. 

Excretion, Decrease in amount of feces. 

Pre: Before administration, Post: after administration. 

Days of pregnancy 
0 I 2 3 4 5 6 7 8 9 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 Pre Post 

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

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

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

000000000000000 0000000000000  

000000000000000 0000000000000  

000000000000000 0000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

000000000000000 0000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 

11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 10 10 10 10 9 9 

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000111122  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

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

11 11 11 11 11 11 11 11 11 11 12 12 12 12 12 12 12 12. 12 12 12 12 12 12 12 12 12 12 

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

1111111111000000000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

0 0 0 0 0 0 0 0 0 0 0 0 0 0 00000000000000  

o o o o o o o o o o o o・ o o o o o o o o o o o o o o o o 
12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 11 11 11 10 10 10 10 9 9 9 9 7 9 

0000000000001  l l l l l l l l l l l l l l l 

0000000000000000001  ll  1222222  

000000000000000 0000000000000  

000000000000000 0000000001030  

0000000000000000000000000011  

0000000000000000000000000011  

0000000000000000000000000011  

000000000000000 000000000001  l 

000000000000000 0000000000010  

(Continued) 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

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

Group Number of dams 

and general condit,ons 

Control (vehicle: water for injection) 

2-IBE 15m詠g

2-IBE50m詠g

2-IBE 150m詠g

Number of darns 

General appearance, No abnormality 

Forelimb, Alopecia. 

Tail, Distal, Black. 

Neck, Alopecia. 

Fur, Hair, Coat, Piloerect1on. 

General appearance, Emaciation. 
Skin, Pale skin. 

Excretion, Decrease in amount of feces. 

Excretion, Reddish urine. 

Skin, Crust formation. 

Number of dams 

General appearance, No abnormality 

Forelimb, Alopecia. 
Tail, Distal, Black. 

Neck, Alopecia. 
Fur, Hair, Coat, Piloerection. 

General appearance, Emaciation. 
Skin, Pale skin. 

Excretion, Decrease in amount of feces. 

Excretion, Reddish urine. 

Skin, Crust formation 

Number of darns 

General appearance, No abnormality 

Forelimb, Alopecia. 
Tail, Distal, Black. 

Neck, Alopecia. 

Fur, Hair, Coat, Piloerect1on. 

General appearance, Emaciat10n. 
Skin, Pale skin. 

Excretion, Decrease in amount of feces. 

Excretion, Reddish urine. 

Skin, Crust format ion. 

Number of darns 

General appearance, No abnormality 

Forelimb, Alopecia. 
Tail, Distal, Black. 

Neck, Alopecia 

Fur, Hair, Coat, Piloerect10n. 

Gei1eral appearance, Emaciation. 
Skin, Pale skin. 

Excretion, Decrease in amount of feces. 

Excretion, Reddish urine. 

Skin, Crust formation. 

Pre: Before administration, Post: after administration. dl 
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試験番号R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 4. General conditions in dams during lactation 

Group Number of druns 

and general conditions 

Control (vehicle: water for injection) 

2-IBE 15 mg/kg 

2-IBESO m詠g

2-IBE 150 m詠g

Number of druns 

General appearance, No abnormality  

Forelimb, Alop ecia. 

Tail, Distal, Black.  

General appearance, Emaciation. 

Neck, Alopecia. 

Fur, Hair, Coat, Piloerection. 

Skin, Pale skin. 

Number of druns 

General appearance, No abnonnality  

Forelimb, Alopecia. 

Tail, Distal, Black.  

General appearance, Emaciation. 

Neck, Alopecia. 

Fur, Hair, Coat, Piloerection. 

Skin, Pale skin. 

Number of druns 

General appearance, No abnormality  

Forelimb, Alopecia. 

Tail, Distal, Black.  

General appearance, Emaciation. 

Neck, Alopecia. 

Fur, Hair, Coat, Piloerection. 

Skin, Pale skin. 

Number of druns 

General appearance, No abnormality  

Forelimb, Alopecia. 

Tail, Distal, Black.  

General appearance, Emaciation. 

Neck, Alopecia. 

Fur, Hair, Coat, Piloerection. 

Skin, Pale skin. 

Pre: Before administration, Post: after administration. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 5. Detailed clinical observations of male rats 

Fmdings Group 

[Posture m hon,,ベagcl

Crouchmg po,;1;,n 

Initmlnumbロ

of 

an血 K;

12 

12 

12 

12 

[Locmmtonnhomcべagcl

恥 cmascinlocom3IOractivny 
12 

12 

12 

12 

[Hndling bchavior] 

No msS(ancc 

........... 

(Heartbca19] 

bmdycanlia 

[Body tomporaturo] 

hypothcmia 

Control(vchiclc:Wa(crforinFctbn) 

2-IBE (15 mg/kg) 

2-IBE (50 mg/kg) 

2-IBE(ISOmg/kg) 

Control(vchiclccwot,『fo,injoction)

2-IBE (15 mg/kg) 

2-IBE (50 mg/kg) 

2-IBE (150 mg/kg) 

Control (vohklocwotc,fo, injection) 12 

2-IBE(¥5 mg/kg) ¥2 

2-IBE(SOmg/kg) 12 

2-IBE(l50mg/kg) 12 
-●·・·．．·•●．．．..．•●•●•.•．●

Control (v,hidocwatc, fo『injection) 12 

2-IBE(ISn匹） 12

2-IBE(SOmg/kg) 12 

2-IBE (150 mg/kg) ¥2 

Control (voh<lccwatc, fo, injootion) 

2-IBE(l5m西）

2-IBE (50 mg/kg) 

2-IBE(ISOmg/kg) 

邸•treatme"t Days ofad四's(ra(9On
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0 0 

0 0 

。

-

o

o

o

o

3
 

4

_

o

o

o

o

 

2
 

o

o

o

o

i

o

o

o

o

一

0000~oooo 

b

-

b

-

b

b

b

 

0

0

0

0

0

0

0

0

0

0

0

0

"

0

0

0

0

0

0

0

0

 

0000~0000 0000~0000 

4
2
-
o
o
o
o
 

6

-

o

o

o

o

 

3
 

． 
Days ofmcovc” 

7 14 

0 0 

。

~
0

0000~oooo 

12 

12 

12 

12 

[Fu『]

Moistfu, 

[S畑 colorIMucuous血 mbranscl
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Control(vehicle:Watcrformjcction) 
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2-IBE(50o,g/は）

2-IBE (150 o,g/kg) 

Control(vchicle:Waterformjcction) 

2-IBE(l5o,g/は）

2-IBE (50 mg/kg) 

2-IBE(l50o,g/kg) 
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2-IBE(!Sm匹）
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Ontrol(vchに1c:Watcrformjcctmn)

2-IBE (15 mg/ゅ

2-IBE(SOmg/樗）

2-IBE(ISOmg/kg) 

0mtrol(vchiclc:WatC『fo『mJCCllon) 12 

2-IBE(!Smg/kg) 12 

2-IBE(SOmg/kg) 12 

2-IBE(ISOmg/kg) 12 
.......................... 

[Stcmotypy] 0mtro1(vchicle:WatcrformJCClnn) 12 

obsmod (=ring) 2-IBE(!Smg/kg) 12 

2-IBE(SOmg/kg) 12 

2-IBE(ISOmg/kg) 12 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 5(continued).Detailed clinical observations of male rats 

Initial number 

Findings Group of Pre-treatment Days of treatment 

animals 8 15 24 30 36 

[Urination] Control (vehicle: water for injection) 12 I b 

゜ ゜ ゜(frequency/30sec) 2-IBE{IS mg/kg) 12 

゜
I 

゜2-IBE (50 mg/kg) 12 I 4 

゜
2 

2-IBE (ISO mg/kg) 12 4 2 2 

゜
3 

[Defecation] Control (vehicle: water for injection) 12 ob 

゜ ゜ ゜ ゜ ゜(frequency/30sec) 2-IBE (15 mg/kg) 12 

゜ ゜ ゜ ゜ ゜2-IBE (50 mg/kg) 12 

゜ ゜ ゜ ゜ ゜
I 

2-IBE (150 mg/kg) 12 3 

゜
2 

゜the recovery test was performed in 5 animals for each of the O and 150 mg/kg groups 

b Values represent total score ofeach group. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 6-1. Detailed clinical observations offemale rats 

Findings Ooup 

[Posture m home心age]

Crouohmg pos<ion 

Conlrol (vehi,Jo, wale, fo, injeolion) 

2-IBE(IS四;/kg)

2-IBE (SO "llikg) 

2-IBE(ISO匹/kg)

IniiaInunわer

of 

anm這•

12 

12 

12 

12 

珈-treatment Days ofad面nistmtmn
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0 0 0 
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．
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(Heart bcaIS] 

bradyo叫 ia

Control(vchicle:Wate『fo『injection) 12 

2-IBE(ISmg/kg) 12 

2-IBE(50mg/kg) 12 

2-IBE (150 mg/kg) 12 
................................. 

Control (,ehicS, w,to, foe injection) 12 

2-IBE (15 mg/kg) 12 

2-IBE(50mg/kg) 1 2  

2-IBE(150mg/kg) 1 2  

Control(vchicle:Watcrforinjcction) 

2・1BE(15mg/kg) 

2-IBE(50mg/kg) 
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2-IBE(IS mg/kg) 

2-IBE(50mg/kg) 

2-IBE(ISOmg/kg) 

[Storootypy] 
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Control (vohkloc wato, ro, injeotion) 
2-IBE(ISn屯畑）

2-IBE (50 mg/kg) 

2-IBE(ISOmg畑）
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 6-1 (continued). Detailed clinical observations of female rats 

Initial number 

Findings Group of Pre-treatment Days ofadministrat10n 

animals 8 15 24 30 36 

[Urination] Control (vehicle: water for injection) 12 0 a 

゜ ゜ ゜ ゜(frequency/30sec) 2-IBE (15 mg/kg) 12 

゜ ゜ ゜ ゜ ゜2-IBE (50 mg/kg) 12 

゜ ゜ ゜ ゜2-IBE (150 mg/kg) 12 

゜ ゜ ゜ ゜ ゜
[Defecation] Control (vehicle: water for injection) 12 0 a 

゜ ゜ ゜ ゜ ゜(frequency/30sec) 2-IBE (15 mg/kg) 12 

゜ ゜ ゜ ゜ ゜ ゜2-IBE (50 mg/kg) 12 

゜ ゜ ゜ ゜ ゜ ゜2-IBE (150 mg/kg) 12 

゜ ゜ ゜ ゜ ゜ ゜
a Values represent total score of each group. 

Figures in parenthese indicate numberofanimals. 

The lactation period 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 6-2. Detailed clinical observations offemale rats, satellite group 

Initmlnumber 

Findmgs Group of Pre-treatment Day, ofadmin,tration 

onmin1" 8 15 24 30 36 42 

[Posture m hom只：agC]

Crou,hmg posit幻n

［しco叩to,inhom<心age]

n:cmasc inlocomtO『activ的y

[Handlmg behovio,] 

No ms函ancc

Control(vchた1c:WaIerforinjcction) 10 

2-IBE(l50mg/kg) 10 

Control(Vehtle:WalC『fo,injootion) 10 

2-IBE (150 mg/樗） 10 

Ontrol(vchに1e:Watcrforinjoctmn) 10 

2-IBE (150 mg/kg) 10 

[Hoart boats] Control (vohに1c:WaterforinFctbn) 10 
bradycanlia 

2-IBE (150 mg/kg) 10 

[Bodyte叩叩ture] Control(vchた1c:WatcrforinFctbn) 10 
hypoth,面a

2-IBE(I50mg/kg) IO 

。h 。

0' 

゜
o h 

゜
o h 

゜

0' 

゜
..•●-•・．●•．． ·..·..• ● • • ・,' ・・● ・・.．.• ● •.．・・．●・ ●. .．● •. ●.・．..

[Fu,] Control(voh<locw,to,fo,injocHon) 10 O ' O  

Moist fur 

2-IBE(ISOm西） 10 

[S血 colo,/Mucuousm呻 ransc] Control (vch<lc：如,tc,fo,injcction) 10 0. 

゜Abnom叫

2-IBE(ISOmg/kg) 10 

[Lacmmtionl Control(vchに1c:Wa(C『fo『mjcction) 10 o h 

゜obse,vod 

2-IBE(ISOmg/kg) IO 

IPilocrectionl Control(vchに1c:Watcrformjection) IO o h 

゜slight 

2-IBE (ISO mg/kg) TO 
-

［応sp血0ゥmIC]

Hypopno, 

Control (vohiol,：四（crformJCC(9On) 10 0 h o 

[Storeotypy] 

obsovcd 

2-IBE (150,ng/kg) IO 

Control(vchicIc:Waterformjcctmn) 10 

2-IBE(l50m西） IO

a the movew lCSlwas pcrfomOO in 5animk  forcach ofthc oand 150mg樗groups

Valucsmpmscnlnu吐心ofanmak函lhtho fmdings 

。h 。

Days of如OVewa 

7 14 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 6-2(continued). Detailed clinical observations of female rats, satellite group 

Initial number 

Findings Group of 

animals 

[Urination] Control (vehicle: water for injection) 10 

(frequency/30sec) 

2-IBE (150 mg/kg) 10 

[Defecation] Control (vehicle: water for injection) 10 

(frequency/30sec) 

2-IBE (150 mg/kg) 10 

• the recovery test was perforn叫in5 animals for each of the O and 150 mg/kg groups 
b 
Values represent total score of each group. 

Pre-treatment 

0 b 

2 

o b 

゜

Days of administration 

8 15 24 30 36 

゜ ゜ ゜ ゜ ゜

゜ ゜ ゜ ゜
゜ ゜ ゜ ゜ ゜

゜ ゜ ゜ ゜ ゜
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Days ofrecovezy a 

42 7 14 

3 

゜ ゜

゜ ゜ ゜
゜ ゜ ゜

゜ ゜ ゜



Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 7-1. Body weights of male rats 

Group Control (vehicle: water for injection) 

Number of males 12 

Days of administration 

387.5 士 23.3 

4 399.1 土 23.7 

7 411.8 土 24.8 

14 434.9 土 29.1 

21 452.5 土 33.0 

28 477.2 土 35.0 

35 499.2 土 40.9 

42 505.8 ± 43.6 

Each value shows mean (g)士 S.D.

Significantly different from the control group(*: P<0.05, **: P<0.01). 

Figures in parentheses indicate number of males. 

2-IBE 15 mg/kg 2-IBE 50 mg/kg 

12 12 

391.2 士 22.4 390.2 士 20.4 

404.9 士 24.4 402.7 士 22.4 

416.5 士 26.1 415.3 士 22.8 

442.0 士 33.8 442.2 士 31.5 

459.7 土 33.9 466.6 士 33.6 

483.6 土 35.4 495.3 土 38.9 

503.3 士 40.3 520.5 土 41.3 

514.5 士 43.7 533.6 士 41.4 
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2-IBE 150 mg/kg 

12 

390.5 土 23.8 

394.3 士 27.1 

408.3 士 28.8 

437.5 士 33.4 

461.0 士 36.2 

489.2 士 40.6 

508.4土 43.1 

521.6 士 45.3 



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 7-2. Body weights of male rats at the recovery period 

Group Control (vehicle: water for injection) 

Number of males 5 

Days ofrecovery 

1 486.5士 52.3 

7 497.6 士 52.7 

14 506.8 土 48.8 

Each value shows mean (g)士 S.D.

Significantly different from the control笞oup(*: P<0.05, **: P<0.01). 

Figures in parentheses indicate number of males. 

2-IBE 150 m詠g

5 

516.1 士 44.5 

538.6 士 50.5 

546.9 士 46.2 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 8-1. Body weights of female rats 

Group Control (vehicle: water for injection) 

Number offemales 12 

Days of administration 

251.7 士 11.5 

4 260.6 士 13.7 

7 268.8 士 17.2 

14 279.9 士 19.1 

Each value shows mean (g)士 S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01). 
Figures in parentheses indicate number of females. 

2-IBE 15 m誅g 2-IBE 50 m詠g

12 12 

255.6 士 13.0 253.3 土 12.0 

262.6 士 13.6 260.6 土 14.6 

268.3 土 15.8 269.0 土 15.3 

275.7 士 16.2 283.0 士 16.3 
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2-IBE 150 m詠g

12 

255.4士 14.6 

248.3 士 23.3 

258.0 土 17.7 

273.7 士 13.8 



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 8-2. Body weights offemale rats, satellite group 

Group Control (vehicle: water for injection) 
Number of females 10 

Days of administration 
253.5 土 16.3 

4 260.5 土 15.8 

7 267.1 土 17.0 

14 276.0 士 18.6 

21 284.4土 21.9 

28 290.3 ± 20.3 

35 297.3 士 21.2 

42 304.5 士 25.2 

Each value shows mean (g)土 S.D.

Significantly different from the control笞oup(*: P<0.05, **: P<0.01). 

Figures in parentheses indicate number of females. 

2-IBE 150 m詠g

10 

254.8 土 9.5 

250.6 士 10.4 

262.7 士 9.3 

278.4 土 10.5 

291.4 士 10.2 

303.1 士 15.7 

306.8 士 15.5 

309.1 士 12.3 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

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

Group 

Number of females 

Days ofrecovery 

Control (vehicle: water for injection) 

5 

2-IBE 150 m詠g

5 

7

4

 

ー

306.7 士 19.0

317.3 士 18.2

321.3士 20.7

313.7 士 16.6

329.8 士 13.8

336.3 士 16.0

Each value shows mean (g)士 S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01). 

Figures in parentheses indicate number offemales. 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 9. Body weights of dams during pregnancy 

Group 

Number of dams 

Days of pregnancy 

Control (vehicle: water for injection) 

12 

0

7

4

0

 

1

2

 

287.3 士 20.7

324.3 士 22.5

361.1土 26.1

439.5 土 31.7

2-IBE 15 m詠g

10 

290.9 士 15.4 

325.3 士 15.3 

358.6 士 19.4 

438.8 士 26.9 

2-IBE 50 mg/kg 2-IBE 150 m詠g

12 12 

288.6 土 12.8 283.2 土 16.1 

324.6 土 14.8 316.3 士 17.5 

359.1 士 17.6 346.2 土 31.6

442.4士 20.7 417.2 士 51.8 

Each value shows mean土 S.D.(g). 

Figures in parentheses indicate number of dams. 

Significantly different from the c~ntrol group(*: P<0.05, **: P<0.01). 

55 



試験番号R-12-014

Combined repea~ dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 10. Body weights of dams during lactation 

Group 
Number of dams 

Days of lactation 

Control (vehicle: water for injection) 

12 

2-IBE 15 mg/kg 

11 

2-IBESO m詠g

12 

2-IBE 150 mg/kg 

12 

0

4

 

327.0 土 23.7

341.4 士 30.1

327.6 士 25.5

349.6 士 18.1

323.6 士 16.1

346.7 士 12.4

317.4士 38.1

335.5士 26.9

Each value shows mean士S.D.(g). 

Figures in parentheses indicate number of dams. 

Significantly different from the control野oup(*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 11-1. Food consumption of male rats 

Group Control (vehicle: water for injection) 

Number of males 12 

Days of administration 

29.6 士 2.1 

7 26.8 土 3.1 

14 26.9 士 2.9 

29 27.8 士 3.5 

35 25.8 士 3.1 

41 25.8 士 3.5 

Each value shows mean (g)士 S.D.

Significantly different from the control group (*: P<0.05, **: P<O.O 1). 

Figures in parentheses indicate number of males. 

2-IBE 15 mg/kg 2-IBE 50 mg/kg 

12 12 

30.8 士 3.6 28.6 土 2.7 

29.1 土 3.2 27.6 士 3.2 

28.1 士 3.8 26.6 士 2.7 

28.2 士 2.4 29.6 土 3.8 

27.0 士 4.9 26.8 土 3.3 

27.5 士 3.8 28.3 士 2.8 
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2-IBE 150 mg/kg 

12 

20.l 士 4.6 ** 

28.5 土 3.4 

29.1 土 3.5 

29.7 士 4.0 

28.0 士 3.9 

29.1 土 3.1 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

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

Group 
Number of males 

Days of recovery 

Control (vehicle: water for injection) 

5 

2-IBE 150 m詠g

5 

6

2

 

ー

2

l

 

く

く

土

土
l

l

 

7[7~ 
2

2

 

32.1土 3.1

32.4士 2.5

Each value shows mean (g)士 S.D.
Significantly different from the control w:oup (*: P<0.05, **: P<0.01). 
Figures in parentheses indicate number of males. 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 12-1. Food consumption of female rats 

Group 

Number of females 

Days of administration 

Control (vehicle: water for injection) 

12 

2-IBE 15 m詠g

12 

7

4

 

ー

20.2 士 2.8

20.8 士 3.7

22.3 士 3.3

20.7 土 3.1

21.4 士 2.3

20.5 土 3.3

2-IBE50m詠g 2-IBE 150 mg/kg 

12 12 

20.5 士 2.8 10.6 土 4.3 ** 

19.6 士 3.4 21.7士 2.2 

21.5 士 2.8 20.7 土 4.0 

Each value shows mean (g)士 S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01). 

Figures in parentheses indicate number of females. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 12-2. Food consumption offemale rats, satellite group 

Group 
Number of females 

Days of administration 

7 

14 

21 

29 

35 

41 

Each value shows mean (g)士 S.D.

Control (vehicle: water for injection) 

10 

21.7 土 2.9 

20.9 士 3.4 

20.7 士 2.4 

20.9 士 1.8 

21.0 士 3.0 

18.3 士 4.2 

20.8 士 3.7 

Significantly different from the control group (*: P<0.05, **: P<0.01). 
Figures in parentheses indicate number offemales. 

2-IBE 150 mg/kg 

10 

9.5 士 3.6 ** 

22.8 土 2.5 

22.2 土 2.5 

20.9 土 2.7 

22.7 土 2.5 

19.8 ± 2.6 

19.8 ± 2.3 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

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

Group 
Number of females 
Days ofrecovery 

Control (vehicle: water for injection) 
5 

2-IBE 150 mg/kg 

5 

6

2

 

ー

21.5士1.3

23.1 士 2.3

24.9 士 3.9

24.9 士 3.1

Each value shows mean (g)士 S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01). 
Figures in parentheses indicate number of females. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 13. Food consumption in dams during pregnancy 

Group 

Number of dams 

Days of pregnancy 

Control (vehicle: water for injection) 

12 

2-IBE 15 m詠g

10 

0

7

4

0

 

1

2

 

20.6士 3.0

28.3士 3.8

27.9士1.7

20.2士 3.6

21.1士 4.1

26.1土 2.2

27.4土 2.2

24.9士 5.3

2-IBE50 m詠g 2-IBE 150 mg/kg 

12 12 

20.8土 2.3 21.0士 3.2 

27.6士 3.3 25.4士 2.9 

27.6士 2.3 25.1士 7.9 

20.4士 6.5 23.1士 6.2 

Each value shows mean土S.D.(g). 

Figures in parentheses indicate number of dams. 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 14. Food consumption in dams during lactation 

Group 
Number of dams 

Days of lactation 

Control (vehicle: water for injection) 

12 

2-IBE 15 m誅g

11 

2-IBESO m詠g

12 

2-IBE 150 m詠g

12 

3
 

38.5士 10.0 43.7土 4.5 44.4士 6.1 42.8士 8.4

Each value shows mean士S.D.(g). 

Figures in parentheses indicate number of dams. 

Significantly different from the control笞oup(*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 15. Functional findings of male and female rats at the last week of the dosing period 

Group Control (vehicle: water for injection) 2-IBE(IS mg/kg) 2-IBE (50 mg/kg) 2-IBE(ISOmg/kg) 

Male, Administration period 

Numberofanimals 5 5 5 5 

Righting reflex 100 100 100 100 

Visual placing 100 100 100 100 

Pupillary reflex 100 100 100 100 

Startle reaction 100 100 100 100 

Preyet's reaction 100 100 100 100 

Withdrawal reflex 100 100 100 100 

Eyelid reflex 100 100 100 100 

Female dam 

Numbcrofanimals 5 5 5 5 

Righting reflex 100 100 100 100 

Visual placing 100 100 100 100 

Pupillary reflex 100 JOO 100 100 

Startle reaction 100 100 100 100 

Preyet's reaction 100 100 100 100 

Withdrawal reflex 100 100 100 100 

Eyelid reflex 100 100 100 100 

Female, Administration period 

Number of animals 5 5 

Righting reflex 100 100 

Visual placing 100 100 

Pupillary reflex 100 100 

Startle reaction 100 100 

Preyer's reaction 100 100 

Withdrawal reflex 100 100 

Eyelid reflex 100 100 

Values represent% of animals showing nonnalresponscs. 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 16. Assessment of grip strength of male rats at the last week of the dosing period 

Group 

Number of males 

Administrationperiod 

Forelimb 

Hindfunb 

Each value shows mean(kg)士S.D.

Control (vehicle: water for injection) 

5 

0.720士 0.198

0.712士 0.051

Significantly different from the control group(*: P<0.05, **: P<0.01). 

2-IBE(l5 mg/kg) 

5 

0.726士 0.300

0.689士 0.112

65 

2-IBE (50 mg/kg) 

5 

0.913士 0.180

0.724士 0.090

試験番号 R-12-014

2-IBE (150 mg/kg) 

5 

0.871士 0.234

0.680士 0.179



Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 17. Assessment of grip strength of female rats at the last week of the dosing period 

Group Control (vehicle: water for injection) 2-IBE (15 mg/kg) 2-IBE (50 mg/kg) 

Number offemales 5 5 5 

Administration 11eriod 

Forelimb 0.775土 0.253 0.846土 0.211 0.693土 0.174 

Hindlimb 0.592土 0.130 0.648士 0.172 0.675士 0.169 

Each value shows mean(kg)士S.D.
Significantly different from the control group(*: P<0.05, **: P<0.01). 
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2-IBE (150 mg/kg) 

5 

0.796土 0.137 

0.685土 0.178 



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 18. Assessment of grip strength offemale rats at the last week of the dosing period, satellite group 

Group Control (vehicle: water for injection) 2-IBE (150 mg/kg) 

Number offemales 5 5 

Administration 12eriod 

Forelimb 0.717 士 0.175 0.806 士 0.159 

Hindlimb 0.671 士 0.095 0.668 士 0.144 

Each value shows mean (kg)士S.D.

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 19. Motor activity of male rats at the last week of the dosing period 

Group Control (vehicle: water for injection) 2-IBE(l5 mg/kg) 2-IBE (50 mg/kg) 2-IBE(150 mg/kg) 

Number of males 5 5 5 5 

Administration 12eriod 

Ambulation (counts) 

5mm 1147 土 134 1097 土 119 1279 士 234 1105 士 245 

lOmin 930 土 94 1035 士 114 1063 土 275 828 士 272 

15min 911 土 112 935 土 138 809 士 272 779 士 256 

20min 688 士 274 684 土 282 750 士 392 480 士 362 

Total 3676 士 266 3751 土 478 3901 土 1029 3191 士 1039 

Rearing (counts) 

5min 39 士 ， 33 土 5 36 土 4 38 士 8 

IOmin 22 士 5 25 士 6 28 士 13 25 士 7 

15min 16 士 4 23 士 5 21 土 ， 17 士 8 

20min 15 土 15 14 土 ， 16 士 ， 7 士 10 

Total 92 土 27 95 士 12 101 士 28 88 士 30 

Each value shows mean士S.D.

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 20. Motor activity offemale rats at the last week of the dosing period 

Group Control (vehicle: water for injection) 2-IBE(15 mg/kg) 2-IBE (50 mg/kg) 2-IBE (150 mg/kg) 

Number of females 5 5 5 5 

Administration neriod 

Ambulation (counts) 

5min 1119 土 127 1029 士 97 1182 士 368 968 土 263 

lOmin 845 土 149 622 士 158 876 士 395 668 土 220 

15min 527 土 78 503 土 128 593 士 394 567 土 195 

20min 459 士 274 398 土 153 344 土 163 312 士 285 

Total 2949 士 454 2553 士 328 2995 土 1008 2515 土 830 

Rearing (counts) 

5mm 34 土 8 20 土 6 21 土 10 22 土 16 

lOmin 15 土 8 6 土 5 9 土 3 17 士 18 

15min 7 土 4 7 土 6 4 土 4 10 士 ， 
20min 4 土 3 5 士 4 2 土 2 士 2 

Total 59 土 20 38 士 10 37 士 14 50 士 43 

Each value shows mean士S.D.

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 21. Motor activity offemale rats at the last week of the dosing period, satellite group 

Group Control {vehicle: water for injection} 2-IBE (150 mg/kg) 

Number offemales 5 5 

Administration yeriod 

Ambulation (counts) 

5min 1133 士 78 1147 土 141 

lOmin 1017 士 84 938 士 125 

lSmin 867 士 125 882 ± 104 

20min 823 士 231 630 士 262 

Total 3840 ± 412 3597 ± 452 

Rearing (counts) 

5min 32 士 ， 36 士 7 

lOmin 28 士 10 24 士 5 

15min 23 士 8 22 士 5 

20min 20 士 6 18 士 19 

Total 103 ± 28 101 士 28 

Each value shows mean士S.D.

Significantly different from the control group (*: P<0.05, * *: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 22-1. Urinalysis in male rats 

Group 
Number 

of males 

uali 
a) 

Turbidity pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen 

6.5 7.0 7.5 8.0 士＋ 2+ —-士＋—-士＋士＋ 2+

Control (vehicle: water for injection) 

2-IBE (15 mg/kg) 

2-IBE (50 mg/kg) 

2-IBE (150 mg/kg) 

5

5

 

5

5

 

2 0 2 

0 3 2 0 3 2 0 

5
 

Color 

辿 ellow

5 

5

5

 2
 

3
 

2

0

 

゜

0

0

 

5

4

 ゜

2
 

2
 

2 3 0 

0 5 0 

5 0 0 4 0 I 

4
 

0 5 0 0 

5
 

4
 ゜

5
 

5 0 0 5 0 0 

5 0 0 5 0 0 

Urina!Y sediments a) 

Number Red blood White Epithelial Urine volume b) 
Specific Electrolyte, density b) Electrolyte, gross volume b) 

Group 
of males cells blood cells 

Casts Crystals 
cells 

gravity b) (m恥／L) (m恥／24hr)

± (mlJ24hr) Na K Cl Na K Cl 

Control (vehicle: water for injection) s 5 5 5 4 s 19.3 1.054 89.7 179.3 112.9 1.68 3 30 207 
士6.5 ±0.014 士］5.8 士333 士27.6 土0.53 士0.76 士056

2-IBE(l5mg/kg) 5 5 5 5 

゜
5 5 19.2 1.051 98.3 173.4 109.0 1.79 3.24 2.00 

士4.3 却．012 士26.4 土27.4 士27.2 士0.19 士0.35 士020

2-IBE (50 mg/kg) 5 5 5 5 4 5 16.4 1.060 97.5 1781 112.6 1.60 2.90 182 
士3.0 土0.012 土19.9 士321 士35.3 士0.42 土0.69 士061

2-IBE(ISO mg/kg) 5 5 5 5 

゜
5 5 16.7 1.063 135 9 ＊ 195.4 153.1 2.23 324 2.51 

士2.0 士0.004 士320 士19.3 土27.3 土0.34 土0.39 士0.28

Significantly different from the control group (*: P<0.05, • •: P<0.01). 
Turbidity,-: negative; +: slight; 2+: moderate 
Protein, -: negative ；土： IO~and<30 mg/dL; +: 30~and<IOO mg/dL; 2+: IOO~and<300mg/dL; 3+: 300~and<600 mg/dL; 4+: 600mg/dL < 

Glucose,-: negative ；士： 30~and<70mg/dL; +: 70~and<150 mg/dL; 2+: 150~and<300 mg/dL; 3+: 300~and<IOOO mg/dL; 4+: IOOOmg/dL ~ 
Ketone, -: negative ；士： S~and<IOmg/dL; +: IO~and<40 mg/dL; 2+:40~and<80 mg/dL; 3+: 80~and<ISOmg/dL; 4+: ISOmg/dL ~ 
Bilirubin, -: negative ; +: 0.5 ~andく2.0mg/dL; 2+: 2.0~and<6.0 mg/dL; 3+: 6.0~and<IO.Omg/dL; 4+: 10.0mg/dL < 
Occult blood,-: negative; 士： 0.03~and<0.06 mg/dL; +: 0.06~and<020 mg/dL; 2+: 0.20~and< l.OO mg/dL; 3+: l.OOmg/dL ~ 
Urobilinogen，士：nonnal; +: 2.0争 nd<4.0 mg/dL; 2+: 4.0~and <8.0 mg/dL; 3+: 8.0~and < 12.0 mg/dL; 4+: 12.0 mg/dL < 

Red blood cells, —:not observed 
White blood cells,-: not observed;士：afew 

Cas ts, —:not observed 
Crystals,-: not observed;士：afew; +: abundant 

Epithelial cells,-: not observed;士：afew 
a), values represent as number ofanimals 
b), values represent as mean士S.D.
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 22-2. Urinalysis in male rats of the recovery period 

Group 
Number -
of males Color Turbidity pH 

Light yellow 7.0 7.5 8.0 8.5 

Control (vehicle: water for injection) 5 5 5 4 

゜゜
2-IBE (150 mg/kg) 5 5 5 

゜
3 2 

゜

alit・・ 
a) 

Protein Glucose Ketone Bilirubin Occult blood Urobilinogen 

土 ＋ 2+ -—土＋—-士

0 4 

4 0 

5
 

5
 

0 3 2 

3 

＋ 

5
 

5
 ゜

5
 

5
 

5
 

2
 

Urina双 sedimentsa) 
Urine Specific Electrolyte, density b) Electrolyte, gross volume b) 

Number Red blood White blood Cas 恥ithelial
volume b) gravity b) Group 

of males cells cells ts Czystals 
cells 

(m均／L) (m均／24hr)

士 ＋ (mIJ24hr) Na K Cl Na K Cl 

Control (vehicle: water for injection) 5 5 5 5 4 5 14.7 1.066 103.5 2086 136.9 1.46 2.97 1.92 
士4.1 土0.015 士32.3 士30.9 士39.3 士0.46 土0.52 士0.50

2-IBE(ISO mg/kg) 5 5 5 5 4 5 25.0 1.050 95.6 172.3 111.8 1.95 3.73 2.27 

士14.5 士0.023 土41.8 士52.3 士48.5 士0.20 士0.78 士0.16

Significantly different from the control group(*: P<0.05, **: P<0.01). 

Turb idity,—:negative;+: slight; 2+: moderate 

Protein,-: negative；土： IO;;aand<30mg/dL;+: 30;;,and<JOOmg/dL; 2+: I()();;aand<300mg/dL; 3+: 300;;aand<600mg/dL; 4+: 600mg/dL < 

Glucose,-: negative；士： 30;;aand<70mg/dL;+: 70;;,and<JSOmg/dL; 2+: ISO;;aand<300mg/dL; 3+: 300争 nd<1000 mg/dL; 4+: I()()Omg/dL;;a 

Ketone, -: negative；士： S;;aand<IOmg/dL;+: JO;;aand<40mg/dL; 2+: 40;;,and<SOmg/dL; 3+: 80;;,and<ISOmg/dL; 4+: 150mg/dL ;;a 

Bilirubin, -: negative;+: 0.5;;,andく2.0mg/dL;2+: 2.0;;aand<6.0mg/dL; 3+: 6.0;;aand< 10.0mg/dL; 4+: 10.0mg/dL < 

Occult blood, -: negative ;士： 0.03;;aand<0.06mg/dL;+: 0.06;;aand<020mg/dL; 2+: 0.20;;,and<LOOmg/dL; 3+: l.OOmg/dL ;;a 

Urobilinogen，士： normal;+:2.0;;aand <4.0 mg/dL; 2+: 4.0;;aand <S.O mg/dL; 3+: 8.0;;aand< 12.0 mg/dL; 4+: 12.0 mg/dL < 

Red blood cells, —:not observed 
White blood cells,-: not observed;士：afew 

Casts,-: not observed 

Crystals, —:not observed;士：afew;+: abundant 

恥ithelialcells,-: not observed;士： afew 
a), values represent as number of animals 
b), values represent as mean士S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 23-1. Urinalysis in female rats, satellite group 

Number 

Group of Color Tu巾idity

females Light yellow brown 2+ 6.5 

Control (vehicle: water for injection) 5 5 

゜
5 

゜゜
2-IBE (150 mg/kg) 5 4 4 2 

Urina双 sedimentsa) 

Number 
Red blood White blood Ca 

Group of 
cells cells sis Crystals 

females 

Control (vehicle: water for injection) 5 5 

2-IBE (150 mg/kg) 5 5 

Significantly different from the control group (*: P<0.05, ••: P<O.01). 
Turbidity,-: negative;+: slight; 2+: moderate 

5 

4 

士 士

゜
5 4 

5 

゜
5 

pH 

70 7.5 8.0 

3 2 

2 

゜゚
Urine 

Epithelial 
cells 

volume b) 

土 (mU24hr) 

5 

゜
126 

士27

3 2 13.4 

士2.7

Protein,-: negative；士： lO;;aand<30mg/dL;+: 30;;aand<lOO mg/dL; 2+: lOO;;aand<300mg/dL; 3+: 300;;aand<600 mg/dL; 4+: 600mg/dL < 

alit a) 

Protein 

士 ＋ 

2 

4 

゜
Specific 

gravity b) 

1.050 

士0.017

1.054 

士0.016

Glucose, —:negative ；士： 30 ;;a and<70mg/dL; +: ?O;;aand< 150 mg/dL; 2+: ISO;;aand<300mg/dL; 3+: 300;;aand< 1000 mg/dL; 4+: 1000 mg/dL ;;a 
Ketone,-: negative；士： S;;aand<IOmg/dL;+: lO;;aand<40mg/dL; 2+:40;;aand<80mg/dL; 3+: 80;;aand<ISOmg/dL; 4+: 150mg/dL ;;a 
Bilirubin, -: negative;+: O.S;;aandく2.0mg/dL;2+: 2.0;;aand<6.0 mg/dL; 3+: 6.0;;aand<lO.Omg/dL; 4+: 10.0 mg/dL < 

Occult blood, —:negative ；士： 0.03 ;;a and<0.06mg/dL; +: 0.06;;aand<020mg/dL; 2+: 020;;aandく］．00mg/dL; 3+: 1.00 mg/dL ;;a 
Urobilinogen，士： nonnal;+: 2.0;;aand<4.0mg/dL; 2+: 4.0争 nd<8.0mg/dL;3+: 8.0;;aandく］2.0mg/dL;4+: 12.0 mg/dL < 

Red blood cells,-: not observed 

White blood cells,-: not observed；士： afew 

Cas ts, —:not observed 
Crystals, —:not observed；士： afew; +: abundant 

Epithelial cells,-: not observed；土： afcw

a), values represent as number of animals 

b), values represent as mean士S.D
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Glucose Ketone Bilirubin 

2+ 土

゜
5 4 5 

5 5 

゜
5 

Electrolyte, density b) 

(m均／L)

Na K Cl 

83.8 146.7 98.5 
士39.5 士43.0 士50.9

86.9 150.1 92.8 

士53.6 士47.2 士42.9

試験番号 R-12-014

Occult blood Urobilinogen 

± 3+ ± 

5 

゜゚
5 

4 

゜
I 5 

Electrolyte, gross volume b) 

(m均／24hr)

Na K Cl 

0.98 1.79 1.14 

士0.36 士0.46 士0.48

1.08 192 1.18 

士0.45 ±0.41 士0.37



試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

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

Number 

Group of Color Turbidity pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen 

females Light yellow 6.5 7.0 7.5 8.0 8.5 士 ＋ 士 士 ＋ 

Control (vehicle: water for injection) 5 5 5 

゜
5 

゜゜゜゜
3 2 5 3 2 5 5 3 2 

2-IBE(ISOmg/kg) 5 5 5 

゜
2 3 5 5 

゜
5 5 4 

Group 
Number 

Red blood 
of 

cells 
females 

~sed iments 
a) 

White blood 

cells 
Casts Crystals 

Urine 

Epithelial cells volume 
b) 

士ー(mlJ24hr)

Specific 
b) 

gravity 

Control (vehicle: water for injection) 

2-IBE (150 mg/kg) 

5
 

5
 

5
 

5
 

5
 

4
 

11.8 

士4.3

1.065 

士0.019

5 0 5 14.9 1.057 

士2.7 土0.008

Electrolyte, density b) Electrolyte, gross volume b) 

（西／L) （西／24hr)

Na K Cl Na K Cl 

1416 209.9 162.6 1.52 2.36 1.72 
士57.4 士42.8 士68.6 士0.31 士0.63 却．33

120.9 177.2 128.0 1.78 2.61 1.88 
士21.2 士19.0 士20.0 士0.33 ±039 士0.35

Significantly different from the control group (*: P<0.05, **: P<0.01). 
Turbidity,-: negative;+: slight; 2+: moderate 

Protein,-: negative；士： IO;;aand<30mg/dL;+: 30;;,and<IOOmg/dL; 2+: IOO;;aand<300mg/dL; 3+: 300;;aand<600mg/dL; 4+: 600mg/dL < 

Glucose,-: negative；士： 30;;aand<70mg/dL; +: 70;;,and< ISOmg/dL; 2+: ISO;;aand<300mg/dL; 3+: 300;;,and< IOOOmg/dL; 4+: IOOOmg/dL ;;a 
Ketone, —:negative ；士： S ;;a and<IO mg/dL; +: IO;;aand<40mg/dL; 2+:40;;aand<80mg/dL; 3+: 80;;,and<ISOmg/dL; 4+: ISOmg/dL ;;a 
Bilirub in,—:negative;+: O.S;;aandく2.0mg/dL; 2+: 2.0;;aand<6.0mg/dL; 3+: 6.0;;aand<IO.Omg/dL; 4+: 10.0mg/dL < 

Occult blood,-: negative；士：0.03;;aand<0.06mg/dL;+: 0.06;;aand<020 mg/dL; 2+: 0.20;;,and< 1.00mg/dL; 3+: 1.00mg/dL ;;a 
Urobilinogen，士： nonnal;+: 2.0;;aand<4.0 mg/dL; 2+: 4.0;;aand<8.0 mg/dL; 3+: 8.0;;,and < 12.0mg/dL; 4+: 12.0 mg/dL < 

Red blood cells,-: not observed 

White blood cells, —:not observed；士： afew

Casts, —:not observed 
Crystals,-: not observed;士： afew; +: abundant 

恥ithelialcells, —:not observed；土： afew

a), values represent as number ofanimals 
b), values represent as mean士S.D.
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Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 24-1. Hematological findings of male rats at the end of the dosing period 

Group Control (vehicle: water for injection) 2-IBE (15 mg/kg) 2-IBE (50 mg/kg) 

Number of males 5 5 5 

RBC (xl04/μL) 821 士 23 846 土 25 733 士 40 ** 

Hemoglobin (g/dL) 15.1 土 0.6 15.4士 0.7 13.8 士 0.7 * 

Hematocrit (%) 43.7 士 1.6 44.5 土 1.7 41.4 士 1.9 

MCV(fL) 53.2土 2.8 52.6 士 1.1 56.5 土 0.9 

MCH(pg) 18.4土 0.9 18.2 士 0.5 18.8 士 0.3 

MCHC(g/dL) 34.6 士 0.3 34.7 士 0.4 33.3士 0.6 

Platelet (x 10りμL) 100.7 土 10.5 105.7 士 7.3 111.0 土 9.7 

PT (sec) 20.1土 2.3 21.7 士 5.1 16.9 士 2.5 

APTT (sec) 28.1土 1.8 26.7 士 1.2 24.8 士 2.6 * 

WBC (xl02/μL) 112.8 土 25.4 100.6 土 21.1 107.4士 30.4 

Differental leukocyte count(%) 

Neutrophil 19.5 士 2.7 14.4士 3.5 18.1土 7.7 

Eosinophil 1.6 土 0.5 1.1土 0.3 1.2 土 0.2 

Basophil 0.1土 0.0 0.0 土 0.0 0.0 土 0.1 

Monocyte 3.7 土 0.6 4.4土 0.6 4.5 士 1.2 

Lymphocyte 75.2 士 3.5 80.1士 4.2 76.2 土 8.0 

Reticulocyte count(%) 3.47 士 0.44 2.94 士 0.47 6.44 土 1.24 

Each value shows mean士S.D.

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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2-IBE (150 mg/kg) 

5 

617 士 52 ** 

12.5 士 0.7 ** 

38.8 土 1.5 ** 

63.0 土 4.1 ** 

20.3 土 0.7 ** 

32.2 士 l.2 * 

97.9 土 10.0 

17.0 士 2.9 

23.3 士 2.0 ** 

85.1士 16.3 

15.l土 3.1 

0.7 土 0.3 ** 

0.0 土 0.0 

4.9 士 1.4 

79.4士 3.2 

11.51 土 2.05 ** 



Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 24-2. Hematological findings of male rats at the end of the recovery period 

Group 

Number of males 

RBC(x104/μL) 

Hemoglobin (g/dL) 

Hematocrit (%) 

MCV(fL) 

MCH(pg) 

MCHC(g/dL) 

4 Platelet (xlO~/µL) 

PT (sec) 

APTT (sec) 

2 
WBC(xlO-/μL) 

Differental leukocyte count(%) 

Neutrophil 

Eosinophil 

Basophil 

Monocyte 

Lymphocyte 

Reticulocyte count(%) 

Each value shows mean士S.D.

Control (vehicle: water for injection) 

5 

882 士 23 

15.4士 0.6 

43.7 士 1.3 

49.6 士 1.5 

17.5士 0.5 

35.2 士 0.6 

118.2 士 15.8 

19.7 士 2.0 

27.4士 3.3 

88.7 士 11.6 

12.4土 3.7 

1.5 士 0.6 

0.0 士 0.0 

3.6 士 1.0 

82.5 士 3.8 

3.39 士 0.41 

Significantly different from the control group (*: P<0.05, * *: P<0.01). 

2-IBE(150 mg/kg) 

5 

841 士 15 ** 

15.9 士 0.4 

45.8 士 1.2 * 

54.4 士 1.4 ** 

18.9 士 0.4 ** 

34.8 士 0.2 

113.0 士 9.7 

18.0 士 1.1 

28.1士 1.2 

94.8 士 15.8 

14.4士 5.5 

1.1士 0.6 

0.0 士 0.0 

3.2 士 1.1 

81.2 士 6.7 

2.26 士 0.21 ** 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 25-1. Hematological findings of female rats at the end of the dosing period 

Group Control (vehicle: water for injection) 2-IBE(IS mg/kg) 2-IBE (50 mg/kg) 

Number of females 5 5 5 

RBC(xl04/μL) 671 士 46 649 土 101 573 土 46 

Hemoglobin (g/dL) 13.0 士 1.1 13.2 土 0.7 12.4士 0.4 

Hematocrit (%) 38.6 士 2.9 39.8 土 0.9 38.0 士 1.1 

MCV(fL) 57.4士 2.5 62.9 士 12.4 66.5 士 3.5 

MCH(pg) 19.3 土 0.5 20.6 士 2.7 21.6 土 1.0 

MCHC(g/dL) 33.7 士 1.2 33.1士 1.8 32.5 士 0.5 

Platelet (x104/μL) 111.4土 14.7 115.6 士 9.8 113.0 土 24.2 

PT (sec) 12.5 士 0.5 13.0 士 0.5 13.1 士 0.5 

APTT (sec) 19.9 士 1.9 19.5 土 1.0 19.8 士 0.4 

WBC(x102/μL) 83.0 士 31.5 105.3 土 25.5 66.6 士 32.5 

Differental leukocyte count(%) 

Neutrophil 28.9 士 9.8 32.7 士 15.7 26.4土 11.0 

Eosinophil 0.6 士 0.3 0.7 士 0.2 0.4土 0.2 

Basophil 0.0 土 0.0 0.0 土 0.0 0.0 士 0.0 

Monocyte 4.7 士 2.6 4.0 土 0.9 5.1土 1.6 

Lymphocyte 65.7 士 8.0 62.6 土 15.8 68.1 士 10.0 

Reticulocyte count(%) 6.46 士 1.89 14.08 土 9.49 19.07 士 7.25 * 

Each value shows mean士S.D.

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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2-IBE (150 mg/kg} 

5 

525 土 113 * 

12.3 士 0.7 

40.1 士 3.3 

79.3 士 18.8 

24.1 士 3.8 

30.9 士 2.8 

111.9 士 8.4 

13.l 士 0.4 

19.6 土 1.4 

65.5 士 20.7 

27.l 士 11.5 

0.7 士 0.5 

0.0 士 0.0 

4.4士 1.1 

67.7 士 11.1 

21.71 士 11.10 * 



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 25-2. Hematological findings offemale rats at the end of the dosing period, satellite group 

Group 

Number of females 

RBC (x 104/μL) 

Hemoglobin (g/dL) 

Hematocrit (%) 

MCV(fL) 

MCH(pg) 

MCHC(g/dL) 

4 
Platelet (xlO~/μL) 

PT (sec) 

APTT (sec) 

WBC (x102/μL) 

Differental leukocyte count(%) 

Neutrophil 

Eosinophil 

Basophil 

Monocyte 

Lymphocyte 

Reticulocyte count(%) 

Each value shows mean士S.D.

Control (vehicle: water for injection) 

5 

762 士 19 

14.3 士 0.5 

40.3 士 1.8 

52.9 士 1.4 

18.7 土 0.2 

35.4 士 0.6 

96.8 土 7.4 

12.2 士 0.4 

19.1 士 2.2 

51.5 士 24.5 

11.8 士 2.7 

1.2 士 0.4 

0.0 土 0.1 

2.3 士 0.9 

84.6 士 3.8 

3.83 士 0.51 

Significantly different from the control group (*: P<0.05, * *: P<0.01). 

2-IBE (150 mg/kg) 

5 

503 士 25 ** 

11.1士 0.5 ** 

35.8 士 2.4 ** 

71.4 士 5.2 ** 

22.2 士 1.1 ** 

31.1士 0.9 ** 

96.3 士 21.6 

12.4士 0.7 

18.0 士 1.5 

44.3士 14.0 

9.6 士 2.5 

0.9 士 0.6 

0.0 士 0.0 

2.1 士 0.7 

87.4士 3.2 

15.10 士 2.13 ** 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 25-3. Hematological findings offemale rats at the end of the recovery period 

Group 

Number of females 

RBC (x 104/μL) 

Hemoglobin (g/dL) 

Hematocrit (%) 

MCV(tL) 

MCH(pg) 

MCHC(g/dL) 

4 Platelet (x lQ~/µL) 

PT (sec) 

APTT (sec) 

WBC(x1Q2/μL) 

Differental leukocyte count (%) 

Neutrophil 

Eosinophil 

Basophil 

Monocyte 

Lymphocyte 

Reticulocyte count(%) 

Each value shows mean士S.D.

Control (vehicle: water for injection) 

5 

815 士 65 

14.7 士 0.9 

42.3士 1.9 

52.0 士 2.6 

18.0 士 0.6 

34.7 士 0.6 

122.0 士 27.3 

12.0 士 0.7 

20.8 士 0.6 

56.2 士 23.7 

14.1 土 3.7 

1.5 士 0.3 

0.0 士 0.0 

3.1 士 0.5 

81.3士 4.0 

4.22 士 3.07 

Significantly different from the control group (*: P<0.05, * *: P<0.01). 

2-IBE (150 mg/kg) 

5 

791 士 40 

16.5 士 0.4 ** 

47.7 士 1.1 ** 

60.4士 3.4 ** 

20.8 士 1.0 ** 

34.5 土 0.5 

93.8 士 7.3 

12.7 士 0.4 

24.5 士 8.2 

42.5 士 6.5 

11.9 士 4.4 

1.4 士 0.4 

0.0 士 0.0 

3.3 土 1.0 

83.3 土 5.0 

1.94 士 0.40 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 26-1. Myelogram in male rats at the end of the dosing period 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil 恥 sinophilic Eosinophilic • Eosinophil Basophil, Total Proerythroblast 

Group myelocyte metamyelocyte mye!ocyte metamyelocyte all types granulocyte 

（％） （％） （％） （％） （％） （％） （％） （％） （％） (%) （％） 

Control (vehicle: water for injection) 1.3 2.4 5.5 13.8 20.5 1.4 1.9 0.4 0.6 47.9 0.2 

士0.8 士1.0 士1.7 士1.8 士3.5 土1.0 士0.7 土0.4 却．3 士2.9 ±0.I 
(5) (5) (S) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE (I 5 mg/kg) 2.1 33 5.1 10.0.. 24.5 0.7 1.3 0.7 0.5 48.1 0.2 

士0.4 士12 士2.5 士1.7 士5.3 却．3 土0.4 士0.7 ±0.6 士7.8 ±0.3 
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-JBE (50 mg/kg) 1.0 3.7 44 9.4** 21.4 1.0 1.9 0.6 0.8 44.1 0.3 

土0.4 士1.3 士1.4 士0.7 士4.6 士0.5 士0.3 士0.5 却．I 士5.8 却．l

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE (150 mg/kg) 2.8 2.8 4.4 8.1 ** 19.9 1.1 1.0. 0.2 0.5 41.0 0.4 

士1.9 土0.7 士2.0 士0.9 士5.2 却．4 士0.6 士0.3 ±0.6 士7.2 却．3

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Normoblast Total erythrocyte Myeloid/ Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell 

Group erythroblast etythroblast Erythroid 

（％） （％） （％） （％） （％） （％） （％） （％） （％） 

Control (vehicle: water for injection) 5.9 17.8 9.4 33.2 1.47 1.5 16.3 0.4 0.4 0.2 

士2.1 士1.4 士19 土4.6 ±0.26 却．7 士3.2 士0.3 却．3 土0.3

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE (15 mg/kg) 5.2 15.0 JO.I 30.5 1.63 2.2 18.3 0.5 0.1 0.3 

士3.2 土2.2 土3.9 土4.9 ±0.52 士1.6 土6.8 士0.3 却．l 士0.4

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE(SOmg/kg) 5.4 18.9 13.3 37.9 122 3.4 13.9 0.2 02 0.2 
士1.0 士4.9 士4.l 士7.9 ±().37 士1.0 士4.3 士0.3 却．2 士0.5

(5) (S) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE (150 mg/kg) 10.9 21.2 14.7 * 47.1 ** 0.90 23 9.1 * 0.2 0.1 0.4 
士5.6 士31 士1.4 土5.7 却 29 ±0.4 士1.6 士0.2 ±02 士0.4
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Values represent as mean士S.D.

Parentheses indicate the numberofanimals. 
Significantly different from the control group(*: P<005, **: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 26-2. Myelogram in male rats at the end of the recovery period 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil F.osinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast 

Group myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte 

（％） （％） （％） （％） （％） （％） （％） （％） （％） （％） （％） 

Control (vehicle: water for injection) 3.7 3.6 2.1 112 21.2 0.9 1.9 0.6 0.8 46.0 0.2 

士1.2 士0.9 土0.2 士0.8 土4.0 士0.3 ±0.6 士0.3 士0.4 土4.7 士0.2

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE (150 mg/kg) 2.5 5.5 3.1 10.8 24.6 0.9 1.5 0.5 0.7 50.0 0.3 

土0.6 士2.1 士1.5 士1.5 士2.3 却 6 土0.8 士0.4 土0.3 士3.5 士0.3

(S) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Nonroblast Total erythrocyte Myeloid/ Histiocyte Ly町hocyte Plasma cell Megakaryocyte Mast cell 

Group erythroblast erythroblast Etythroid 

（％） （％） （％） （％） （％） （％） （％） （％） （％） 

Control (vehicle: water for injection) 5.9 17.6 10.9 34.7 137 2.2 16.6 0.4 0.1 0.1 

士2.6 土39 士2.4 士6.0 士0.31 土0.6 士6.0 士0.2 士0.1 土〇．2

(S) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE (150 mg/kg) 4.2 15.4 8.6 28.4 1.80 32 17.7 0.4 0.2 0.2 

士1.2 土3.3 士1.3 士4.3 士0.40 士I3 士2.8 土0.3 士0.2 士0.2

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Values represent as mean士S.D.

Parentheses indicate the nurrber of animals. 

Significantly different from the control group(*: P<0.05, ••: P<O.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 27-1. Myelogram in female rats at the end of the dosing period 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast 

Group myelocyte metamyelocyte mye!ocyte metamyelocyte all types granulocyte 

（％） （％） （％） （％） （％） （％） （％） （％） （％） （％） （％） 

Control (vehicle. water for injection) 2.5 3.1 5.9 12.3 19.4 1.0 1.8 0.6 0.9 47.4 0.5 

士0.7 却．7 士1.8 土3.5 土4.9 士0.5 土1.0 却 7 ±0.4 士7.5 士0.5

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE(!Smg/kg) 1.9 3.4 3.5 * 13 2 18.5 1.1 2.6 0.6 0.8 45.7 0.2 

士0.9 士1.2 士I.I 土15 士1.7 土0.5 士I.I ±0.4 却．4 士3.8 土0.3

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE (50 mg/kg) 2.3 2.5 2 7.. 9.7 15.8 1.2 1.8 0.6 1.3 38 0 * 0.6 

士1.1 ±0.8 士0.6 士1.5 士1.5 士0.5 土0.7 士05 却．9 士2.5 土0.7

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE (150 mg/kg) 2.4 3.7 1.7.. 8.6 * 14.4 13 1.7 08 I.I 35.6.. 0.5 

士1.0 ±0.8 士0.6 士1.6 士2.4 士0.6 土0.8 士0.4 ±0.5 士4.4 士0.5

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Nonnoblast Total erythrocyte Myeloid/ Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell 

G-oup erythroblast erythroblast 恥throid

（％） （％） （％） （％） （％） （％） （％） （％） （％） 

Control (vehicle water for injection) 10.4 209 15.0 46.8 1.06 1.9 3.1 0.5 0.2 0.1 

士3.4 士40 士2.6 士7.8 却．34 士0.5 士0.8 ±0.4 却．1 士0.1

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE (15 mg/kg) 5.8 22.5 16.8 45.3 1.02 1.4 6.7 0.4 0.3 0.2 

士2.2 士2.3 士2.5 士3.9 丑）15 士0.9 士3.4 ±0.2 ±0.2 士0.2

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-JBE (50 mg/kg) 9.0 27.8.. 17.7 55.1 * 0.69 2.3 3.8 0.4 0.0 0.3 
士3.2 士1.8 迅．7 土3.5 士0.09 士0.5 士1.4 ±0.3 ±0.I 士0.4
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE (150 mg/kg) 11.3 31.6 ** 14.7 58.1.. 0.62 * 2.5 3.3 0.3 0.1 0.1 

士5.3 土3.0 士2.5 土3.5 却．II 士0.9 士1.5 却．2 ±0.I 士0.2

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Values represent as mean士S.D.

Parentheses indicate the nutroerofanimals. 
Significantly different from the control group (*: P<0.05, ** P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 27-2. Myelogram in female rats at the end of the dosing period, satellite group 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil F.osinophilic Eosinophilic F.osinophil Basophil, Total Proerythroblast 

0-oup myelocyte m,tamyelocyte myelocyte metamyelocyte all types granulocyte 

（％） （％） （％） （％） （％） （％） （％） （％） （％） （％） （％） 

Control (vehicle: water for injection) 2.9 32 3.6 12.0 19.7 1.5 3.1 0.7 1.1 47.7 0.2 

士1.4 士1.5 士1.6 士1.2 士4.0 士0.7 土13 ±0.6 却．8 士7.4 士0.1

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE (150 mg/kg) 2.4 26 3.1 9.8 14.5 * 0.8 2.2 0.3 0.7 36.5 0.2 

士0.6 ±06 士2.2 土3.4 士24 士0.3 士0.8 ±0.2 ±0.5 士89 士0.2

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Nonnoblast Total ecythrocyte Myeloid/ Histiocyte Ly叩hocyte Plasma cell Megakatyocyte Mast cell 

G-oup erythroblast eiythroblast 恥throid

（％） （％） （％） （％） （％） （％） (%) （％） （％） 

Control (vehicle: water for injection) 4.5 16.0 11.2 31.9 1.60 2.8 16.7 0.7 0.1 0.0 

士2.6 土2.5 士2.9 ±6.9 ±0.64 土］．l 士4.5 ±0.4 却．1 士0.1

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE (150 mg/kg) 15.5 22.3 * 12.6 50.6 * 0.79 * 3.3 9.3. 0.2 0.1 0.0 

士10.4 士3.6 士2.9 士11.5 却．36 士1.7 士2.1 ±0.2 却．2 土0.0

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Values represent as匹 an士SD.

Parentheses indicate the nurnberofanimals. 
Significantly different from the control group(*: P<0.05, ••: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 27-3. Myelogram in female rats at the end of the recovery period, satellite group 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic F.os inophilic Eosinophil Basophil, Total Proerythroblast 

Croup myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte 

（％） （％） （％） （％） （％） （％） （％） （％） （％） （％） （％） 

Control (vehicle: water for injection) 2.9 2.0 3.5 10.8 22.9 1.2 21 0.9 1.5 47.8 0.2 

士1.9 士0.6 土0.7 士2.3 士5.2 士0.5 士09 土0.5 却．6 士6.4 土〇．I

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE(ISO mg/kg) 2.7 4.1 * 4.0 12.8 21.0 1.4 2.0 0.7 0.6 * 49.4 0.1 

士I0 士1.5 士I.I 士23 士3.4 土0.5 士05 土0.4 ±0.4 士7.5 土〇．I

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Nonroblast Total erythrocyte Myeloid/ Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell 

Group el)'throblast erythroblast 恥throid

（％） （％） （％） （％） （％） （％） （％） （％） （％） 

Control (vehicle: water for injection) 5.5 15.I 85 29.2 1.67 3.0 19.1 0.6 0.1 0.2 

士1.0 士4.0 士1.4 士4.6 ±0.34 士0.7 士8.4 士0.4 却．3 却．3

(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

2-IBE(l50 mg/kg) 3.3. 10.0 82 21.6 2.49 38 24.1 0.8 0.1 0.2 

士1.1 士3.9 士2.8 士6.0 士1.03 士］．1 士40 士0.5 士0.1 ±0.3 
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Values represent as mean士S.D.

Parentheses indicate the number of animals. 
Significantly different from the control group(*: P<0.05, ••: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 28-1. Biochemical findings of male rats at the end of the dosing period 

Group 
Number of males 

Total protein 

Albumin 

A/G 

Glucose 

Total cholesterol 

Triglyceride 

Phospholipid 

AST 

ALT 

y-GTP 
LDH 

Bile acid 

BUN 

Creatinine 

Total bilirubin 

ALP 

Inorganic phosphorus 

Ca 

Na 

K 

Cl 

郡dL

駆dL

mgjdL 

m畝dL

呵 dL

m要dL

u/L 

u/L 

u/L 

u/L 

μmol/L 

m畝dL

m駆dL

m駆dL

u/L 

mgjdL 

mgjdL 

m恥/L

m政l/L

m政l/L

Each value shows mean士S.D.

Control (vehicle: water for injection) 

5 

5.8 土 0.2

3.6 士 0.1

1.65 土 0.12

140 士 9

51 土 12

33 土 11

84 士 12

62 士 13

30 士 4

〇士 0

104 土 51

13.0 士 10.3

15 士 l

0.6 士 0.1

0.06 士 0.0l 

321 土 36

6.2 土 0.6

9.8 士 0.2

142.7 士1.1

3.89 土 0.11

106.5 士1.3

Figures in parentheses indicate number of males. 

Significantly different from the control笞oup(*: P<0.05, **: P<0.01). 

2-IBE 15 m詠g

5 

5.6 士 0.1

3.5 士 0.1

1.64 士 0.14

140 士 5

45 士 11

43 士 15

74 土 9

65 士 13

34 士 5

〇士 0

105 士 69

8.5士 1.4

15 士 2

0.5 士 0

0.05 士 0.01

379 士 64

6.1士 0.4

9.5 士 0.3

142.4士 0.4

3.88 土 0.19

106.4土 0.5
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2-IBESO m詠g

5 

5.7 士 0.3

3.5 士 0.2

1.60 士 0.19

137 士 12

56 士 9

45 士 12

88 士 6

59 士 5

30 士 4

〇士 0

168 士 167

13.4士 14.0

14 士 1

0.5 士 0

0.06 士 0.01

350 士 28

6.6 士 0.2

9.8 士 0.5

142.6 士 0.8

3.92 土 0.10

105.6 士 0.9

2-1BE150m詠g

5 

5.5士 0.4

3.5士 0.3

1.78 士 0.15

135 土 19

40 士 13

54 士 37

75 士 19

80 士 24

41 土 22

〇士 0

185 士 111

12.5 士 6.8

試験番号 R-12-014

12 士 1 * 

0.5 士 0

0.06 士 0.02

359 土 109

6.9 士 0.3 * 

9.7 士 0.2

142.7 士 0.8

4.04 土 0.17

106.2 土 2.2



試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 28-2. Biochemical findings of male rats at the end of the recovery period 

Group Control (vehicle: water for injection) 2-IBE 150 mg/kg 

Number of males 5 5 

Total protein g/dL 5.5 士 0.2 5.5土 0.4

Albumin gdL 3.7士 0.2 3.7 士 0.3

A!G 2.18 士 0.11 2.04 土 0.18

Glucose mg/dL 155 士 20 149 土 14

Total cholesterol mg/dL 44士 9 43 土 8

Triglyceride m畝dL 22 士 8 26 士 7

Phospholipid mg/dL 76士 14 74 士 6

AST u/L 59 士 6 57 士 6

ALT u/L 24士 3 26 土 3

y-GTP u/L 〇士 0 〇士 0

LDH U/L 156士 75 131 士 69

Bile acid μmol/L 10.8 士 4.6 9.7 士 4.3

BUN m畝dL 14 土 l 15 士 2

Creatinine m駆dL 0.6士 0 0.6 土 0

Total bilirubin midL 0.07士 0.02 0.04 士 0 ＊ 

ALP u/L 331 士 55 249 土 61

Inor堅icphosphorus mg/dL 7.1 士 0.6 6.7 士 0.5

Ca m<lfdL 9.3 士 0.3 9.1 士 0.4

Na mEq/L 142.9 士 0.8 143.4 士 0.9

K mEq/L 4.61 土1.14 3.98 土 0.16

Cl mEq/L 105.4士 2.0 105.6 士 0.5

Each value shows mean士S.D.

Figures in parentheses indicate number of males. 

Significantly different from the control笞oup(*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 29-1. Biochemical findings offe~ale rats at the end of the dosing period 

Group Control (vehicle: water for injection) 2-IBE 15 m詠g 2-IBE 50 mg,'kg 

Number of females 5 5 5 

Total protein 駆dL 5.7 士 0.5 5.8 士 0.3 5.7 士 0.3

Albumin 駆dL 4.0 士 0.4 4.0 士 0.3 4.0 士 0.2

A/G 2.26 士 0.12 2.18 士 0.15 2.47 士 0.21

Glucose mgjdL 122 士 12 130 士 15 128 士 18

Total cholesterol mg/dL 48 士 6 52 士 16 52 士 11

Triglyceride mg/dL 22 士 10 29 士 14 41 士 13

Phospholipid mg/dL 91 士 13 103 士 20 105 士 15

AST u/L 87 士 24 86 士 16 81 士 17

ALT u/L 46 士 22 41 士 5 41 士 5

y-GTP U/L 〇士 0 〇士 0 〇 士 0

LDH u/L 111 士 60 159 士 92 74 土 53

Bile acid μmol/L 13.0 士 10.1 20.6 土 11.2 12.9 士 4.0

BUN mg/dL 14 土 3 14 土 4 17 士 4

Creatinine mg/dL 0.7 士 0.1 0.6 士 0.1 0.6 士 0

Total bilirubin mgjdL 0.07 士 0.02 0.07 士 0.01 0.05 士 0

ALP u/L 162 士 23 156 士 36 147 土 35

Inor要nicphosphorus mg/dL 7.3 士 0.8 6.0 士 0.7 ＊＊ 7.0 士 0.3

Ca m駆dL 9.8 士 0.5 9.4士 0.4 9.5 士 0.4

Na m均/L 143.1土 2.2 141.2 士1.3 140.9 士1.1

K m均几、 3.76 士 0.23 3.86 士 0.37 4.08 士 0.33

Cl m政1iL 108.2 士1.9 106.9 士1.8 106.7 士 0.9

Each value shows mean土S.D.

Figures in parentheses indicate number of females. 

Significantly different from the control group (*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

2-IBE 150 mg/kg 

5 

5.6 士 0.4

3.8 士 0.3

2.21 士 0.13

113 士 11

45 士 8

38 士 7

98 士 12

83 士 19

42 土 10

〇 士 0

177 土 133

10.4士 2.7

14 士 2

0.5 士 0.1

0.05 土 0.01

203 土 88

6.5 士 0.4

9.4土 0.3

141.3士 0.8

4.12 士 0.28

106.5 士 0.6



Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 29-2. Biochemical findings of female rats at the end of the dosing period, satellite group 

Group Control (vehicle: water for injection) 2-IBE 150 m詠g

Number of females 5 5 

Total protein gdL 5.7士 0.2 5.5 士 0.4

Albumin 駆dL 4.0士 0.2 4.0 士 0.3

A/G 2.30士 0.25 2.63 土 0.31

Glucose mg/dL 117土 21 117 士 17

Total cholesterol m畝dL 61 土 17 48 土 13

Triglyceride m畝dL 16士 13 15 士 3

Phosp ho lip id mg/dL 110士 23 92 士 16

AST U/L 70士 20 63 士 18

ALT u/L 33 土 22 24土 9

y-GTP u/L 〇士 0 〇士 0

LDH u/L 59 士 18 44士 14

Bile acid μmo!/L 21.0士 25.0 16.3 士 8.4

BUN mg/dL 18 士 3 17 士 4

Creatinine m邸L 0.7士 0.1 0.6 士 0.1

Total bilirubin mg/dL 0.08 士 0.02 0.06 士 0.01 ＊ 

ALP u/L 167 土 34 179 土 47

Inorganic phosphorus mg/dL 4.9土 0.7 5.1 士 0.8

Ca m駆dL 9.0士 0.3 9.3 士 0.3

Na mEq/L 143.2士 1.4 142.1 士1.6

K mEq/L 3.67士 0.28 3.96 士 0.29

Cl mEq/L 108.4土1.2 107.3 士1.7

Each value shows mean土S.D.

Figures in parentheses indicate number of females. 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 29-3. Biochemical findings offemale rats at the end of the recovery period 

Group 
Number offemales 

Total protein 

Albumin 

A/G 

Glucose 

Total cholesterol 

Triglyceride 

Phosp ho lip id 

AST 

ALT 

y-GTP 
LDH 

Bile acid 

BUN 

Creatinine 

Total bilirubin 
ALP 

Inorganic phosphorus 
Ca 

Na 

K 

Cl 

g/dL 

匹L

mg/dL 

呵 dL

mg/dL 

mg/dL 

u/L 

u/L 

u/L 

u/L 

μmo]/L 

mg/dL 

mg/dL 

呵 dL

u/L 

mg/dL 

mg/dL 

mEq/L 

mEq/L 

mEq/L 

Each value shows mean土 S.D.

Control (vehicle: water for injection) 
5 

5.8 士 0.2

4.0士 0.2

2.42士 0.49

125 士 16

65 土 6

15 士 2

117士 6

67士 17

26 土 8

〇士 0

80 土 21

24.1 土 24.5

17士 2

0.7 土 0.1

0.08 土 0.01

174士 19

5.1 土 0.3

9.4土 0.2

143.5 士 0.8

3.80 士 0.21

109.1 士 0.6

Figures in parentheses indicate number of females. 
Significantly different from the control group(*: P<0.05, **: P<0.01). 

2-IBE 150 mg/kg 

5 

5.8 士 0.5

4.2 士 0.6

2.50 士 0.44

126 土 9

63 土 14

22 士 11

117 土 22

65 士 14

27 士 10

〇士 0

154 士 85

13.0 土 3.9

17 土 2

0.7 士 0.1

0.07 士 0.02

213 士 51

5.3 土 0.6

9.3 土 0.7

143.6 土 0.5

4.13 士 0.63

108.8 土1.1
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 30-1. Organ weights of male rats at the end of the dosing period 

Group Control (vehicle: water for injection) 2-IBE 15 m詠g 2-IBE 50 mg/kg 2-IBE 150 m詠g

Number of males 7 12 12 7 

Body weight (g) 494.6 士 34.5 485.0 士 44.5 505 3 土 39 9 488.3士 48.5 

Brain (mg) 2088.4士 59.1 2044.2 士 66.5 20747 士 65.4 2000.3士 83.9 

{mg/g) 4.236 士 0.250 4.239 土 0.311 4 125 士 0.291 4.124 士 0.368 

Thymus (mg) 316.1 士 54.1 314.9 士 99.2 316.2 土 47 8 290.2 士 98.8 

(mg/g) 0.643 士 0.125 0 646 士 0.188 0.628 士 0 097 0.588 士 0.168 

Heart (mg) 1425.3 士 195.9 1493 6 士 162.5 1504.8 土 139.4 1511 7 士 207.1 

(m,;jg) 2.881 士 0.333 3.082 士 0 226 2.978 士 0.138 3 093 土 0.261 

Liver (mg) 12774.5 士 990.6 12517.4士 1583.4 13609.2 土 1632.0 13469 0 士 2490.6

(m';/g) 25.842 士 1.294 25.750 士 1.411 26.874 士 l.681 27.383 土 2 591 

Kidney (R) (mg) 1577.1 土 168.3 1534.4士 169.8 1696.6 士 244.6 1657.2士 208.0 

{mg/g) 3 186 士 0.191 3.164 士 0.201 3.355 士 0.383 3.401 土 0.338 

Kidney (L) (mg) 1551 4 士 148.7 1546.0 士 213.3 1671.0 士 227.7 1635.l 士 198.2 

(mg/g) 3 134 士 0.145 3.180 士 0.224 3.307 士 0.368 3.358 土 0346 

Kidneys (mg) 3128.5 士 310.6 3080.4士 376.0 3367.7 士 464.8 3292.3 土 397.4 

(mg/g) 6.320 士 0.311 6 345 士 0.390 6.662 士 0730 6.759 土 0.659 

Spleen (mg) 858.0 士 162.0 868.2 士 173.7 968 6 土 175.9 1368.8 土 281.8.. 

(m鋲g) I 732 士 0.287 1.790 士 0.315 1.914 士 0.292 2 803 土 0.501.. 

Testis(R) (mg) 1672.8 士 66.0 1695.9 土 96.3 1621.0 士 117.7 1614 9 土 215.6 

(mg/g) 3.397 土 0.275 3.515 士 0.265 3.220 士 0.269 3 322 士 0.448 

Testis (L) (mg) 1655 2 士 74.9 1682.2 土 120.6 1599.6 士 107.0 1603.4 土 229.7 

(m畝g) 3 360 士 0261 3.484 士 0.266 3 177 士 0.240 3.295 士 0.447 

Testes (mg) 3328.0 士 139.4 3378.1 士 213.3 3220.5 士 221 5 3218.3士 443.7 

(mg/g) 6.757 士 0.534 6.998 士 0.522 6.397 士 0.504 6.616 士 0.891 

Epididymis (R) (mg) 645.4士 37.4 620.9 士 34.7 606.5士 34.0 638.2 士 63.6 

(mg/g) I 310 土 0.118 1.289 士 0.125 1.207 士 0.113 1.320 士 0.205 

Epididymis (L) (mg) 614 2 士 41.0 616.3 士 34.9 596.3士 47.3 6204 士 53.4 

(mg/g) 1.244 士 0.088 1.278 士 0.104 1.185 士 0.111 1.279 士 0.148 

Epididymides (mg) 1259.6 士 68.1 1237.1 士 64 3 1202.8 士 78.0 1258 6 士 109.1 

(mg/g) 2.555 士 0.192 2.566 士 0.223 2.392 士 0.218 2 599 士 0.346 

Each value shows mean士S.D.

Figures in parentheses indicate number of males 

S如ificantlydifferent from the control g/"OUP (*: P<0.05, ••: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 30-l(continued). Organ weights of male rats at the end of the dosing period 

Group Control (vehicle: water for injection) 2-IBE 15 m詠g 2-IBE 50 mg/kg 2-IBE 150 mg/kg 

Number of males 7 12 12 7 

Body weight (g) 494.6 士 34.5 485.0 土 44.5 505.3 土 39.9 488.3 士 48.5 

Prostate, ventral (mg) 591.5 土 121.2 603.7 土 130.6 629.9 士 91.2 630.3 士 116.4 

(mg/g) 1.209 士 0.288 1.254 土 0.297 1.253 土 0.199 1.306 士 0.292 

Seminal vesicles (mg) 1758.7 士 346.1 1627.1 士 212.6 1721.7 士 215.4 1767.6 土 316.5 

(m?Jg) 3.550 士 0.597 3.390 士 0.606 3.430 士 0.533 3.662 士 0.797 

Thyroid gland (mg) 20.9 士 5.9 20.8 土 5.4 20.5土 4.7 21.2 士 4.7 

(m?)g) 0.042 土 0.012 0.043 士 0.011 0.041 士 0.009 0.043 士 0.007 

Adrenal gland (R) (mg) 26.4土 5.1 26.7 土 4.5 27.2 士 4.2 27.8 士 4.4 

(m'§g) 0.053 士 0.009 0.056 士 0.011 0.054 士 0.007 0.057 土 0.009 

Adrenal gland (L) (mg) 27.9 士 6.8 28.0 士 3.6 29.1 土 3.9 28.4士 4.2 

(m哲g) 0.056 士 0.012 0.058 士 0.008 0.058 士 0.009 0.058 士 0.009 

Adrenal glands (mg) 54.4士 11.7 54.7 士 7.6 56.3 士 7.7 56.2 士 8.5 

(m鋲g) 0.110 士 0.020 0.114 士 0.018 0.112 士 0.015 0.116 士 0. 0 1 7 

Each value shows mean士 S.D.

Figures in parentheses indicate number of males. 

Significantly different from the control gJ:oup (*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 30-2. Organ weights of male rats at the end of the recovery period 

Group Control (vehicle: water for injection) 2-IBE 150m詠g

Number of males 5 5 

Body weight (g) 479 4 士 48.8 518 9 士 46.7 

Brain (mg) 1965 5 士 62.6 2027.0 士 86.3 

(rnrfg) 4124 士 0.316 3.925 士 0.297 

Thymus (mg) 241.2 士 38.6 282.7 士 44.5 

(m'lfg) 0.511 士 0.114 0 547 土 0.095 

Heart (mg) 1393 3 土 156.2 1475.5 士 194.6 

(m',!/g) 2.906 士 0.108 2.840 士 0.245 

Liver (mig 11507.3 士 1414.1 13396.2 士 1593.2

(mrfg) 24.004 士 1.609 25.769 士 0.867 

Kidney (R) (mg) 1485.1 士 165.6 1635.6 士 151.8 

(m)!/g) 3.098 士 0.136 3.158 士 0.237 

Kidney (L) (mg) 1476.6 土 171 9 1582.3 士 121.6 

(m/!Jg) 3.080 士 0 156 3.055 士 0.158 

Kidneys (mg) 2961.7 士 335.0 3217.8 士 2704 

(mg/g) 6 177 士 0.277 6.212 士 0 391 

Spleen (mg) 783.9 士 65.3 1041.6 士 268 5 * 

(mg/g) 1.648 土 0206 1.986 士 0.315 

Testis(R) (mg) 1766.9 土 1310 1667.1 士 166.6 

(mvfg) 3.701 士 0.302 3 215 士 0.209 * 

Testis (L) (mg) 1758.2 士 139.8 1693 5 士 191.9 

(m'lfg) 3.684 士 0.329 3 261 士 0.153 * 

Testes (mg) 3525.1 士 265.1 3360.5 士 349.2 

(m',!/g) 7.385 士 0.620 6.476 士 0.330 • 

Epididymis (R) (mg) 631.0 士 410 634.3 士 45 2 

(mgg) 1.323 士 0100 1.227 士 0.101 

Epididymis (L) (mro 640.0 士 35.4 609.8 士 29 0 

(m'i/g) l.340 士 0.071 1.180 士 0.078.. 

Epididymides (mw 1271.0 士 73 I 1244.1 士 59.8 

(mrJg) 2.662 士 0 167 2.407 士 0.156 * 

Each value shows mean土 S.D.

Figures in parentheses indicate number of males 

Si四ificantlydifferent from the control group(* P<O 05, ••· P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 30-2(continued). Organ weights of male rats at the end of the recovery period 

Group Control (vehicle: water for injection) 2-IBE 150 m詠g

Number of males 5 5 

Body weight (g) 479.4士 48.8 518.9 士 46.7 

Prostate, ventral (mg) 591.1 ± 140.0 594.9 士 143.7 

(mgg) 1.235 土 0.284 1.149 士 0.277 

Seminal vesicles (mg) 1240.3 土 196.9 1549.3 士 449.3 

(mg/g) 2.594 土 0.397 3.024 土 0.936 

Thyroid gland (mg) 18.6 士 4.5 17.4土 3.4 

(mgg) 0.039 土 0.011 0.034 土 0.006 

Adrenal gland(R) (mg) 24.2 士 3.9 26.7 土 6.4 

(mg/g) 0.051 士 0.005 0.051 士 0.010 

Adrenal gland (L) (mg) 25.8 土 3.7 27.8 土 5.5 

(mg/g) 0.054 士 0.004 0.053 土 0.009 

Adrenal glands (mg) 50.0 士 7.4 54.4士 11.9 

(mflg) 0.104 士 0.009 0.105 士 0.019 

Each value shows mean士S.D.

Figures in parentheses indicate number of males. 

Significantly different from the control group (*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 31-1. Organ weights of female rats at the end of the dosing period 

Group Control (vehicle: water for injection) 2-IBE 15 m詠g 2-IBE50m詠g 2-IBE 150 m詠g

Number of females 12 11 12 12 

Body wcigpt (g) 306.1 士 27 9 311 0 士 18 8 307.5士 7 I 298 3 士 25.3 

Brain (mg) 1895.0 ± 82 2 1913 4 士 57 3 1864.8 士 47.2 1926.7 士 62.1 

(mf!/g) 6.228 士 0.521 6.171 士 0.368 6.066 士 0.155 6.495 士 0.493 

Thymus (mg) 164.8 士 61.7 223.9 :I: 48 7 193 9 士 63 9 194.0 士 46.8 

(mr/g) 0.529 士 0 161 0 719 士 0.147 0 630 士 0.201 0.652 士 0 154 

Heart (mg) 9813 士 77 5 997.3 士 70.8 10214± 57 5 1039.9 士 97.2 

{mg/g) 3 221 士 0.300 3 207 士 0.125 3 321 士 0 151 3.489 士 0 190 ** 

Liver (mg) 9644 8 士 656.5 9965 9 士 712 8 9903.2 士 441.6 10148 1 士 1231.4

(mg/g) 31 635 士 2.249 32 078 士 1.901 32 214 士 1.466 33 993 士 2 545 "' 

Kidney (R) (mg) 984.8 士 116.4 1020.4 士 88.3 979 3 土 58 5 l052.0 士 85.7 

(mr/g) 3 220 士 0.263 3 281 士 0.189 3 185 士 0 180 3.535 士 0.229** 

Kidney (L) (mg) 961 7 士 93.3 1013.3 士 87 3 9712 士 69.0 1038 7 士 83.3 

(mrfg) 3.144 士 0,149 3 257 士 0 159 3 158 士 0.201 3.491 士 0 236 ** 

Kidneys (mg) 1946.5 士 204.5 2033 8 士 172 5 1950 4 士 126.3 2090.7 士 164.7 

(mg/g) 6.364 士 0.395 6 538 士 0.333 6 342 士 0.376 7.026 士 0.448 ** 

Spleen (mg) 699.9 士 98.2 732 2 士 96 7 954.2 士 232.6 ** 1132 7 士 286.4** 

(mr/g) 2.296 士 0.348 2 358 士 0.304 3 105 士 0.773 """ 3 794 士 0.889** 

Ova可 (R) (mg) 51 6 士 10.2 49.5 :I: 85 55 8 士 5 I 50.6 士 52 

(mf!/g) 0 169 士 0 035 0.159 士 0.027 0 181 士 0.016 0.170 士 0.013 

Ovaty (L) (mg) 52.5± 12 8 50 3 士 7.3 53 0 士 88 50.3 士 6.9 

(m'lfg) 0 172 士 0.044 0 162 士 0.0 1 8 0.172 士 0.028 0 170 士 0.024 

Ovaries (mg) 104.1 :I: 18 I 99 8 士 13 5 108.8 士 9.4 100 9± 8.6 

(mf!/g) 0.342 士 0.064 0 321 士 0 039 0.354 士 0.027 0.339 士 0.026 

Uterus (mg) 666.0 士 103.8 600 3 士 71 I 659.6 士 80 3 653.6 士 113.4 

(mg/g) 2 190 士 0.379 1.933 士 0.227 2 147 士 0.269 2 202 士 0 394 

Thyroid g)and (mg) 18.5 士 4.1 15 4 士 3 I 15.9 士 3.5 16.1 士 3.9 

(mg/g) 0 061 士 0.013 0.049 士 0.0IO 0.052 士 0.012 0 054 士 0.013 

Adrenal gland (R) (mg) 31.5 士 1.7 34.9 士 49 36.0 士 47 33 2 士 5.0 

(mrfg) 0.104 士 0.01 I 0 113 士 0.018 0.117 士 0.015 0 112 士 0.017 

Adrenal gland (L) (mg) 33 5 士 3 I 38 7 士 4.2 "' 38 6 士 5.6 • 36.1 :I: 4.6 

(mgg) 0 110 士 0 012 O I25 士 0,0 1 8 0 126 士 0.018 0.121 士 0 014 

Adrenal glands (mg) 65 0 士 4.0 73.7 = 8 3 * 74.6 士 10.2 * 69 3 士 92 

(mg/g) 0.214 士 0.020 0 238 士 0 034 0 243 士 0.032 0.233 士 0.029 

Each value shows mean士S.D

Figures in parentheses indicate number of males. 

S如ificanllydilTcrcnt from the control穿oup(•: P<0.05, •• P<O 01) 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 31-2. Organ weights of female rats at the end of the dosing period, satellite group 

Group Control (vehicle: waler for injection) 2-IBE 150 m詠g
Number of females 5 5 

Body weight (f!J 282.8 士 31.4 286.3士 71 

Brain (mg) 1864 8 士 72 7 1900.7 士 63.6 

(mf/g) 6.649 士 0.663 6,644 士 0.330 

Thymus (mg) 298 7 士 98 4 353.7 士 47 8 

(mf!/g) I.OSI 士 0.311 1.234 :I: 0.154 

Heart (mg) 859 3 士 56.0 991.2 :I: 82 I * 

(mf!ig) 3 056 士 0.249 3.461 士 0.262 * 

Liver (mg) 7016.3 士 625.3 7921.6 士 356 5 * 

(mf/g) 24.871 士 I.ISO 27 686 士 1492 * 

Kidney (R) (mg) 902 3 士 97.7 961.9 士 41 5 

(mgg 3 197 士 0.208 3,359 * 0 090 

Kidney (L) (mg) 913 8 士 116 3 926.6 士 23.2 

(mf!/g) 3 233 士 0.211 3.237 士 0.047 

Kidneys (mg) 1816 1 士 212 I 1888.6 士 59 6 

(mf'lg) 6.430 士 0.403 6.596 士 0.097 

Spleen (mg) 566.1 士 43 4 931 I 士 173.9 ** 

(mg/g) 2 018 士 0 247 3 243 士 0.540 ** 

Ovary (R) (mg) 47.4士 13 7 44 9 士 12.9 

(mg/g) 〇.170 士 0 053 0.157 士 0 044 

Ov紅y(L) (mg) 414 士 6.1 44 8 士 141 

(mg/g) 0 148 士 0 032 0.156 士 0 048 

Ovaries (mg) 88 8 士 13 5 89.8 士 24 8 

{mg/g) 0 318 士 0 064 0 313 士 0 084 

U(cms (mg) 739.7 士 269.5 594.6 士 266.8 

(m,!lg) 2.680 ± 1139 2 090 士 0 977 

Thyroid gland (mg) 13.3 士 3.1 15.7 士 52 

(mゆ 0.047 士 0.011 0 055 士 0.018 

Adrenal gland (R) (mg) 32 1 士 32 29.6 士 47 

(m咋Q 0.114 士 0.014 0.103 士 0.015 

Adrenal gland (L) (m[') 34.4士 35 33 5 士 4.8 

(mp/g) 0.122 士 0 014 〇.117 士 0. 0 1 5 

Adrenalglan曲 (mg) 66.4 士 65 63.l士 9.3 

(mrfg) 0 236 士 0 027 0.220 士 0.028 

Each value shows mean士 S.D.

Figures in parentheses indicate number of males. 

Significantly different from the control即 up(* P<0.05, •• P<O O I). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 31-3. Organ weights of female rats at the end of the recovery period 

Group Control (vehicle: water for injection) 2-IBE 150m詠g

Numbcr of females 5 5 

Body weight (g) 299 7 士 22 6 313.4 ± 14.6 

Brain (mg) 1875 0 士 114.8 1839 6 士 97.0 

(mf!/g) 6 274 士 0 480 5 881 士 0.437 

Thymus (mg) 246 5 士 36.4 309 5 士 66.9 

(mrfg) 0 824 士 0 121 0.993 士 0 248 

Heart (mg) 908 7 士 55 6 1016 3 士 l00.5 

(mrfg) 3 044 士 0.292 3 243 士 0 283 

Liver (mg) 7381 9 士 816.5 7930 0 士 648.0 

(m営g) 24 760± 3 661 25,303 士 1.770 

Kidney (R) (mg) 908 5 士 48 8 1054.4 士 105.1 * 

(mf/g) 3.041 士 0 240 3.379 士 0.476 

Kidney (L) (mg) 868 2± 60.6 1001.6 士 109.6 "' 

(mgg) 2.906 士 0.262 3.209 士 0.470 

Kidneys (mg) 1776 6 士 l08 4 2056.0 士 212.0 * 

(mg/g) 5.948 士 0.498 6.588 士 0.940 

Sp!匹n (mg) 710 2 士 296.9 673.4 士 67.5 

(mf!lig 2.413 士 I 153 2.150 士 0.201 

Ovary (R) (mg) 48 4 :1: 14.6 47 3 士 6.3 

(m'i/g) 0.163 士 0 054 0.151 士 0 023 

Ovary (L) (mg) 41 5±  11 7 43 9 士 5.6 

(mf!/g) 0.139 士 0 040 0.141 士 0,018 

Ovaries (mg) 89 8 士 21 2 91.3 ± 1 0,5 

(m畝Q 0.301 士 0.077 0.292 ± 0 037 

Uterus (mg) 575.5 士 250 9 728 7 士 403.4 

(mrfg) I 957 士 0 942 2 295 士 1.166 

Thyroid iyand (mg) 16.6 士 30 15.5:l:: 3.3 

(mg/g) 0.055 士 0 006 0 050 士 0.011 

Adrenal gland (R) (mg) 30.0 士 29 33.4士 2.3 

(mg/g) 0 100 士 0.010 0 107 士 0.009 

Adrenal gland (L) (mg) 31 5 士 4.1 34.7 士 3 8 

(ml!fg) 0.105 士 0.016 0111 士 0.011 

Adrenal glands (mg) 61.5 士 6.2 68.1 士 58 

(mr/g) 0 206 士 0.024 0.217 士 0 018 

Each value shows mean士S.D

Figures in parentheses indicate number of males 

Significantly different from the control即 up(*P<0.05, ** P<O 01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 32-1. Macroscopic findings of male rats at the end of the dosing period 

Group Control (Vehicle) 2-IBE 15 m詠g 2-IBE50m詠g 2-IBE 150 m詠g

Findin答 Grade p p p p 

Epididymis 

Nodule, yellowish white, caudal, unilateral 6 12 

゜
12 

゜
6 

Forestomach 

Edematous, mucosa 7 

゜
12 

゜
12 

゜
5 2 

Kidney 

Pale colored area, bilateral 7 

゜
11 12 

゜
7 

゜
Spleen 

Enlargement 7 

゜
12 

゜
12 

゜ ゜
7 

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

Numerals represent the number of animals. 

Vehicle: water for injection 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 32-2. Macroscopic findings of male rats at the end of the recovery period 

Findings 

Kidney 

Enlargement, bilateral 

Group 

Grade 

Control (Vehicle) 

p 
2-IBE 150 m蝕g

p 

5
 ゜

4
 

Skin 

Alopecia, both forelimbs 5
 ゜

4
 

Spleen 

Enlargement 

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

Numerals represent the number of animals. 

Vehicle: water for injection 

5
 ゜

3
 

2
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 33-1. Macroscopic findings offemale rats at the end of the dosing period 

Group Control(Vehicle) 2-IBE 15 m詠g 2-IBE 50m詠g 2-IBE 150 m詠g

Finding,5 Grade p p p p 

Adrenal gland 

Enlargement, bilateral 12 

゜
II 

゜
11 12 

゜
Forestomach 

Edematous, mucosa II 11 

゜
12 

゜
11 

Glandular stomach 

Dark colored spot, mucosa 12 

゜
11 

゜
12 

゜
11 

Liver 

Enlargement 12 

゜
11 

゜
II 12 

゜Nodule, caudal lobe, hard, mosaic 12 

゜
11 

゜
12 

゜
11 

Lung 

Dark colored area, all lobes 12 

゜
10 12 

゜
12 

゜Dark colored spot, left lobe, dorsal 12 

゜
11 

゜
12 

゜
11 

Lymph node, submandibular 

Enlargement 12 

゜
11 

゜
12 

゜
II 

Skin 

Alopecia, both forelimbs/neck 12 

゜
， 2 12 

゜
11 

Spleen 

Enlargement 12 

゜
11 

゜
， 3 3 ， 

Tail 

Loss, eel客， darkcolor 12 

゜
II 

゜
12 

゜
10 2 

Thymus 

Small 11 11 

゜
10 2 12 

゜Notes) -: No abnormal chan雰sP. Non-graded chan煕

Numerals represent the number of animals. 

Vehicle: water for injection 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 33-2. Macroscopic findings of female rats at the end of the dosing period, satellite group 

Findin答

Forestomach 

Edematous, mucosa 

Group 

Grade 

Control (Vehicle) 

p 
2-IBE 150 m詠g

p 

5
 ゜

4
 

Spleen 

Enlargement 

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

Numerals represent the number of animals. 

Vehicle: water for injection 

5
 ゜

4
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 33-3. Macroscopic findings of female rats at the end of the recovery period 

Group Control (Vehicle) 2-IBE 150 mg/kg 

Findin答 Grade p p 

Kidney 

Enlargement, bilateral 5 

゜
4 

Rough surface, bilateral 5 

゜
4 

Spleen 

Enlargement 5 

Rough surface, adhesion with connective tissue 4 

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

Numerals represent the number of animals. 

Vehicle: water for injection 

゜
4

5

 ゜
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 34-1. Histopathological findings of male rats at the end of the dosing period 

Group Control(Vehicle) 2-IBE 15 m述g 2-IBE 50m述g

Findings Grade —士＋ 2+3+PNE —士＋ 2+3+PNE —士＋ 2+3+PNE

Brain 5 2 

゜
12 

゜
12 

Spinal cord 5 2 

゜
12 

゜
12 

Pituitary gland 
Remnant, Rathke's pouch 4 I 2 

゜
0 12 

゜
0 12 

Submandibular gland 5 2 

゜
12 

゜
12 

Sublingual gland 5 2 

゜
12 

゜
12 

Lymph node, submandibular 5 2 

゜
12 

゜
12 

Thyroid gland 

Ectopic thymic tissue 5 0 2 

゜
0 12 

゜
0 12 

Parathyroid gland 5 2 

゜
12 

゜
12 

Thymus 5 2 

゜
12 

゜
12 

Heart 
Cellular infiltration, inflammatory, ventricle, right, 

subepicardia~ focal 5 0 0 0 0 2 0 0 0 0 0 12 0 0 0 0 0 12 

Cellular infdtration, mononuclear cell, septum, focal 4 I O O 0 2 0 0 0 0 0 12 0 0 0 0 0 12 

Trachea 5 2 

゜
12 

゜
12 

Lung 
Accumulation, foam cell, alveolus 5 0 0 0 0 2 0 0 0 0 0 12 0 0 0 0 0 12 

Bronchus 5 2 

゜
12 

゜
12 

Notes) -: No abnormal changes士： Veryslight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Vehicle: water for injection 

*P<O.05, **P<0.01 : Significantly different from control (Mann-Whitney U test). 
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test). 
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2-IBE 150 mg/kg 
ー土＋ 2+3+PNE

5 2 

5 2 

5 0 2 

5 2 

5 2 

5 2 

4 1 2 

5 2 

5 2 

4 I O O 0 2 

5 0 0 0 0 2 

5 2 

3 2 0 0 0 2 

5 2 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 34-l(continued). Histopathological findings of male rats at the end of the dosing period 

Findings 

Liver 

Deposit, pigment, brown, Kupffer cell 

Fatty change, hepatocyte, periportal 
Hematopoiesis, extramedullary 
Microgranuloma 
Single cell necrosis 

Group 
Grade 

Control 01 ehicle) 
士＋ 2+3+PNE

2-IBE 15 mg/kg 

士＋ 2+3+PNE

2-IBE 50 mg/kg 

士＋ 2+3+ P NE 

2-IBE 150 mg/kg 

士＋ 2+3+PNE

0

0

0

0

0

 

0

0

0

0

0

 

2

1

0

0

0

 

3

3

5

5

3

 

0

1

0

0

2

 

7

7

7

7

7

 

0

0

0

0

0

 

0

0

0

0

0

 

0

2

0

1

0

 

3

2

1

3

3

 

2

1

4

1

2

 

7

7

7

7

7

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 

0

4

0

3

1

 

5

1

5

2

4

 

2

2

2

2

2

 

0

0

0

0

0

 

0

0

0

0

0

 

o

l

o

o

o

 

0

1

0

4

2

 

5

3

5

1

3

 

＃

＃

 

＃

＃

 

9

9

 

＊

＊

 

＊

＊

 

2

2

2

2

2

 

Pancreas 

Infiltration, fatty 

Single cell necrosis 

5

3

5

5

5

 

0

2

 

0

0

 

0

0

 

0

0

 

2

2

2

2

 

0

0

0

0

0

0

0

0

0

0

 

0

0

 

0

0

 

0

0

 

0

0

 

12 

12 

0

0

 

0

0

 

0

0

 

0

0

 

Stomach 

Duodenum 

2

2

 

1

1

 

Jejunum 

Ileum 

2

2

 

12 

12 

12 

12 

12 

12 

0

0

 

0

0

 

0

0

 

2

2

 

5
 12 

Cecum 5

5

5

5

 

2
 

Colon 

Rectum 

2

2

 

2

2

2

2

 

1

1

1

1

 

0

0

0

0

0

0

0

0

0

0

 

2

2

2

2

2

 

l

l

l

l

l

 

4

4

6

5

5

5

5

5

5

5

 

2

2

2

2

2

 

2
 

Lymph node, mesenteric 2
 

2
 

Spleen 
Deposit, pigment, brown O O 4 I 0 

Hematopoiesis, extramedullary O I 3 I 0 

Increase, red pulp 5 0 0 0 0 

Notes) -: No abnormal changes士： Veryslight + : Slight 2+: Moderate 3十：Marked

P : Non-graded change NE: Not examined 

Nwnerals represent the nwnber of animals. 
Vehicle: water for injection 
*P<O.05, **P<0.01 : Significantly different from control (Mann-Whitney U test). 

#P<0.05, ##P<O.01 : Significantly different from control (Fisher's exact test). 

2

2

2

 

0

0

5

 

0

3

0

 

2

2

0

 

3

0

0

 

0

0

0

 

7

7

7

 

0

0

5

 

0

0

0

 

0

1

0

 

4

2

0

 

1

2

0

 

＊
 7

7

7

 

0

0

1

 

0

0

4

 

0

0

2

 

7

3

0

 

0

4

0

 

＊ 

＊＊ 

•,## 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 34-l(continued). Histopathological findings of male rats at the end of the dosing period 

Group Control (Vehicle) 2-IBE 15 m述g 2-IBE 50 m辿逗 2-IBE 150 m叫玉

Findings Grade 土＋ 2+3+PNE 士＋ 2+3+PNE 士＋ 2+3+ P NE 士＋ 2+3+PNE

Kidney 
Basophilic tubule, cortex 4 I O O 0 2 4 0 0 0 7 2 3 0 0 0 7 I 4 0 0 0 2 

Cellular inrtltration, lymphocyte, interstitial 5 0 0 0 0 2 4 0 0 0 7 5 0 0 0 0 7 5 0 0 0 0 2 

Cyst, medulla 5 0 2 5 0 7 5 0 7 4 I 2 

Deposit, pigment, brown, proximal tubule 5 0 0 0 0 2 5 0 0 0 0 7 2 3 0 0 0 7 0 2 3 0 0 2 **,## 

Urinary bladder 5 2 

゜
12 

゜
12 5 2 

Adrenal gland 5 2 

゜
12 

゜
12 5 2 

Testis 

Atrophy, seminiferous tubule, bilateral 5 0 0 0 0 2 0 0 0 0 0 12 0 0 0 0 0 12 3 2 0 0 0 2 

Epididymis 

Granuloma, spennatic, unilateral 4 I 2 

゜
0 12 

゜
0 12 5 I I 

Prostate 

Cellular inftltration, lymphocyte, interstitial 4 0 I O 0 2 0 0 0 0 0 12 0 0 0 0 0 12 5 0 0 0 0 2 

Seminal vesicle 5 2 

゜
12 

゜
12 5 2 

Coagulating gland 5 2 

゜
12 

゜
12 5 2 

Eyeball 5 2 

゜
12 

゜
12 5 2 

Harderian gland 5 2 

゜
12 

゜
12 5 2 

Sciatic nerve 5 2 

゜
12 

゜
12 5 2 

Skeletal muscle 5 2 

゜
12 

゜
12 5 2 

Femur 5 2 

゜
12 

゜
12 5 2 

Marrow, femur 

H~erelasia, e立hroblast 5 0 0 0 0 2 4 I O O 0 7 3 2 0 0 0 7 0 2 3 0 0 2 **,## 

Notes) -: No abnormal changes士： Veryslight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Vehicle: water for injection 

Not significantly different from control. 

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test). 

#P<0.05, ##P<0.01 : Significantly different from control(Fisher's exact test). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 34-2. Histopathological findings of male rats at the end of the recovery period 

Findings 

Brain 

Group 
Grade 

Control(Vehicle) 

ー士＋ 2+3+ P NE 

2-IBE l50m述g
—士＋ 2+ 3+ P NE 

゜
5
 

Spinal cord 

Pituitary gland 

Submanchbular gland 

Sublingual gland 

Lymph node, submandibular 

Thyroid gland 

Parathyroid gland 

Thymus 

5

5

5

5

5

5

5

 

Heart 

Trachea 

Lung 

0

0

0

0

0

0

0

0

0

0

0

0

 

Bronchus 0 

Notes) -: No abnormal changes士： Veryslight + : Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Vehicle: water for injection 
*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test). 
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test). 

5

5

5

5

5

5

 

0

0

0

0

0

0

0

0

0

0

0

0

 

5

5

5

5

5

5

5

5

5

5

5

5
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 34-2(continued). Histopathological findings of male rats at the end of the recovery period 

Findings 

Liver 

Deposit, pigment, brown, Kupffer cell 

Fatty change, hepatocyte, periportal 
Hyperplasia, bile duct 

Microgranuloma 
Single cell necrosis 

Group 
Grade 

Control(Vehicle) 

士＋ 2+3+PNE

2-IBE 150m回kg
士＋ 2+3+PNE

0

0

0

0

0

 

0

0

0

0

0

 

0

1

0

0

0

 

1

3

0

3

1

 

4

1

5

2

4

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 

0

3

1

5

1

 

5

2

4

0

4

 

Pancreas 

Stomach 

Duodenum 

Jejunum 

Ileum 

Cecum 

Colon 

Rectum 

Lymph node, mesenteric 

0

0

0

0

0

0

0

0

0

 

5

5

5

5

5

5

5

5

5

 

0

0

0

0

0

0

0

0

0

 

5

5

5

 

5
 

5

5

5

5

5

 

Spleen 
Deposit, pigment, brown O O 1 4 0 

Hematopoiesis, extramedullary O 1 2 2 0 

Increase, red pulp 5 0 0 0 0 

Notes) -: No abnormal changes士： Veryslight + : Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 
Vehicle: water for injection 

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test). 

#P<0.05, ##P<0.01 : Significantly different from control(Fisher's exact test). 

0

0

4

 

0

4

1

 

1

1

0

 

4

0

0

 

0

0

0
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 34-2(continued). Histopathological findings of male rats at the end of the recovery period 

Group Control ~ehicle) 2-IBE 150 m!i!迅

Findings Grade —士＋ 2+ 3+ P NE 一土＋ 2+3+PNE

Kidney 
Basophilic tubule, cortex I 4 0 0 0 3 2 0 0 0 

Cellular infiltration, lymphocyte, interstitial 4 I O O 0 5 0 0 0 0 

Deposit, pigment, brown, proximal tubule 5 0 0 0 0 I 4 0 0 0 ＃ 

Urinary bladder 

゜
5 

゜
5 

Adrenal gland 

゜
5 

゜
5 

Testis 

゜
5 

゜
5 

Epididymis 

゜
5 

゜
5 

Prostate 

゜
5 

゜
5 

Seminal vesicle 

゜
5 

゜
5 

Coagulating gland 

゜
5 

゜
5 

Eyeball 

゜
5 

゜
5 

Harderian gland 

゜
5 

゜
5 

Sciatic nerve 

゜
5 

゜
5 

Skeletal muscle 

゜
5 

゜
5 

Femur 

゜
5 

゜
5 

Marrow, femur 

Hyperplasia, erythroblast 5 0 0 0 0 3 2 0 0 0 

Skin 

AtroE巫hairfollicle 0 I O O 0 

Notes) -: No abnormal changes土： Veryslight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Vehicle: water for injection 

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test). 

#P<0.05, ##P<0.01 : Si戸candydifferent from control (Fisher's exact test). 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 35-1. Histopathological findings offemale rats at the end of the dosing period 

Group Control {Vehicle 2 
Findings Grade ー土＋ 2+3+PNE

Brain 5 

Spinal cord 5 

Pituitary gland 

Remnant, Rathke's pouch 4 

Submanchbular gland 5 

Sublingual gland 5 

Lymph node, submandibular 5 

Thyroid gland 

Ectopic thymic tissue 5 

Parathyroid gland 5 

Thymus 
Atrophy 4 0 I O 0 

Heart 5 

Trachea 5 

Lung 

Accumulation, foam cell, alveolus 5 0 0 0 0 

Cellular infiltration, macrophage, alveolus, 

including brown pigment 5 0 0 0 0 

Thickening, pleura, focal 5 0 0 0 0 

Bronchus 5 

Notes) -: No abnormal changes土： Veryslight + : Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Vehicle: water for injection 

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test). 

#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test). 

7 

7 

I 7 

7 

7 

7 

0 7 

7 

7 

7 

7 

7 

7 

7 

7 

2-IBE 15 m辿逗 2-IBE 50m叫潟

—士＋ 2+3+PNE —士＋ 2+ 3+ P NE 

゜
II 

゜
12 

゜
II 

゜
12 

゜
0 11 

゜
0 12 

゜
II 

゜
12 

゜
II 

゜
12 

゜
11 

゜
12 

゜
0 11 

゜
0 12 

゜
1 1 

゜
12 

0 0 0 0 0 11 0 2 0 0 0 10 

゜
11 

゜
12 

゜
11 

゜
12 

1 0 0 0 0 10 0 0 0 0 0 12 

0 0 I O 0 10 0 0 0 0 0 12 

I O O O 0 10 0 0 0 0 0 12 

゜
11 

゜
12 
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2-IBE 150 m辿逗
ー土＋ 2+3+ P NE 

5 7 

5 7 

4 1 7 

5 7 

5 7 

5 7 

4 1 7 

5 7 

5 0 0 0 0 7 

5 7 

5 7 

3 3 0 0 0 6 

6 0 0 0 0 6 

5 1 0 0 0 6 

6 6 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 35-l(continued). Histopathological findings of female rats at the end of the dosing period 

Findings 

Liver 

Deposit, pigment, brown, Kupffer cell 

Fatty change, hepatocyte, periportal 
Hematopoiesis, extramedullary 
Microgranuloma 

Necrosis, focal 

Single cell necrosis 

Pancreas 

Group 
Grade 

Stomach 
Dilatation, gland, fundic 

Edema, submucosa layer, forestomach 

Duodenum 

Control(Vehicle) 

土＋ 2+3+PNE

0

0

0

2

 

゜

o
l
o
o
o
 

0

0

0

0

0

 

0

0

0

0

 

0
 ゚

5

4

4

2

5

5

 

7

7

7

7

7

7

 

5

4

5

3

5

5

 

2-IBE15m述g
土＋ 2+3+PNE

0

1

1

3

0

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 ゜

0

5

0

3

5

4

 

6

6

6

6

6

6

 

2-IBE50m詠g
土＋ 2+3+PNE

5

0

5

2

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 ゜

曲

押
9

9

 

*

*

 

＊

＊

 

7

7

7

7

7

7

2

 ー

2-IBE150m述g
士＋ 2+3+PNE

0

2

0

2

5

4

 

3

3

6

4

2

 

3

1

0

0

 

0

0

0

0

 

0

0

0

0

 

゜゚゜5
 

7
 ゜

11 

゜
5
 

絆

押
9

9

 

＊

＊

 ．． 
6

6

6

6

6

6

7

 

5

4

5

5

5

 

0

1

 

0

0

 

0

0

 

0

0

 

7

7

 

0

0

0

0

0

0

0

0

0

 

0

0

 

0

0

 

0

0

 

0

0

 

1

1

1

1

1

 

1

1

1

1

1

 

0

0

0

0

0

 

0

0

 

0

0

 

0

0

 

0

0

 

12 

12 
1

0

 

0

0

 

0

0

 

0

0

 

7

7

7

 

12 

Jejunwn 

6

7

5

5

 

Ileum 

2

2

 

1

1

 5
 

Cecum 

Colon 

Rectum 

Lymph node, mesenteric 

5

5

5

5

 

7

7

 

7
 

7
 

1

1

1

1

 

1

1

1

1

 

0

0

0

0

 

2

2

2

2

 

1

1

1

1

 

5

5

5

5

 

5

5

7

7

7

7

7

7

7

 

Spleen 
Congestion 5 0 0 0 0 

Deposit, pigment, brown O O 2 3 0 

Hematopoiesis, extramedullary O O 2 3 0 

Increase, red pulp 5 0 0 0 0 

Notes) -:No abnormal changes土： Veryslight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Vehicle: water for injection 

*P<0.05, **P<0.01 : Significantly different from control(Mann-W油 neyU test). 

#P<0.05, ##P<0.01 : Signilicantly different from control (Fisher's exact test). 

7

7

7

7

 

4

0

0

5

 

0

1

0

0

 

1

2

1

0

 

0

2

4

0

 

0

0

0

0

 

6

6

6

6

 

7

0

0

4

 

0

3

0

3

 

0

4

0

0

 

0

0

2

0

 

0

0

5

0

 

＊

＊

 

5

5

5

5

 

0

5

0

6

 

1
0
0
0
3
 

0

4

0

1

 

0

1

3

0

 

0

0

7

0

 

＃
 ＇ 

＊

＊

＊

 

2

2

2

2
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 35-l(continued). Histopathological findings of female rats at the end of the dosing period 

Group Control (Yehicle) 2-IBE 15 m述g 2-IBE 50 m辿g 2-IBE 150 m述g

Findin煕 Grade —士＋ 2+3+PNE —士＋ 2+3+PNE —士＋ 2+3+PNE —士＋ 2+3+PNE

Kidney 
Basophilic tubule, cortex 

Cellular infiltration, lymphocyte, interstitial 
Degeneration/necrosis, proximal tubule 

Deposit, pigment, brown, proximal tubule 

Urinary bladder 

Adrenal gland 

Cellular infiltration, lymphocyte, wna reticularis, sinusoid 

Ovaty 

Uterus 

Vagina 

Eyeball 

Harderian gland 

Hyperpigmentation 

Sciatic nerve 

Skeletal muscle 

Femur 

Marrow, femur 

Hyperplasia, erythroblast 

Skin 

Atrophy, hair follicle 

Tail 

Necrosis 

Ulcer 

4 0 0 I 0 

4 I O O 0 

4 I O O 0 

5 0 0 0 0 

5 

4 I O O 0 

5 

5 

5 

5 

4 I O O 0 

5 

5 

5 

5 0 0 0 0 

Notes) -: No abnormal changes士：Veryslight + : Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 
Numerals represent the number of animals. 
Vehicle: water for injection 

Not significantly different from control. 

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test). 

#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test). 

7 

7 

7 

7 

7 

7 

7 

7 

7 

7 

7 

7 

7 

7 

7 

4 I O O 0 6 5 0 0 0 0 7 3 2 0 0 0 7 
5 0 0 0 0 6 4 I O O 0 7 5 0 0 0 0 7 
5 0 0 0 0 6 5 0 0 0 0 7 5 0 0 0 0 7 
5 0 0 0 0 6 2 3 0 0 0 7 0 I 4 0 0 7 **. ##-

゜
II 

゜
12 5 7 

0 0 0 0 0 11 I O O O 0 11 5 0 0 0 0 7 

゜
II 

゜
12 5 7 

゜
II 

゜
12 5 7 

゜
II 

゜
12 5 7 

゜
11 

゜
12 5 7 

0 0 0 0 0 II 0 0 0 0 0 12 5 0 0 0 0 7 

゜
11 

゜
12 5 7 

゜
11 

゜
12 5 7 

゜
11 

゜
12 5 7 

4 I O O 0 6 I 4 0 0 0 7 # 0 S O O 0 7 **, ## 

0 2 0 0 0 0 I O O 0 

゜゚
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試験番号R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 35-2. Histopathological findings of female rats at the end of the dosing period, satellite group 

Findings 

Brain 

Spinal cord 

Group 
Grade 

Control (Vehicle) 

—士＋ 2+3+PNE

5 

5 

2-IBE150m述g

ー土＋ 2+3+ P NE 

5 

5 

Pituitary gland 

Remnant, Rathke's pouch 

Submandibular gland 

Sublingual gland 

Lymph node, submanchbular 

4

5

5

5

 

Thyroid gland 

Ectopic thymic tissue 2
 

Parathyroid gland 

Thymus 

3

5

5

 

Heart 

Cellular infiltration, mononuclear cell, septum, focal 

Trachea 

5 0 0 0 0 

5 

Lung 
Accumulation, foam cell, alveolus 

Granuloma, foreign body 
0

0

 

0

0

 

0

0

 

0

1

 

5

4

 
Bronchus 5 

Notes) -: No abnormal changes士： Veryslight + : Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Vehicle: water for injection 

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test). 

#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test). 

5 

゜5 

5 

5 

5 

゜5 

5 

4 1 0 0 0 

5 

4 1 0 0 0 

5 0 0 0 0 

5 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Table 35-2(continued). Histopathological findings of female rats at the end of the dosing period, satellite group 

Findings 

Liver 
Deposit, pigment, brown, Kupffer cell 

Fatty change, hepatocyte, periportal 
Hematopoiesis, extramedullary 

Microgranuloma 
Single cell necrosis 

Group 
Grade 

Control(Vehicle) 

土＋ 2+3+PNE

2-IBEl50m述g
士＋ 2+3+ P NE 

0

0

0

0

0

 

0

0

0

0

0

 

5

0

0

0

0

 

0

2

5

3

1

 

0

3

0

2

4

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 

0

4

0

4

0

 

5

1

5

1

5

 

＊＊，＃＃ 

**,## 

Pancreas 5
 5

 

Stomach 

Duodenum 

Jejunum 

5

5

 

Ileum 

Cecum 

Colon 

Rectum 

Lymph node, mesenteric 

5

5

5

5

5

5

 

5

5

5

5

5

5

5

5

 

Spleen 
Deposit, pigment, brown O O O 5 0 

Hematopoiesis, extramedullary O 5 0 0 0 

Increase, red pulp 5 0 0 0 0 

Notes) -: No abnormal changes土： Veryslight + : Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 
Vehicle: water for injection 

*P<0.05, **P<0.01 : Significantly different from control (Mann-W血 eyU test). 

#P<0.05, ##P<0.01 : Sign面cantlydifferent from control (Fisher's exact test). 

0

0

2

 

0

0

2

 

0

0

1

 

5

2

0

 

0

3

0

 

＊＊ 
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試験番号R-12-014

Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 35-2(continued). Histopathological findings offemale rats at the end of the dosing period, satellite group 

Group 
旦 s Grade 

Kidney 
Basophilic tubule, cortex 

Cellular infiltration, lymphocyte, interstitial 

Deposit, pigment, brown, proximal tubule 

Mineralization, medulla 

Urinary bladder 

Adrenal gland 

Ovary 

Control(Vehicle) 

—士＋ 2+3+PNE

Uterus 

Vagina 

Eyeball 

Harderian gland 
Cellular infiltration, lymphocyte, interstitial 

Sciatic nerve 

Skeletal muscle 

Femur 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

1

1

0

0

 

4

4

5

5

5

5

5

 

5

5

 

5
 

4 1 0 0 0 

5
 

5

5

 

Marrow, femur 
Hyperplasia, erythroblast 5 0 0 0 0 

Notes) -: No abnormal changes士： Veryslight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 
Vehicle: water for injection 

*P<0.05, **P<0.01 : Significantly different from control (Mann-W血 eyU test). 

#P<0.05, ##P<0.01 : Significantly different from control(Fisher's exact test). 

2-IBEl50m述g
ー士＋ 2+3+PNE

5 0 0 0 0 

5 0 0 0 0 
0 l 4 0 0 ••, ## 

4 l O O 0 

5 

5
 

5

5

5

5

 

5 0 0 0 0 

5 

5

5

 

I 2 2 0 0 ＃
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 35-3. Histopathological findings of female rats at the end of the recovery period 

Findings 

Brain 

Group 
Grade 

Control(Vehicle) 

ー土＋ 2+3+ P NE 

Spinal cord 

Pituitary gland 

Submandibular gland 

Sublingual gland 

0

0

0

 

5

5

5

 

2-IBE l50m述g
ー土＋ 2+3+PNE

0 5 

Lymph node, submandibular 

Thyroid gland 

Parathyroid gland 

Thymus 

Heart 

Trachea 

Lung 

0

0

0

0

0

0

0

0

0

 

5

5

 

5

5

5

5

 

5
 

5

5

5

5

5

5

5

 

0

0

0

0

0

0

0

0

0

0

 

Bronchus • 0 

Notes) -: No abnormal changes土： Veryslight + : Slight 2+: Moderate 3+: Marked 

P: Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Vehicle: water for injection 
*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test). 
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test). 

0

0

 

5

5

5

5

5

5

5

5
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 35-3(continued). Histopathological findings offemale rats at the end of the recovery period 

Findin_g_s 

Group 
Grade 

Control(Vehicle) 

一土＋ 2+3+ P NE 

Liver 

Deposit, pigment, brown, Kupffer cell 

Fatty change, hepatocyte, periportal 
Hematopoiesis, extramedullary 
Microgranuloma 

Pancreas 

Stomach 

Duodenum 

Jejunum 

Ileum 

Cecum 

Colon 

Rectum 

Lymph node, mesenteric 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

o

l

l

5

 

5

4

4

0

0

0

0

0

0

0

0

0

0

 

Spleen 
Deposit, pigment, brown O O O 5 0 

Edema, capsule, with infiltration of inflammatory cell 4 0 l O 0 

Hematoooiesis. extramedullarv O 3 l l 0 

Notes) -: No abnormal changes士： Veryslight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Vehicle: water for injection 

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test). 

#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test). 

5

5

5

5

5

5

5

5

5

 

2-IBE 150m~ 
士＋ 2+3+PNE

0 5 0 0 0 **,## 

4 1 0 0 0 

5 0 0 0 0 

1 4 0 0 0 

゜
5 

゜
5 

゜
5 

゜
5 

゜
5 

゜
5 

゜
5 

゜
5 

゜
5 

0

0

0

 

4

0

0

 

l

o

o

 

0

0

5

 

0

5

0
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 35-3(continued). Histopathological findings offemale rats at the end of the recovery period 

Findings 

Kidney 

Group 
Grade 

Basophilic tubule, cortex 

Cellular inftltration, lymphocyte, interstitial 

Deposit, pigment, brown, proximal tubule 
Mineralization, medulla 

Urinary bladder 

Adrenal gland 

Ovary 

Uterus 

Control {Vehicle) 2-IBE 150 m辿逗

士＋ 2+3+PNE 士＋ 2+3+PNE

4 1 0 0 0 4 1 0 0 0 

4 l 0 0 0 4 1 0 0 0 

5 0 0 0 0 0 5 0 0 0 ＊＊，柑

5 0 0 0 0 4 1 0 0 0 

゜
゜

Vagina 

Eyeball 

Harderian gland 

0

0

0

0

0

 

Sciatic nerve 

゜Skeletal muscle 

Femur 

0

0

 

Marrow, femur 

Hyperplasia, erythroblast 5 0 0 0 0 

Notes) -: No abnormal changes士： Veryslight + : Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Vehicle: water for injection 

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test). 

#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test). 

5 

゜
5 

5 

゜
5 

5 

゜
5 

5 

゜
5 

5 

゜
5 

5 

゜
5 

5 

゜
5 

5 

゜
5 

5 

゜
5 

5 

゜
5 

3 2 0 0 0 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 36. Results of observations about estrous cycle 

Dose Control (vehicle: water for injection) 2-IBE (15 m詠g) 2-IBE (50 mglkg) 2-IBE(ISOm詠g)

Number of animals examined 12 12 

Pre-treatmentperiod 

Number of animals showing type of cycle 

4-day cycle 

4/5-day cycle 

5-day cycle 

9

2

 

Mean length of estrous cycle in days; Mean士S.D.(N) 

Treatment period 

Number of animals showing each type of cycle 

4-day cycle 

4/5-day cycle 

5-day cycle 

uncycle 

irreg.ilar 

Mean length of estrous cycle in days; Mean士S.D.(N) 

4.2 土 0.3 (12) ）
 

2
 

ー、,'̀2
 ゜

0

2

0

士

ー

ー4
 

12 12 

0

0

2

 

ー

4.2 土 0.4 (12) 

11 

）
 

2
 

ー（
 

ー

゜

0

土゜
~4

 

Frequency of animals that show abnormal estrous cycles after the treatment 

Mean times of vaginal estrus during mating period; M ean士S.D.(N)

， 12 10 10 

゜ ゜2 

゜ ゜
゜ ゜ ゜
゜ ゜ ゜

4.2 士 0.4 (12) 4.0 士 0.0 (12) 4.1士 0.3 (12) 4.1士 0.3 (11) 

O I 12 0 I 12 0 I 12 2 / 12 

1.1士 0.3 (12) 1.0 土 0.0 (12) 1.0 士 0.0 (12) 1.0 士 0.0 (12) 

Significantly different from the control group (*: p<0.05, **: p<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 37. Results of observations about reproductive performance 

Dose 

Number of mated pares [A] 

Number of copulated pares [BJ 

Copulation index [(B/A)xlOO, %] 

Number of fertile males [C] 

Fertility index [(C/B)xlQO, %] 

Paring days until copulation 
;Mean士S.D.(N)

Control (vehicle: water for injection) 

12 

12 

100.0 

12 

100.0 

2.4土 1.4 (12) 

Significantly different from the control group(*: p<0.05, **: p<0.01). 

2-IBE (15 mg/kg) 

12 

12 

100.0 

11 

91.7 

3.3 士 1.5 (12) 

118 

2-IBE (50 m詠g)

12 

12 

100.0 

12 

100.0 

2.3 土1.2 (12) 

試験番号 R-12-014

2-IBE (150m炉kg)

12 

12 

100.0 

12 

100.0 

2.8 土 1.0 (12) 



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 38. Observation of offspring (F1) 

Group 

Number of darns 
Gestation length (days) 

Mean士 S.D.per dam 

Number of corpora lutea 

Total 

Mean士 S.D.per dam 

Number of implantation scars 

Total 

Mean士 S.D.per dam 

Implantation index(%)"' 

Delivery index (dams,%) h) 

Number of offspring at birth 

Total 

Mean士 S.D.per darn 

Number oflive offspring at birth 

Male 

Female 

Total 

Mean士 S.D.per darn 

Sex ratio •l 

Mean士 S.D.per darn 

Number of dead o!Tsprmg 

Total 

Mean士 S.D.per darn 

Deliv叩index(offspring)'' 

Mean％士 S.D.per darn 

Birth index•> 

Mean％士 S.D.per darn 

Live birth index 0 

Mean％士 S.D.per darn 

Number of offspring on day 4 

Male 

Female 

SexralioC) 

Mean士 S.D.per dam 

Viability index•> 

Mean％士 S.D.per dam 

Number of external abnormalities'' 

Control (vehicle: water for injection) 

12 

22.3士 0.5

196 

16.3士1.4

189 

15.8士1.5

96.4 * 3.2 
100.0 

181 

15.1 ± 1.2 

89 

92 

181 

15.1士1.2

0.49士 0.12

0.0士 0.0

96.l ± 6.8 

96.1士 6.8

100.0士 0.0

88 

90 

0.49士 0.12

98.3士 4.3

゜Mean%士S.D.per dam 0.0士 0.0

Si四ificantlydifferent from the control宮oup(*: P<0.05, ••: P<0.01). 

a):(Number of implantation scars/Number of corpora lutea)xJOO. 

b):(Number of dams with live offsprin酌numberof pregnant dams) x I 00 

c): Number of male offsprinrf(number of male offspring+ number of female offspring) 

d): (Number ofoffspringat birth/Number of implantation scars)xIOO. 

e):(Number oflive offspring at birth/number of implantation scars)x 100 

t): (Number oflive offspring al birth/number of offspring at birth)xJOO. 

!!): (Number oflive offspring4 days after birth/numberofliveoffspringat birth)x 100 

h): Number of external abnormalities in live offspring at birth 

Fi!l)lres in parentheses indicate number of dams. 

2-IBE 15 mg/kg 

10 

22 2 士 0.4

164 

14.9士 3.6 (II) 

161 

14 6 士 34 (II) 

98 5 士 34 (II) 

100.0 

151 

13.7士 2.9 (11) 

77 

69 

146 

13.3士 2.8 (11) 

0.54士 0.10 (11) 

05士1.0 (II) 

94.7士 8I (!!) 

91.8士 9.6 (II) 

97 0 士 6.9 (!!) 

75 

66 

0 54士 0.10 (II) 

96 9士 86 (II) 

゜00士 0.0 (II) 

2-IBE 50 mg/kg 2-IBE ISO m詠g

12 12 

22.3士 0.5 22 2士 04

197 190 

16.4士 2.7 15 8士1.3

192 184 

16.0士 23 15 3士 I3 

97.9士 4.5 96 9士 33

100 0 100 0 

182 169 

15.2士 25 141士 17 

87 77 

91 91 

178 168 

14.8士 25 14 0士 I7 

0 49士 0.07 0 46士 0.15

4 

0.3士 0.5 0.1士 03

94 8士 6.8 919士 79

92.6士 6.8 91 3 士 80

97.8士 3.3 99.4士 2.0

86 68 

89 82 

0.49士 0.08 0 49士 0.22

98.6士 3.4 90.2士 269 

゜ ゜0.0士 0.0 0.0土 00
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 39. Body weights of offspring (F1) before weaning 

Group Control (vehicle: water for injection) 2-IBE 15 m詠g 2-IBE 50 mg,'kg 2-IBE 150 mg/kg 

Number of dams 12 11 12 12 

Male 

Days after birth 

゜
6.5士 0.4 (12) 7.0 士 0.7 (11) 6.4土 0.5 (12) 6.4士 0.8 (12) 

4 10.0 士 1.3 (12) 11.2 士 1.8 (! !) 10.3士1.0 (12) 10.2 士 1.2 (12) 

Number of dams 12 11 12 12 

Female 

Days after birth 

゜
6.2 士 0.4 (12) 6.7 土 0.7 (11) 6.1 士 0.5 (12) 6.1士 0.7 (12) 

4 9.7 士 1.2 (12) 11.1土 1.8 (11) 10.0 士 0.9 (12) 10.0 士 1.3 (11) 

Each value shows mean土S.D.per dam. (g). 

Figures in parentheses indicate number of dams. 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 40. General conditions in offspring (F 1) before weaning 

Group Number of offspring Days after birth 

and general conditions 

゜
2 3 4 

Control (vehicle: water for injection) Number of offspring 181 181 181 181 179 

General appearance, No abnormality 181 181 181 179 178 

General appearance, Death 2 1 

2-IBE 15 m詠g Number of offspring 146 146 146 143 141 

General appearance, No abnormality 146 146 143 141 141 

General appearance, Death 3 2 

2-IBE 50 m詠g Number of offspring 178 178 177 176 175 

General appearance, No abnormality 178 177 176 175 175 

General appearance, Death 

2-IBE 150 mg/kg Number of offspring 168 168 158 150 150 

General appearance, No abnormality 168 158 150 150 150 

General appearance, Death 10 8 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Table 41. Morphological observations of offspring (F 1) 

Dose Control~ 2-IBE(15m述g) 2-IBE(50m述g) 2-IBE(150m述g)

Dead offspring 

Number of dead offspring 
a) 

3
 

10 7
 

19 

Nmnber of missing offspring 2
 

Nwnber of dead offspring examined 

Number of dead offspring with external changes 

Number of dead offspring with visceral changes 

bJ 

゜

3

(

O

 ゜
9 (2) b) 5 (I) b) bj 

ヽ
~3
 

6

(

 3
 

ー

゜ ゜ ゜
゜ ゜ ゜ ゜

Live offspring 

Number of live offspring examined(postnatal day 0) 

Number of live offsping with external changes 

181 146 178 168 

゜ ゜ ゜ ゜
Number of live offspring examined (postnatal day 4) 178 141 175 150 

Number of live offspring with external changes 

゜ ゜ ゜ ゜
Number of live offspring with visceral changes 

゜ ゜ ゜ ゜
Significantly different from the control group (*: p<0.05, **: p<0.01). 

a) including m蕊ingoffspring 

b) Parenthesis indicates the number of offspring not examined bacause of their autolysis. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 1-1-1. General conditions of male rats 

Control(Vehiclc:Wat口forinjection)

Male No. Days of叫minIBtration

試験番号R-12-014

I 2 3 4 S 6 7 8 9 IO II 12 13 14 IS 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 Pre Post Pre Post Pre Post Pn: Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post P『cPost Pre Post Pre Post Pre Post Pre Post 

MOIOOI 

M01002 

MOIOOJ 

MOI004 • 
MOIOOS 

M01006 

M01007 

MOIOOS 

MOI009 

MOIOIO 

MO!Oll 

MOIOI2 

Numbccofmalcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

• 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

a 00000000000000000000000000000000000000000000000000  

b OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO  

Pre:Beforeadm呻tration,Post: after adminIBtration. (Continued) 

-:General 叩p四四c~ Noabnom叫ity

a：血n<ion,Reddish urine, 

b: Forefunb, Alop叫＆
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 1-1-l(continued). General conditions of male rats 

Control (vehicle: water for injection) 

Male No. Days of administration 

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

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 Pre Post Pre Post Pre 

MOIOOI 

MOI002 

M01003 

MOI004 

MOI005 

M01006 

MOI007 

MOI008 

MOI009 

MOIOIO 

MOIOII 

MOIOl2 

Number of males 12 12 12 12 12 12 12 12 12 12 

b
 

12 12 12 12 12 12 12 12 12 12 

0000000000  

0000000000  a 

Pre: Before administration, Post: after administration. 

-: General appearance, No abnormality. 

b: Forelimb, A lop ecia. 

12 12 12 12 12 

12 12 12 12 12 

0 0 0 0 0 

0 0 0 0 0 
0

0

 

2

2

 

l

l

 0

0

 

2

2

 

l

l

 

2

2

0

0

 

l

l

 0

0

 

2

2

 

l

l

 0

0

 

2

2

 

l

l

 0

0

 

2

2

 

I

I

 0

0

 

2

2

 

l

l

 0

0

 

2

2

 

l

l

 

2

2

0

0

 

l

l

 0

0

 

2

2

 

l

l

 0

0

 

2

2

 

l

l

 

12 12 12 12 12 12 12 12 7 

12 12 12 12 12 12 12 12 7 

000000000  

000000000  

a: Excretion, Reddish urine 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 1-1-2. General conditions of male rats 

2-IBE 15 m詠g

Male No. Days of叫面nistration

試験番号 R-12-014

I 2 3 4 5 6 7 8 9 IO II 12 13 14 15 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 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 

M02013 

M02014 

M02015 

M02016 

M02017 

M02018 

M02019 

M02020 

M02021 

M02022 

M02023 

M02024 

Number of皿les 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

a OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO OOOOOOOOOOOOOOOOO  

b OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO OOOOOOOOOOOOOOOOO  

Pre, Before administration, Post, after ad面nistration. (Continued) 

-:Gen四alapp畑anc~ No abnonnality 

a, Excretion, Reddish urine. 

b, Forellinb, Alopccia 
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Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 1-1-2(continued). General conditions of male rats 

2-IBE 15 m詠g

Male No. Days of administration 

試験番号 R-12-014

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

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 Pre Post Pre Post Pre 

M02013 

M02014 

M02015 

M02016 

M02017 

M02018 

M02019 

M02020 

M02021 

M02022 

M02023 

M02024 

Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

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

b 00000000000000000000000000000000000  

a 00000000000000000000000000000000000  

Pre: Before administration, Post: after administration. 

-: General appearance, No abnonnality. 

b: Forelimb, Alopecia. 

a: Excretion, Reddish urine. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 1-1-3. General conditions of male rats 

2氾 ESO叫 g

Male No. Days of叫min~!叫IOn

試験番号 R-12-014

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

Pre Post Pre Post Pre Post Pre Post Pre Post P,c Post Pre Post Pre Post Pre Post Pre Post Pre Post P,e Post P,e Post Pre Post Pre Post Pre Post P,e Post Pre Post Pre Post P『cPost P,e Post Pre Post Pre Post P,c Post P,e Post 

M03025 

M03026 

M03027 

M03028 

M03029 

M03030 

M03031 

M03032 

M03033 -

M03034 

M03035 

M03036 -

Numbc,ofmalcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

• 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

a 000000000000000000000000000000000 00000000000000000  

b OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO OOOOOOOOOOOOOOOOO  

P,c: Bcfo,c adm面st,叫ion,Post: after administration. (Contino叫）

-:Gen四al 叩P呻anc~ No abnonnality 

a:EXC『≪ion,Reddish urine. 

b: Fo,elimb, Alopcda 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 1-1-3(continued). General conditions of male rats 

2-IBE 50 mg/kg 

Male No. Days of administration 

試験番号 R-12-014

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

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 Pre Post Pre Post Pre 

M03025 

M03026 

M03027 

M03028 

M03029 

M03030 

M03031 

M03032 

M03033 

M03034 

M03035 

M03036 

a -

- a -

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 12 12 12 12 12 12 12 12 12 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 12 12 12 12 12 12 12 12 12 12 

b 000000000 0 0 0 0 0 0 0 0 0 0 0 0 0 0000000000000  

a 000000000 0 0 0 0 0 0 0 0 0 0 0 0 0 0020000000000  

Pre: Before administration, Post: after administration. 

-: General appearance, No abnormality. 

b: Forelimb, Alopecia. 

a: Excretion, Reddish urine. 
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Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 1-1-4. General conditions of male rats 

2-IBE ISOm詠g

MalcNo. D窃sof administration 

試験番号 R-12-014

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

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

M04037 - • a • a 

M04038 - - a 

M04039 - - a 

M04040 - - a 

M04041 - - a 

M04042 - - a 

M04043 - - a 

MO4044 - - a • • - - - - . .  • • • • • - - - • • • • • - - - • • • - - - - • • • • • • - - • • • - b b b b 

M04045 - - a 

M04046 - - a 

M04047 - - a 

M04048 - - a 

NwnbCTofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

- 12 12 0 12 II 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 II II II II 

a O O 12 0 I O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O O 0 

b OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOl  111  

Pre: Before administration, Post: aftcr admin函tr,tion. (Continu叫）

-:Gen叩alapp匹皿c~ No abnom呻y.

a: Excretion, R叫dishurine. 

b: Forelimb, Alop叫込
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 1-l-4(continued). General conditions of male rats 

2-IBE 150 mg/kg 

Male No. Days of administration 

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

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 Pre Post Pre Post Pre 

M04037 

M04038 

M04039 

M04040 

M04041 

M04042 

M04043 

a - -

- a - -

M04044 b b b b b b b b b b b b b b b b b b b b b b b b b b b b b b b b b b 

M04045 

M04046 

M04047 

M04048 

Number of males 

b

a

 

l

o

 

2

1

 

I

I

 l

o

 

2

l

 

l

l

 l

o

 

2

1

 

l

l

 l

o

 

2

l

 

l

l

 l

o

 

2

l

 

l

l

 l

o

 

2

1

 

l

l

 l

o

 

2

l

 

l

l

 l

l

 

2

0

 

l

l

 l

o

 

2

l

 

l

l

 l

o

 

2

l

 

l

l

 l

o

 

2

l

 

l

l

 l

l

 

2

0

 

l

l

 I

O

 

2

1

 

~
~
 

l

o

 

2

l

 

l

l

 l

o

 

2

l

 

l

l

 l

o

 

2

1

 

l

l

 l

o

 

2

l

 

l

l

 l

o

 

2

l

 

l

l

 l

o

 

2

l

 

l

l

 l

o

 

2

1

 

l

l

 l

o

 

2

l

 

l

l

 l

o

 

2

l

 

l

l

 l

o

 

2

1

 

l

l

 l

o

 

2

l

 

l

l

 l

o

 

2

l

 

l

l

 l

o

 

2

l

 

l

l

 l

o

 

2

l

 

l

l

 

7

7

0

0

 

l

o

 

2

1

 

l

l

 l

o

 

2

l

 

l

l

 l

o

 

2

1

 

l

l

 l

o

 

2

l

 

l

l

 l

o

 

2

l

 

l

l

 I

O

 

2

1

 

l

l

 I

O

 

2

1

 

l

l

 

Pre: Before administration, Post: after administration. 

-: General appearance, No abnormality. 

b: Forelimb, Alopecia. 

a: Excretion, Reddish urine. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 1-2-1. General conditions of male rats at the recovery period 

Control (vehicle: water for injection) 

Male No. Days ofrecovery 

2 3 4 5 6 7 8 ， 10 11 12 13 14 15 

M01008 

M01009 

MOIOIO 

MOIOll 

M01012 

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

b 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜
-: General appearance, No abnormality. 

b: Forelimb, Alopecia. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 1-2-2. General conditions of male rats at the recovery period 

2-IBE 150 m詠g

Male No. Days ofrecovery 
2 3 4 5 6 7 8 ， 10 11 12 13 14 15 

M04044 b b b b b b b b b b b b b b b 

M04045 

M04046 

M04047 

M04048 

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 

b 1 

-: General appearance, No abnormality. 

b: Forelimb, Alopecia. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 2-1-1. General conditions of female rats 

Control (vehicle: water for mjection) 
Female No. 

4

4

0

0

0

0

0

0

0

0

 

Days of administration 

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

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post P,e Post P,c Post p,c Post P,e Post P,e Post P,c Post P,e Post Pre Post P,c Post Pre Post P,c Post P,c Post Pre Post P,e Post P,c Post 

FOIOOl 

F01002 

FOI003 

FOI004 

F01005 

F01006 

F01007 

F01008 

F01009 

F01010 

FOlOI I 

F01012 

Numbcrnffcmalcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

a 00000  0 0 00000000000000000000000  

b 00000  0 0 00000000000000000000000  

C 00000  0 0 00000000000000000000000  

d 00000  0 0 00000000000000000000000  

e 00000  O O OOOOOOOOOOOOOOOOOOOOOOO  

f 00000  0 0 00000000000000000000000  

g 00000  0 0 00000000000000000000000  

h 00000  0 0 00000000000000000000000  

P,c: Before administration, Post: aft≪ administration 

-: General appearance, No abnonnality. 

a: Excretion, Reddish urine. 

b: Lumbus, Alopecia. 
c: Skin, Pale skin. 

d: Excretion, Dec,匹 ein皿 ountof feces. 

c: General appearance, Emaciation 

f: Behavio,, Dec,ease in loeomoto, activity 

g: Exe叫ion,No-feccs

h: Fu,, Hal,, Coat, Pilocn:clion 
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試験番号R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 2-1-2. General conditions of female rats 

2-IBE 15 m詠g

Female No. Days of admirustrallon 
1 2 3 4 5 6 7 8 9 IO II 12 13 14 15 16 17 18 19 20 21 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post P『c Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Po.st Pre Post Pre Post Pre Post 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F02019 

F02020 

F02021 

F02022 

F02023 

F02024 

Numberoffcrnalcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

a 00000  0 0 00000000000000000000000  

b 00000  0 0 00000000000000000000000  

C 00000  0 0 00000000000000000000000  

d 00000  0 0 00000000000000000000000  

e 00000  0 0 00000000000000000000000  

f 00000  0 0 00000000000000000000000  

g 00000  0 0 00000000000000000000000  

h 00000  0 0 00000000000000000000000  

Pre:Before叫mirustration,Post: after administration 

-: General appearance, No abnormality 

a: Excretion, Reddish urine. 

b: Lumbus, Alopccia. 

c: Slcin, Pale slcin. 

d: Excretion, Decrease in amount of feces 

e: General appearance, Emadation. 

f: Behavior, Decrease in locomotor activity. 

忠Excretion,No-feces 

h: Fur, Hair, Coal, Piloercction 

1
1
1
1
0
0
0
0
0
0
0
0
 

1
1
1
1
0
0
0
0
0
0
0
0
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 2-1-3. General conditions of female rats 

2-JBE 50 mglkg 

Female No. Days of administration 

試験番号 R-12-014

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

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

F03025 

F03026 - - a 

F03027 - - a 

F03028 - - a 

F03029 - • a 

FOJOJO 

FOJOJl - - a - a 

F03032. - a 

FOJOJJ - - a - - • • • - - - - • - • - - • - • b b b b b b b b b b 

F03034 - - a 

FOJOJS - - a 

F03036 • - a 

Numbcroffemales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

• 12 12 2 12 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 11 11 11 11 11 11 11 

a 001001  O O OOOOOOOOOOOOOOOOOOOOOOO  

b 00000  0 0 00000000000001111111111  

C 00000  0 0 00000000000000000000000  

d 00000  0 0 00000000000000000000000  

e 00000  0 0 00000000000000000000000  

f 00000  0 0 00000000000000000000000  

g 00000  0 0 00000000000000000000000  

h 00000  0 0 00000000000000000000000  

Pre: Before administration, Post: after adminIBtration 

-: General appearance, No abnonnality 
a: Excretion, ReddIBh urine. 

b: Lumbus, Alopecia. 

c: Skin, Pale skin 

d: Excretion, Decrease in amount offcces 

c: General appearance, Emaciation 

f: Behavior, Decrease in locomotor activity 

g: Excretion, No-feces 

h: Fur, Hair, Coat, Pilocrcclion 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 2-1-4. General conditions of female rats 

2-IBE 150 mgkg 

Female No. Days ofadmirustration 

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

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

F04037 - - a 

F04038 - - a - d c,d,f c,d c -

F04039 - - a 

F04040 - - a 

F04041 - - a 

F04042 - - a 

F04043 - - a 

F04044 - - a - d c,d,f,h 印c,c,f,g c，叫・ c,d,e c,e c,d,e c,c - -

F04045 - - a 

F04046 - - a 

F04047 - - a 

F04048 --a-a  

Numberoffemalcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

- 12 12 0 12 9 10 10 10 11 11 11 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

a O O 12 0 1 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O O O O O O O 

b 00000  0 0 00000000000000000000000  

C 00000  2 2 2 1 111000000000000000000  

d 00002  2 10101  0000000000000000000  

e 00000  0 1 1 1 1 l 1 0000000000000000 0 0  

f 00000  2 1 1 0 0 0 0000000000000000000  

g 00000  0 1 00000000000000000000000  

h 00000  1 0 00000000000000000000000  

Pre: Before admirustration, Post: after admin;stration. 

-: General appearance, No abnormality. 
a: Excretion, Reddsh urine. 

h: Lumbus, Alopecra. 
c: Slcin, Palcslcin. 

d: Excret;on, Dccreasdn amount of feces. 

e: General appearance, Emac;at;on. 
f: Behavior, Decrease in locomotor act;v;ty 
g: Excret;on, No-feces. 

h: Fur, Hair, Coat, Piloerection. 

1
1
1
1
0
0
0
0
0
0
0
0
 

1
1
1
1
0
0
0
0
0
0
0
0
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 2-2-1. General conditions of female rats, satellite group 

Control(Vehicle;waI口fo『m如tion)

F~皿leNo DaysofadministratIOn 

試験番号 R-12-014

I 2 3 4 S 6 7 8 9 10 II 12 13 14 IS 16 17 18 19 20 21 22 23 24 25 

Pn: Post Pre Post Pn: Post Pn: Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pn: Post Pn: Post Pre Post Pre Post Pn: Post Pre Post Pre Post Pn: Post Pn: Post Pre Post Pre Post Pn: Post Pre Post Pre Post 

FOS049 -

FOSOSO 

FOSOSI 

FOSOS2 

FOSOSJ 

FOSOS4 

FOSOSS 

FOSOS6 

FOSOS7 

F05058 

Numb口 offm叫es 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 

• 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 

a 0 0000000000000000000000000000000000000000000000000  

d OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO  

, 00000000000000000000000000000000000000000000000000  

Pm:B4om叫ministration.Post:aft臼adminS!mtion. (Contino叫）

・: Gm四aapp四皿心，No,bn叩呻ty.

a：細dion. R“idShurine~

d, E><=tion, D=邸 em四nountoHむ0

c:Skm,Paks血．
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 2-2-l(continued). General conditions offemale rats, satellite group 

Control (vehicle: water for injection) 

Female No. Days of administration 

試験番号 R-12-014

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

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 Pre Post Pre Post Pre 

F05049 

FOSOSO 

FOSOSI 

FOSOS2 

FOSOS3 

F05054 

FOSOSS 

FOSOS6 

FOSOS7 

FOSOSS 

Numberoffemales IO 10 10 10 10 10 IO 10 10 10 IO IO IO 10 10 IO 10 10 10 10 IO IO 10 10 10 10 10 IO 10 10 10 10 10 10 5 

10 10 10 10 10 10 10 10 10 10 10 IO 10 10 10 IO 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 

a O OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO  

Pre: Before administration, Post: after administration. 

-: General appearance, No abnormality. 

a: Excretion, Reddish urine. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 2-2-2. General conditions offemale rats, satellite group 

2-IBE !Som詠g

F~皿leNo Days of administration 

試験番号 R-12-014

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

Pn: Post Pn: Post Pre Post Pn: Post Pn: Post Pn: POSI Pn: Post Pn: Post Pn: Post Pn: Post Pre Post Pre Post Pn: Post Pn Post Pn Post Pre Post Pre Post Pre PosI Pre Post Pre Post Pre Post Pre Post Pre PosI Pre Post Pre Post 

F06059 - - a 

F06060 -·•-d~o-

F06061 - • • 
F06062 - ・,  

F06063 - ・,  
F 0 6 0 6 4 ..,.,  

F06065 - • a 

F06066 • - • 
F06067 • • • 
F06068 • - • 

Numbo,of徊alos 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 

- 10 10 0 10 8 9 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 

, 001 0 0  1000000000000000000000000000000000000000000000  

d O OOOllOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO  

o 000001  0 0 0 0 0 0000000000000000000000 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0  

Pm:Bdom叫ministration,Po,tc afto, admm• tmtion. (Contmued) 

·:G匹e,,i app~血CeNoabnonnality.

a：細dion,RoddIBh urine 

dcfu=tion,D心 m邸,in四nountoffeoo,

c:Skm,Pales血．
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 2-2-2(continued). General conditions offemale rats, satellite group 

2-IBE 150m詠g

Female No. Days of administration 

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

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 Pre Post Pre Post Pre 

- - - - - - - - - - - - - - - - - - - - a - - - - - a - - - - - - - -

- - - a - -

F06059 

F06060 

F0606I 

F06062 

F06063 

F06064 

F06065 

F06066 

F06067 

F06068 

Number of females IO 10 10 10 10 

- 10 10 10 10 10 

a O O O O 0 

Pre: Before administration, Post: after administration. 
-: General appearance, No abnormality. 

a: Ex,;retion, Reddish urine. 
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0
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 2-3-1. General conditions of female rats at the recovery period 

Control (v由icle:water for injection) 

Female No. Days ofrecovery 

2 3 4 5 6 7 8 ， 10 11 12 13 14 15 

F05054 

F05055 

F05056 

F05057 

F05058 

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

-: General appearance, No abnormality. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 2-3-2. General conditions of female rats at the recovery period 

2-IBE 150 mg/kg 

Female No. Days ofrecovery 

2 3 4 5 6 7 8 ， 10 11 12 13 14 15 

F06064 

F06065 

F06066 

F06067 

F06068 

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

-: General appearance, No abnormality. 
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試験番号R-12-014

Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 3-1. General conditions in dams during pregnancy 

Control (vehicle: water for injection) 

Dam No. 

゜Pre Post 

I 

Pre Post 

2 

Pre Post 

3 

Pre Post 

4 

Pre Post 

5 

Pre Post 

Days of pregnancy 
6 7 

Pre Post Pre Post 

8 

Pre Post 

， 
Pre Post 

10 

Pre Post 

11 

Pre Post 

12 

Pre Post 

13 

Pre Post 

FOIOOI 

F01002 

F01003 

FOI004 

F01005 

F01006 

F01007 

FOI008 

F01009 

FOIOIO 

FOIOII 

F01012 

Number of dams 12 12 

12 12 

b O 0 

i O 0 

k O 0 

a O 0 

j O 0 

I O 0 

h O 0 

C O 0 

d O 0 

>: Excluded from analysis (not pregnant) 
Pre: Before administration, Post: after administration. 

-: General appearance, No abnormality. 

b: Forelimb, Alopecia 

i: Tail, Distal, Black. 

k: Lumbus, Alopecia. 

a: Excretion, Reddish urine. 

j: N eek, A lop ecia. 

1: Skin, Crust formation. 

h: Fur, Hair, Coat, Piloerection. 

c: Skin, Pale skin. 

d: Excretion, Decrease in amount of feces. 

ー＿

1
2
1
2
0
0
0
0
0
0
0
0
0

ー＿

1
2
1
2
0
0
0
0
0
0
0
0
0

ー＿

1
2
1
2
0
0
0
0
0
0
0
0
0

ー＿

1
2
1
2
0
0
0
0
0
0
0
0
0

—
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1
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_
-
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0
 

—
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ー＿
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ー＿
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0

—
-1212000000000 ー＿
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2
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0
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_
-
1
2
1
2
0
0
0
0
0
0
0
0
0
 

—
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0
0
0
0
0
0
 

ー＿
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1
2
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_
-
1
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1
2
0
0
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0
0
0
0
0
 

ー＿

1
2
1
2
0
0
0
0
0
0
0
0
0

ー＿
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1
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-
1
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1
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ー＿

1
2
1
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＂＿

1
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1
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- -
12 12 

12 12 

0 0 

0 0 

0 0 

0 0 

0 0 

0 0 

0 0 

0 0 

0 0 

(Continued) 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 3-l(continued). General conditions in dams during pregnancy 
Cont90l(vchiclc:WatC『fo,injoctlon)

DamNo 

0

0

0

0

0

0

0

0

0

0

0

 

Days ofp呻ancy
14 JS 16 17 18 19 20 21 22 23 24 25 26 

Pre Post Pre Post Pre Post P『e Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post P,e Post Pre 

FOIOOI 

FOI002 

FOI003 

FOI004 

FOIOOS 

FOI006 

FOI007 

FOI008 

F01009 

FOIOJO 

FOIOJJ 

F010l2 

Numbe『o[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 12 12 

b O O O O O O O O O O O O O O O O 

i O O O O O O O O O O O O O O O 0 

j O O O O O O O O O O O O O O O 0 

h O O O O O O O O O O O O O O O 0 

e O O O O O O O O O O O O O O O O 

C O O O O O O O O O O O O O O O 0 

d O O O O O O O O O O O O O O O 0 

a o o O o o O O o O O O O O O O 0 

1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

>: Excluded from analysis (not pr屯nant)

Pre: Before administration, Post: aft er adm面stration

—:General appcaran~No 曲normality

b: Forelimb, Alopecia 

i: Tail, D;stal, Black. 

j: Neck, Alopceia 

h:Fur,H曲， Coat,Piloerection. 

e General appearanc~ E叩 ciation.

c: Skin, Pale skin. 

d: Excretion, Decrease in amount of feces. 

~ Excretion, Reddish urine. 

1: Skin, Crust fomtation 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 3-2. General conditions in dams during pregnancy 

2-IBE 15 m詠g

Dam No. Days of pre野ancy

゜
2 3 4 5 6 7 8 ， 10 II 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 Pre Post 

F02013 

F02014 

F02015 b b b b b b 

F02016 

F02017 

F02018 

F02019 

F02020 b b 

F02021 

F02022 

F02023 >->->->->->- >->->->->->->->->->->->->->->->->->->->->  > -

F02024 

Number of dams 11 II 11 11 11 II 11 II II 11 11 II II 11 11 II 11 11 II II II II 11 II II II 11 II 

II 11 11 11 II II 11 11 II 11 II 11 II II 11 II 11 11 11 11 II II 10 10 10 10 ， ， 
b 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
I 2 2 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゜k 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゜a 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゜゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゜゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゜h 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゜C 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゜d 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゜>: Excluded from analysis (not pregnant) (Continued) 

Pre: Before administration, Post. after administration. 

-: General appearance, No abnormality. 

b: Forelimb, Alopecia. 

i. Tail, Distal, Black. 

k: Lumbus, Alopecia. 

a: Excretion, Reddish urine. 

j: N eek, A lop ecia. 

I: Skin, Crust formation. 

h: Fur, Hair, Coat, Piloerection. 

c: Skin, Pale skin. 

d: Excretion, Decrease in amount of feces. 
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試験番号 R-12-014

Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 3-2(continued). General conditions in dams during pregnancy 
2-IBE !Sm詠g

DamNo D町sofp四皿ney
14 15 16 17 18 19 20 21 22 23 24 25 26 

Pre Post Pre Post Pre Post Pre Post Pco Post Pre Post Pre Post Pco Post Pre Post Pre Post Pre Post Pre Post Pre 

F02013 

F02014 

F02015 b b b b b b b b b b b b 

F02016 

F02017 

F02018 

F02019 

F02020 b b b b b b b b b b b b 

F02021 

F02022 

F02023 >->->->->->->->->->->->-

F02024 

Numbernfd皿 s 11 11 11 11 11 11 11 11 11 11 11 11 

9 9 9 9 9 9 9 9 9 9 9 9 

b 2 2 2 2 2 2 2 2 2 2 2 2 

i O O O O O O O O O O O 0 

j O O O O O O O O O O O 0 

h O O O O O O O O O O O 0 

e O O O O O O O O O O O 0 

, 0 0 0 0 0 0 0 0 0 0 0 0 

d O O O O O O O O O O O 0 

o O O O O O O O O O O O 0 

1 0 0 0 0 0 0 0 0 0 0 0 0 

＞：区clud叫from叩 alysis(notp,屯nont)

Pre, Befote administration, Post, oftcr ad面nistration

-:Gmeral叩 pe四 n匹， No曲nonnwity

b, Forelimb, Alopecia. 

i,T,il,Distol,Bl即k.

j,No,k,Alop叫a.

h: Fur、H曲， Coat,Pilocroction. 

e:Gm叫 app四ranee,Emoeiation. 

c: SKm, Paleskm. 

d：已etion,Dem瑯 em,mountoH匹 s

a: Emraion, R叫dishurino

1, Skm, Crust fonnation. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 3-3. General conditions in dams during pregnancy 

2-IBE 50 mg/kg 

Dam No. 

゜Pre Post 

I 

Pre Post 

2 

Pre Post 

3 

Pre Post 

4 

Pre Post 

5 

Pre Post 

Days of pregnancy 
6 7 

Pre Post Pre Post 

- - -

8 

Pre Post 

， 
Pre Post 

10 

Pre Post 

11 

Pre Post 

12 

Pre Post 

13 

Pre Post 

F03025 

F03026 

F03027 

F03028 

F03029 

F03030 

F03031 

F03032 

F03033 

F03034 

F03035 

F03036 

Number of dams 

-
K
 

-
K
 

-
K
 

-
K
 

12 12 

11 11 

b O 0 

i O 0 

k 1 1 

a O 0 

j O 0 

I O 0 

h O 0 

C O 0 

d O 0 

>: Excluded from analysis (not pregnant)  

Pre: Before administration, Post: after administrallon. 

-: General appearance, No abnormality. 

b: Forelimb, Alopecia. 

i: Tail, Distal, Black. 

k: Lumbus, Alopecia. 

a: Excretion, Reddish urine. 

j: Neck, Alopecia. 

1: Skin, Crust formation. 

h: Fur, Hair, Coat, Piloerection. 

c: Skin, Pale skin. 

d: Excretion, Decrease in  amount of feces. 

-
K
 

-
K
 

-
K
 

-
K
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K
 

-
K
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ー＿
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ー＿
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ー＿
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(Continued) 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 3-3(continued). General conditions in dams during pregnancy 
2-IBESOm詠g

Dam No. Days ofp,屯,ancy

試験番号 R-12-014

14 15 16 17 18 19 20 21 ・ 22 23 24 25 26 

Pre Post Pee Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre 

F03025 

F03026 

F03027 

F03028 

F03029 

F03030 

F03031 

F03032 

F03033 

F03034 

F03035 

F03036 

Numb町 ofdruns 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

b O O O O O O O O O O O O O O O O 

i O O O O O O O O O O O O O O O 0 

j O O O O O O O O O O O O O O O 0 

h O O O O O O O O O O O O O O O O 

C O O O O O O O O O O O O O O O 0 

C O O O O O O O O O O O O O O O 0 

d O O O O O O O O O O O O O O O 0 

a O O O O O O O O O O O O O O O 0 

I O O O O O O O O O O O O O O O O 

＞：恥ludcdfrom analysis (not p,叩,ant)

Pre, Bcfocc administration, Post aft可administration

-, General appearance, No abnonnality 
b, Forelimb, Alopecia 

i,Tail,Distal,Black. 

j, Neck, Alopecia. 
h, Fu,, Hai,, Coat, Piloecむtion.

~Gen四alapp日ran匹, Emaciation. 

c, Skin, Pale skin. 

d: E匹 ction、De匹函ein amount offcces. 
む E,ccction,Roddish urine. 

l: SKin、Crustfonn泣ion.
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 3-4. General conditions in dams during pregnancy 

2-IBE 150m詠g

Dam No. Days of pregnancy 

0 1 2 3 4 5 6 7 8 9 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 Pre Post 

F04037 

F04038 

F04039 

F04040 

F04041 

F04042 

F04043 

F04044 

F04045 

F04046 

F04047 

F04048 

Number of dams 

b

i

k

a

 

h

c

d

 

b b b b b b b b b b b b b b bj,l bj,l 

i,a 

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

12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 11 11 11 10 10 10 10 ， ， ， ， 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
I I I I I I I 1 I I I 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
I I I I 2 2 2 2 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
I 

゜゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚

a
 

i,a,h,c,d i,h,c 

a
 12 
7
 

12 ， 
2 2 

0

3

 

0

0

 

>: Excluded from analysis (not pregnant) 
Pre: Before administration, Post: after administration. 

-: General appearance, No abnormality. 

b: Forelimb, Alopecia. 

i: Tail, Distal, Black. 

k: Lumbus, Alopecia. 

a: Excretion, Reddish urine. 

j: Neck, Alopecia. 
1: Skin, Crust fom皿ion.

h: Fur, Hair, Coat, Piloerection. 

c: Skin, Pale skin. 

d: Excretion, Decrease in amount of feces. 

゜(Continued) 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 3-4(continued). General conditions in dams during pregnancy 
2-JBE 150m詠g

Dam No. Daysofp四皿ncy

試験番号 R-12-014

14 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 Prn Post Prn Post Pro Post P,c Post Pre Post Prn 

F04037 

F04038 i i i i i i i i i i i i i i i i 

F04039 bj,l bj,l bj,l bj,l bj bj bj bj bj bj bj bj bj bj bj bj 
F04040 

F04041 

F04042 

F04043 

F04044 i,h,e,c,d,a i,h,~c i,h.~c,d,a i,h,c.~d i,h,~c,d,a i,h,~c i,h,c,c,d i,h,e,c i,h,c.~d i,h,c,c i,h.~c i,h.~c i,h,e i,h,c i,h,c i,h,c 

F04045 a 

F04046 

F04047 

F04048 

Numbc,ofd皿 s 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

8 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 

b 1 I 1 1 1 1 1 1 1 I I I I 1 I I 

i 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 

j I 1 I I I I 1 1 I 1 I I I 1 I I 

h I 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 

e 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 

C 1 1 1 1 1 1 1 1 1 1 1 1 0 0 0 0 

d 1 O 1 1 1 O 1 O 1 O O O O O O O 

a 2 0 1 0 1 0 0 0 0 0 0 0 0 0 0 0 

1 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 

>:Excludedfrom匹 alysis(not p,egn四t)

Pre, Before administraHon, Post aft.,.adm血stration.

-:Gmeral叩pe四 nee,No曲nonnality

b, Forelimb, Alopo:ia 

icTail,Distal,Bl畔

j:N叫， Alop面a.

h: Fur, H虹r,Co磁， Pilocro,tion

ec General appearan匹 ,Emaci叩on.

c: Skm, Paleskm. 

d, E=etion, Decr,傘 emamount off=s 

a:Emraion,R叫dishurine 

1, Skm, Crust fonnation. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 4-1. General conditions in dams during lactation 

Control (vehicle: water for injection) 

Dam No. Days oflactation 

゜
2 3 4 5 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre 

FOlOOl 

F01002 

F01003 

F01004 ＃ ＃ 

F01005 

F01006 

F01007 

F01008 ＃ ＃ 

F01009 

F01010 

FOlOl l 

F01012 

Number of dams 10 10 12 12 12 12 12 12 12 12 12 

10 10 12 12 12 12 12 12 12 12 12 

b 

゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜e 

゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜j 

゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜h 

゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜C 

゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜
Pre: Before administration, Post: after administration. 

#: Animal was administered to dosing formulation before delivery, and no abnormality was observed on day O oflactation. 

-: General appearance, No abnormality. 

b: Forelimb, Alopecia. 

i: Tail, Distal, Black. 

e: General appearance, Emaciation. 

j: Neck, Alopecia. 

h: Fur, Hair, Coat, Piloerection. 

c: Skin, Pale skin. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 4-2. General conditions in dams during lactation 

2-IBE 15 mg/kg 

DamNo. 

゜
Days oflactation 

2 3
 

4
 Pre Post Pre Post Pre Post Pre Post Pre Post 

5 

Pre 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F02019 

F02020 

F02021 

F02022 

F02024 

Number of dams 

＃
 

＃
 

b
 

b
 

b
 

b
 

b
 

b
 

b
 

b
 

b
 

＃
 

＃
 

-

b

#

 

-

b

#

 

b
 

b
 

b
 

b
 

b
 

b
 

b
 

b
 

b
 

-

b

i

e

j
h

c

 

_
-
8
7
1
0
0
0
0
0
 

_
-
8
7
1
0
0
0
0
0
 

—
-119200000 

—
-119200000 

—
-119200000 

—
-n9200000 

1

1

9

2

0

0

0

0

0

 

—
-119200000 _

-
1
1
9
2
0
0
0
0
0
 

_
-
1
1
9
2
0
0
0
0
0
 

—
-119200000 

Pre: Before administration, Post: after administration. 

#: Animal was administered to dosing formulation before delivery, and no abnormality was observed on day O of lactation. 

-: General appearance, No abnormality. 

b: Forelimb, Alopecia. 

i: Tail, Distal, Black. 

e: General appearance, Emaciation. 
j: Neck, Alopecia. 

h: Fur, Hair, Coat, Piloerection. 

c: Skin, Pale skin. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 4-3. General conditions in dams during lactation 

2-IBESO m詠g

Dam No. 

゜
Days oflactation 

2 3
 

4
 Pre Post Pre Post Pre Post Pre Post Pre Post 

5 

Pre 

F03025 

F03026 

F03027 

F03028 

F03029 

F03030 

F03031 

F03032 

F03033 

F03034 

F03035 

F03036 

Number of dams 

＃

＃

 

＃

＃

 

-

#

#

 

-

#

#

 

c
 

8

8

0

0

0

0

0

0

 

8

8

0

0

0

0

0

0

 

-

b
i

e
.J

h
 

1
2
1
2
0
0
0
0
0
0
 

1
2
1
2
0
0
0
0
0
0
 

1
2
1
2
0
0
0
0
0
0
 

1
2
1
2
0
0
0
0
0
0
 

1
2
1
2
0
0
0
0
0
0
 

1
2
1
2
0
0
0
0
0
0
 

1
2
1
2
0
0
0
0
0
0
 

1
2
1
2
0
0
0
0
0
0
 

1
2
1
2
0
0
0
0
0
0
 

Pre: Before administration, Post: after administration. 

#: Animal was administered to dosing formulation before delivery, and no abnormality was observed on day O oflactation. 

-: General appearance, No abnormality. 

b: Forelimb, Alopecia. 
i: Tail, Distal, Black. 

e: General appearance, Emaciation. 
j: Neck, Alopecia. 
h: Fur, Hair, Coat, Piloerection. 

c: Skin, Pale skin. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 4-4. General conditions in dams during lactation 

2-IBE 150 mg/kg 

Dam No. 

゜
Days oflactation 

2 3
 

4
 Pre Post Pre Post Pre Post Pre Post Pre Post 

5 

Pre 

F04037 

F04038 

F04039 

F04040 

F04041 

F04042 

F04043 

F04044 

F04045 

F04046 

F04047 

F04048 

Number of dams 

.
1
#
 

.
I
#
 

.
J
 

•1, 

b
 

i 

b,j 
i
.
J
 

b
 

.
J
 

.
I
 

b
 

i
.
J
 

b
 

.
J
 

b
 

•1 
i 

bJ 

i 

b,j 

i 

bJ 

＃
 

＃
 

i,e,h,c i,e,h,c i,e,h,c i,e,h,c i,e,h i,e,h i,e i,e e
 

，
 

.
I
 

i,e i,e 

＃
 

＃
 

-
b
i

e

j

h
 
c
 

9

7

0

2

1

0

1

1

 

9

7

0

2

1

0

1

1

 

ー＿

1
2
9
1
2
l
l
l
l

ー＿

1
2
9
1
2
1
1
1
1

ー＿

1
2
9
1
2
l
l
l
o

—
-12912lllo 

—
-129121100 

9

1

2

1

1

0

0

 

2
 

ー

9

1

2

l

l

o

o

 

2
 

ー

9

1

2

1

1

0

0

 

2
 

ー

ー＿

1
2
9
1
2
1
1
0
0

Pre: Before administration, Post: after administration. 

#: Animal was administered to dosing formulation before delivery, and no abnormality was observed on day O of lactation. 

-: General appearance, No abnormality. 

b: Forelimb, Alopecia. 

i: Tail, Distal, Black. 

e: General appearance, Emaciation. 

j: Neck, Alopecia. 

h: Fur, Hair, Coat, Piloerection. 

c: Skin, Pale skin. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 5-1. Detailed clinical observations of male rats 

Control (vehicle: water for injection) 

Cage-side observations •l 

Posture in home-cage 

a b c 
Pre -TS TIS T24 T30 T36 T42 R7 Rl4 

Male No Locomotor in ho匹•cage

Pre TS TIS T24 T30 T36 T42 R7 Rl4 

Relillving from cage/ Observations四 dewhile handling b) 

Handling behavior Heart beats 

Pre T8 TIS T24 T30 T36 T42 R7 Rl4 Pre T8 TIS T24 T30 T36 T42 R7 Rl4 

Bodyte叩 erature

Pre TS TIS T24 T30 T36 T42 R7 Rl4 

MOIOOI 

M01002 

MOI003 

MOI004 

MOIOOS 

MOI006 

MOI007 

MOI008 

M01009 

MOlOIO 

MOIOII 

M01012 

2

2

2

2

2

2

2

2

2

2

2

2

 

Total 

(N) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (S) (5) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (S) (S) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (S) (S) 

pre-treatment;・ day 8 of treatment; -day 7 ofrccovc可

Posture in home-cage [ 2, sitting or standing; I, crouching position] 

Locomotor in home-<age [ 2, nonml; I, decrease in locom,tor activity] 

Handling bchavior [ 2, nonnal; I, no rcs~ tancc] 

Heart bcats [ 2, nonnal; I, bradycardia] 

Body tcmpcraturc [2, nom咄 I,hypothcnnia] 

Fur [ 2, nonnal; I, Mo~ t fur] 
Skin color/ Mucuous mc曲 rancs[ 2, nom咄 I,abnonnal] 

Lacrimation [ 2, not observed; I, obscrvcd] 

Pilocrection [ 2, normal; 3, slight] 

respiratory rate[ 2, normal; I, hypopnca] 

stereotypy[ 2, not observed; 3, observed (rearing)] 

恥 eptthe above findings, there were no changes in all animaIB; a)Cage-sideobservation (vocali,ation, tremor, eonvuIBion), b) Observations made while handling(behavior while removing from cage, exophthalmos, pupillacy s加，salivation),and c) Open-field observations(posture, 
e平!oration,palpebral opening,, trem,r, convuIBion, gait, biz.arrc behavior, straub tail, vocali四tion,touch response, withdrawal rc fle~ pinna reflex) 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 5-l(continued). Detailed clinical observations of male rats 
Control(vehielecwate,fo『injection)

MakNo 

MOIOOI 

M01002 

M01003 

M01004 

MOIOOS 

MOl006 

M01007 

MOIOOS 

M01009 

MOIOIO 

MOIOII 

MOIOl2 

Total 

(N) 

即m>ving恥meage/Obse,vation,四dewh,e handling •> 
Fur skincolorIMucuous叩 mbranes

伽 'T8b TIS T24 TJO T36 T42 Rザ R14 Pre T8 TIS T24 TJO T36 T42 R7 R14 

2 22222  2 2 2 2 222  

222222  2 2 2 2 222  

2 22222  2 2 2 2 222  

222222  2 2 2 2 222  

2 22222  2 2 2 2 222  

2 22222  2 2 2 2 222  

2 22222  2 2 2 2 222  

222 2 2 2 2 2  2 2 2 2 222  

222 2 2 2 2 2  2 2 2 2 222  

222 2 2 2 2 2  2222222  

222 2 2 2 2 2  2 2 2 2 222  

222 2 2 2 2 2  2 2 2 2 222  

l: 0 1:0 1:0 1:0 1: 0 1:0 1: 0 1:0 1: 0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

1:0 1:0 1:0 1:0 1:0 1:0 1: 0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

pre-tre,tmont; -day 8 oft四tmont;-day 7 ofn,oove,y 

Poston,in hom只：age[ 2, sitting o<standing; I, crooohing position] 
Looo,ooto, in homo-cage [ 2, nonm¥ I, deoruas, in looo,ooto『actWity] 

H皿 dlingbeh,vio< [ 2, oom叫 !,no心istanccl

H~rt boats [ 2, no血 ,I;l,bradyo叫ial

Body t,mperatore[2,nonral; l,hypoth,nni,] 

Fur [2,nom叫； !,Moist佃］

skincolorIMucuous匹 mbrano,[ 2,no血J;1,abnomn 

Laorimation I 2, not ob,mod; I, obs med ] 

Pilo匹otionI 2, nonral; 3,,light] 

respirato,y rate[ 2, nom祉 l,hypopnoa]

stereotypy[ 2, not obsm叫； 3,obs""'叫（四ring)]

Lacrinntion 

応 T8 TIS T"4 T30 T36 T42 R7 R14 

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2222222  

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 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 

1:0 1:0 1:0 1; 0 1;0 1;0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

Open-field obscWationsC) 

Piloereefon 

応 TB Tl5 T24 T30 T36 T42 R7 Rl4 

2222222  

2222222  

2222222  

2222222  

2222222  

2222222  

2222222  

2222222  

2222222  

2222222  

2222222  

2222222  

3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3: 0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

趾spirato,yrate

邸 T8 TIS T24 TJO TI6 T42 R7 R14 

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 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 

2222222  

2 2 2 2 2 2 2 

l:0 1:0 1: 0 1: 0 1:0 1:0 1: 0 1:0 1: 0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

血叩ttheabovermilings,th“ewm nochango in,Il皿innl,;;a)Cag,-sideobS<<Vation (voo,li,ation, tre,oo,, oonvolsion), b)Ob,""'ations n-.dewhil, handling(b¢haviorwhil¢mmwing fromcage,cmphthahros,pupillaw size, salivation),,nil o) Opon-fi叫dobse,vations(postum,

e平lor.tion,pwp,bral opening,, tre,oo,，匹nvolsion,g•ie bir.,m, bohavio', Straubtail,vocal四tbn,tou9hmsponse,Wl(hilmwalmflexpinnamn口）
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Stereotypy 

Pre T8 TIS T24 T30 T36 T42 R7 R14 

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 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

3: 0 3: 0 3:0 3:0 3: 0 3:0 3:0 3: 0 3: 0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 



試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 5-1 (continued). Detailed clinical observations of male rats 

Control (vehicle: water for injection) 

Open-field observations c) 

Male No. Urination Defecation 

Pre a -TS b -T15 T24 T30 T36 T42 R7 c R14 Pre T8 T15 T24 T30 T36 T42 R7 Rl4 

MOlOOl 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M01002 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M01003 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M01004 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M01005 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M01006 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M01007 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M01008 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜M01009 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜M01010 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜MOlOll 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜M01012 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜
Total 

゜ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜(N) (12) (12) (12) (12) (12) (12) (12) (5) (5) (12) (12) (12) (12) (12) (12) (12) (5) (5) 

a b c 
pre-treatment; day 8 of treatment; day 7 ofrecovery 

Urination [ frequency/30sec] 

Defecation [ frequency/30sec ] 

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) 

Observations made while handling(heart beats, body temperature, fur, skin/mucous membranes color, lacrirnation, exophthalmos, 

pupillary si匹， salivation),and c) Open-field observations (posture, exploration, piloerection, palpebral opening,, tremor, convulsion, 
respiratory rate, gait, stereotypy, b四 rrebehavior, s traub tail, vocalization, touch response, withdrawal reflex, pinna reflex). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 5-2. Detailed clinical observations of male rats 

2-IBE (IS mg/kg) 

Male No. 

M02013 

M02014 

M0201S 

M02016 

M02017 

M02018 

M02019 

M02020 

M02021 

M02022 

M02023 

M02024 

Total 

(N) 

Cage-side obseivations •l 

Posture in home-cage 

a b 
Pre -T8 -TIS T24 T30 T36 T42 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

pre-treatment; day 8oftrcatrnent 

Posture in home-cage [ 2, sitting orstanding; !, crouching position] 

Locomotor in home-cage [ 2, nonm~ I, decrease in locoIOOtor activity ] 

Handling behavior [ 2, nom叫； I,no resffitance] 

Heart beats [ 2, nonnal; !, bradycardia] 
Body temperature [2, nom咄!,hypothcnnia] 

Fur [ 2, nonnal; I, Moffit fur] 

Skin color/ Mucuous me曲 ranes[ 2, nom叫； I,ahnonnal] 

lacrimition [ 2, not observed; 1, observed] 

Piloerection [ 2, nonml; 3, slight] 

respiratory rate[ 2, nonml; !, hypopnea] 

stereotypy[ 2, not observed; 3, observed (rearing)] 

Locomotor in hom:-cage 

Pre TB T15 T24 T30 T36 T42 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

Relll)ving from cage/ Observations m,de while handling b) 

Handling behavior Heart beats 

Pre TB TIS T24 T30 T36 T42 Pre TB TIS T24 T30 T36 T42 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

Body te叩craturc

Pre T& TIS T24 T30 T36 T42 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

恥 eptthe above findings, there were no changes in all animals; a) Cage-side observation (vocaliiation, tremor, convulsion), b) Observations made while handling(behaviorwhile removing from cage, exophthalrnos, pupillary si,,,, salivation), and c) Open-ficld observations(posture, 
C平!oration,palpcbral opcning,, trcIOOr, convulsion, gait, bi7.arrc bchavior, straub tail, vocali,ation, touch rcsponsc, withdrawal rcflc~ pinna rcflcx). 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 5-2(continued). Detailed clinical observations of male rats 
2-IBE(ISm忍kg)

MalcNo 

M02013 

M02014 

M02015 

M020l6 

M020l7 

M02018 

M020l9 

M02020 

M02021 

M02022 

M02023 

M02024 

Total 

(N) 

Remvmg fromcagcIObsmations匹 dewhile haodlmg 

Fu9 SはncolorIMucuousmmbranes

珈 1rTIS T24 TJO TJ6 T42 転 T8 TIS T24 T30 TJ6 T42 

2 222222  2222222  

2 222222  2222222  

2 222222  2222222  

2 222222  2222222  

2 222222  2222222  

2 222222  2222222  

2 222222  2222222  

2 222222  2222222  

2 222222  2222222  

2 222222  2222222  

2 222222  2 2 2 2 222  

2 222222  2222222  

1:0 1: 0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

l: 0 1:0 1:0 1: 0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

pre-tro'1m,nt;., day 8 oft四tment

Posture in hom,-cage [ 2, sitting orst,nding; I, crouehmg position] 
u,co,roto, in home-cage [ 2, nonm¥ I, decrease in loco,rotomtivity ] 

H皿 dlingbehavio, [ 2, nom叫 I,no resistance] 

H四rtbeats [ 2, nomral; I, brad ye叫ia]

Body temperature [2, nonml; I, bypoth,nni,] 

Fur [ 2,nom叫； 1,Moistfu,]

Skin color I Mucuous叩 mbranc,[ 2, nomul; I, abnom叫］

l.acrimatfon [ 2, not obsen>ed; I, obs"",d ] 

Pilo血,fon[2,nonml;3,slight] 

rospiraloty rat,[ 2, nonml; I, hypopnca] 

stc四typy[2, not obsc,v<>l; 3,obscTV<>l (rearing)] 

lammation 

Pre TB TIS T24 T30 T36 T42 

2222222  

2222222  

2222222  

2222222  

2222222  

2222222  

2222222  

2222222  

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2222222  

2222222  

I:0 1:0 1:0 1: 0 1: 0 1:0 1: 0 

(12) (12) (12) (12) (12) (12) (12) 

Opon伽 IdobsewaIbnsC)

piloem1Dn 

Pre TS TIS T24 TJO TI6 T42 

2222222  

2222222  

2 2 2 2 2 2 2 

2222222  

2 2 2 2 2 2 2 

2222222  

2222222  

2222222  

2222222  

2222222  

2222222  

2222222  

3: 0 3:0 3:0 3:0 3:0 3:0 3:0 

(12) (12) (12) (12) (12) (12) (12) 

趾spirato,yrate

Pre TS TIS T24 TJO TJ6 T42 

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 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 2 2 2 2 2 

2 2 2 2 2 2 2 

l:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

血，，，tth, above fmdings, there w,ro no change, mall皿inub;a)Cagc-sid, obsen>ation (voe,血1印n,tre,ror, ronvulsion), b) Obsen>at切ns四dewh恥 handling(behaviorwhile n,,roving from cag,，四phtha恥,,pupillaty size, salivation), and c) Op,n-fi比klobscwations(postun,, 
e平loration,palpcbr,lop,nmg,,tre,ro,, convulsion, gaiしbi,am北>ehavio,,,trnubt,il, vo叫四lion,touch response, w油draw.1refl" pinna refle><) 
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Sie=typy 

Pre TS TIS T24 TJO TJ6 T42 

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 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 2 2 2 2 2 

2 2 2 2 2 2 2 

3: 0 3:0 3:0 3: 0 3: 0 3:0 3:0 

(12) (12) (12) (12) (12) (12) (12) 



Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 5-2(continued). Detailed clinical observations of male rats 

2-IBE(lS mg/kg) 

Open-field observations c) 

Male No. Urination Defecation 

Pre a -T_8 _ b -TIS T24 T30 T36 T42 Pre T8 TIS T24 T30 T36 T42 

M02013 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M02014 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M02015 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M02016 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M02017 

゜
I 

゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M02018 

゜゚ ゜ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M02019 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M02020 

゜゚ ゜゚ ゜゚ ゜ ゜ ゜゚ ゜゚ ゜M02021 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M02022 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M02023 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M02024 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜
Total score 

゜ ゜
1 

゜ ゜ ゜゚ ゜゚ ゜(N) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) 

a b 
pre-treatment; day 8 of treatment 

Urination [ frequency/30s ec] 

Defecation [ frequency/30sec] 

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) 

Observations made while handling(heart beats, body temperature, fur, skin/mucous membranes color, lacrirnation, exophthalmos, 

pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening,, tremor, convulsion, 
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 5-3. Detailed clinical observations of male rats 

2-IBE(SOmg/kg) 

Cage-side observations 
a) 

Posture in home-cage 

a b 
Pre -TS -TIS T24 T30 T36 T42 

Male No. Locomotor in hom:-cagc 

Pre T8 Tl5 T24 T30 T36 T42 

RellXlving from cage / Observations四 dewhile handling'' 

Handling behavior Heart beats 

Pre TB TIS T24 T30 T36 T42 Pre TB TIS T24 T30 T36 T42 

Bodyte叩 eraturc

Pre TS TIS T24 T30 T36 T42 

M03025 

M03026 

M03027 

M03028 

M03029 

M03030 

M03031 

M03032 

M03033 

M03034 

M03035 

M03036 

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

 

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

 

2

2

2

2

2

2

2

2

2

2

2

2

 

2

2

2

2

2

2

2

2

2

2

2

2

 

Total 

(N) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

pre-treatment;・ day 8oftreat匹nt

Posture in home-cage [ 2, sitting or standing; I, crouching position] 

Locomotor in home心agc[2,no血 I;I, decrease in locoirotor activity ] 

Handling behavior [ 2, nom叫； 1,no resistance] 

Heart beats [ 2, normal; I, bradycardia] 

Body temperature [2, nonna~ 1, hypothennia ] 

Fur [2,nonna~ l,Moistfur] 

Skin color/ Mucuous匹 曲rancs[ 2, no叩 I;I, abnormal] 

l.acri四tion[ 2, not observed; l, observed] 

Piloerection [ 2, norn祉 3,slight]

respiratory rate[ 2, norn祉 1,hypopnea]

stereotypy[ 2, not observed; 3, observed (rearing)] 

氏eeptthe above fmdings, there were no changes in all animals; a) Cage-side observation (vocali,ation, tremor, convulsion), b) Observations made while handling(behaviorwhile removing from cage, exophthalmos,pupillary s加，salivation),and c)Open-field observations(posture, 
e平)oration,palpebral opening,, trciror, convulsion, gait, bizarre behavior, straub tail, vocali,ation, touch response, withdrawal refle~ pinna reflex). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 5-3(continued). Detailed clinical observations of male rats 
2-IBE(SOmg/kg) 

MaleNo, 

MOJ025 

MOJ026 

MOJ027 

M03028 

MOJ029 

MOJ030 

MOJ031 

MOJ032 

MOJ033 

MOJ034 

MOJ035 

MOJ036 

Tot,! 

(N) 

即叩vmg[romeage/Obsen,,tion,四dewhile h,ndlmg 

Fu, Skin oolo,/ Mueuous叩 mbranes

Pre" T8b TIS T況TJOT36 T42 応 T8 TIS T2" TJO T36 T42 

2222222  2 2 2 2 222  

2222222  2222222  

2222222  2 2 2 2 222  

2222222  2222222  

222 2 2 2 2  2 2 2 2 222  

2222 2 2 2  2222222  

2222222  2 2 2 2 222  

2222222  2222222  

222 2 2 2 2  2 2 2 2 222  

2222222  2 2 2 2 222  

2222222  2222222  

2222222  2 2 2 2 222  

l:0 1; 0 1:0 1:0 1:0 1;0 1: 0 

(12) (12) (12) (12) (12) (12) (12) 

l:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

pre-tre,tmont; • day 8 oftreat四nt

Posture in hom心 ageI 2, sitting m t,nding; I, creuching position] 

Locomtorm hom→agC[2,nom叫； 1,dccmascin locomtoractWityl 

H皿 dlingbch,vlo, [ 2, nonral; I, no resistance] 

llo,rt hosts [ 2, nonnal; l,bradyc叫ia]

Body1cmperatum [2,nonral; l,hypothcm血］

Fu, [2,nonml; l,Molstfu,] 

Skin eolo< / Mucuou, membranes I 2, no=l; I, abnonraij 

Lacrin叫IonI 2, not obsmcd; I, obsomd ] 

Pilo匹ctlon[ 2, nonral; 3,sllght] 

respiratory rate[ 2, nom叫； I,hypopnca] 

stereotypy[ 2, not obs med; 3,obsc.-vcd（四ring)]

ucrimation 

Pre T8 TIS T24 TJO T36 T42 

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 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 2 2 2 2 2 

2 2 2 2 2 2 2 

l:0 1:0 1:0 1:0 1:0 1:0 1: 0 

(12) (12) (12) (12) (12) (12) (12) 

Opon如 uobsewationsC)

Piloo匹tIDn

応 T8 T15 T2T30 T36 T42 

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2222222  

2 2 2 2 2 2 2 

2222222  

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2222222  

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

3:0 3:0 3:0 3:0 3:0 3:0 3:0 

(12) (12) (12) (12) (12) (12) (12) 

知spirato,yratc

加 TS TIS T24 T30 T36 T42 

2 2 2 2 2 2 2 

2222222  

2 2 2 2 2 2 2 

2222222  

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2222222  

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2222222  

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

I: 0 1:0 1:0 1: 0 1:0 1:0 1: 0 

(12) (12) (12) (12) (12) (12) (12) 

血叩tthe,bov, fmdlngs, there wore no changes in al]皿 m呻；a）Cage-sideobsewatmn(voca血1如n,trem>,, convulsion), b) Obso.-vatlons n,adc while handling(bchav90『whilemm3Vmg恥moag,,,.,phth,hoos,pupill,ty s血， Salivation)心ndc)0pen-r記ldobsewaInns(postum, 
e平 ]oration,palpcbral opening,, trem>,, oonvulslon, galしbimm:bchavn,.straubtall, vooa]加tlon,touch response, wlthdra=l reDc, pinna refl,~). 
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Ste四typy

Pre TS TIS T24 T30 T36 T42 

2 2 2 2 2 2 2 

2222222  

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 

2222222  

2 2 2 2 2 2 2 

2222222  

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

3:0 3:0 3:0 3:0 3:0 3:0 3:0 

(12) (12) (12) (12) (12) (12) (12) 



試験番号R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 5-3(continued). Detailed clinical observations of male rats 

2-IBE (50 mg/kg) 

Open-field observations c) 

Male No. Urination Defecation 

Pre a --T__8 _ b - TIS T24 T30 T36 T42 Pre T8 TIS T24 T30 T36 T42 

M03025 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜M03026 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M03027 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M03028 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜M03029 

゜ ゜ ゜
I 

゜゚ ゜゚ ゜ ゜M03030 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M03031 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M03032 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M03033 

゜ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M03034 

゜
2 

゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M03035 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M03036 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜
Total score 4 

゜
2 2 

゜゚ ゜゚ ゜ ゜(N) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) 

a b 
p re-treatment;  day 8 oftreatmen 

Urination [ frequency /30sec] 

Defecation [ frequency /30sec] 

Excep t  the above findings, there were no chang es in  all animals; a) Cag e-side observation (vocalization, tremor, convulsion), b) 

Observations made while handling(heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exop hthalmos, 

p up i l lary size,  salivation), and c) Open-field observations (posture, exploration, piloerection, p alp ebral op ening,,  tremor, convulsion, 

respiratory rate, gait,  stereotypy,  bizarre behavior, straub tail, voca血ation,touch resp onse, withdrawal reflex, pinna reflex). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 5-4. Detailed clinical observations of male rats 

2-IBE(ISOmg/kg) 

Cage-side observations "' 

Posture in homc-eage 

, b _ _ __ __ _ __ _ _ _ _c 
Pre -TS TIS T24 T30 D6 T42 R7 R14 

Male No Locomotor in ho叩•cag e

Pre TB Tl5 T24 T30 T36 T42 R7 Rl4 

Rc100ving from cage/ Observations made while hand ling 
b) 

Handling behavior Heart beats 

Pre TS TIS T24 T30 T36 T42 R7 Rl4 Pre TS TIS T24 T30 T36 T42 R7 Rl4 

Body tc叩 crature

Pre TS TIS T24 T30 T36 T42 R7 R14 

M04037 

M04038 

M04039 

M04040 

M04041 

M04042 

M04043 

M04044 

M04045 

M04046 

M04047 

M04048 

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

 

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

 

2

2

2

2

2

2

2

2

2

2

2

2

 

2

2

2

2

2

2

2

2

2

2

2

2

 

Total 

(N) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

pre-treatment; -day 8 of treat匹nt;• day 7 ofrecovecy 

Posture in homo-cage [ 2, sitting orstanding; I, crouching position] 

Locomotor in home-cage[2,nom叫； I,decrease in loco叩toractivity]

Handling behavior [ 2, normal; I, no resistance] 

Heart beats [ 2, normal; I, bradycanlia] 

Body temperature [2, normal; I, hypothem血］

Fur [2,nom叫； !,Moistfur] 

Skin color/ Mucuous匹 rroranes[ 2, norrna~ I, abnormal] 

Lacri四tion[ 2, not observed; I, observed] 

Piloerection [ 2,norrnal; 3,slight] 

respiratory rate[ 2, normal; I, hypopnea] 

stereotypy[ 2, not observed; 3, observcd (rcaring)] 

恥 eptthe above fmdings, thcre werc no changes in all animals; a) Cage-side observation (vocali四tion,tremor, convulsion), b) Obscrvations made while handling(behavior while removing from cage, exophthahnos, pupillacy sile, salivation), and c) Open-field obscrvations(posture, 

C平!oration,palpcbral opcning,, tre匹r,convulsion, gait, bu.arre behavior, straub tail, vocali,ation, touch responsc, withdrawal reflex; pinna reflex). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 5-4(continued). Detailed clinical observations of male rats 
2-IBE(ISOmg/kg) 

MaleNo 

M04037 

M04038 

M04039 

M04040 

M04-041 

M04-042 

M04-043 

M04-044 

M04-045 

M04-046 

M04-047 

M04-048 

Total 

(N) 

此四vmgfromcag,/ Ob止m tions四dewhile handlmg 

Fur skincolorIMucuous叩 mbranos

応 'T8h TIS T24 TJO TJ6 T42 Rザ Rl4 邸 TS TIS T24 TJO T36 T42 R7 Rl4 

22 22222  2 2 2 2 222  

22 22222  2 2 2 2 222  

22 22222  2 2 2 2 222  

22 22222  2 2 2 2 222  

22 22222  2 2 2 2 222  

2 2 2 2 2 2 2 2 2 2 2 2 2 2 

22 22222  2 2 2 2 222  

2222 2 2 2 2 2  2 2 2 2 222  

2222 2 2 2 2 2  2 2 2 2 222  

2222 2 2 2 2 2  2 2 2 2 222  

2222 2 2 2 2 2  2 2 2 2 222  

2222 2 2 2 2 2  2 2 2 2 222  

l:0 1; 0 1:0 1:0 1: 0 1:0 1: 0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

I:0 1: 0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

pm-Ireatmn(; day8 ortreatmnt; day 7ofmcovcty 

Posture in horoo~,g, I 2, sitting m tanding; I, crouching position J 

Locomtorm hom心 age[2,noml,1,dccmasc in looomtoractivityl 

H皿 dlingboh,vio, [ 2, nonral; I, no n,,;istanoo J 

ll<art beats [ 2, nom叫； l,brady,匹di,]

Bodyt,叩Craturo[2,nonral; l,hypothomila J 

Fur [2nom叫 l,Moistfu,]

Skin oolo, / Mu,uous叩 mbranos[ 2,no皿 ,I;l,,bnom叫］

u>orinmtion I 2, oot obs町,od;I, obsecvod ] 

Pilo匹otion[2,nonral;J,slight] 

resp血to,yra>o[2,nom叫； l,hypopnca]

stereotypy[ 2, not obsocv咄 3,obs叩 d（四ring)]

LacTimatio 

Pre T8 TIS T2" TJO T36 T42 R7 Rl4 

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2222222  

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2222222  

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 

l:0 1:0 1:0 1:0 1: 0 1:0 1:0 1; 0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

0pen• ficld obscmauonsC) 

Piloorection 

Pre T8 TIS T24 TJO T36 T42 R7 Rl4 

2 2 2 2 2 2 2 

2222222  

2222222  

2222222  

2 2 2 2 2 2 2 

2222222  

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 2 2 2 2 2 2 

3:0 3: 0 3: 0 3:0 3:0 3:0 3:0 3:0 3:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

Rcspirato可 raIC

Pre T8 Tl5 T24 TJO T36 T42 R7 Rl4 

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 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 2 2 2 2 2 

2 2 2 2 2 2 2 

l:0 1:0 1:0 1:0 1:0 1;0 1;0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

応，，，ttho above fmdings, there wore no,h,nges in,II叩血k;a)Cagc・sidcobscwation(Voca肱tion,tn,m,,,oon匹 lsion),b)Obsocvations四dowh如handiing(bohavio,whilo rem,ving from oag~四phth,血s, pupill,,y,加， salivation),and o) OpenふcldobscwaInns (posture, 
C平lor,tion,palpobraloponing,,trem,,, eonvulsion, gaiしb四mbchavmr,S(raub(ail,vocal加tion,touじhresponso,w油 drawalmflexpinnamn四）
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Stereotypy 

Pre T8 TIS T24 T30 T36 T42 R7 Rl4 

3 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 2 2 2 2 2 

3 2 3 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 2 2 2 

3: 2 3: 0 3: 1 3:0 3:0 3:0 3:0 3:0 3:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 5-4(continued). Detailed clinical observations of male rats 

2-IBE (150 mg/kg) 

Open-field observations c) 

Male No. Urination Defecation 

Pre a -TS b -TIS T24 T30 T36 T42 R7 c -R14 Pre T8 TIS T24 T30 T36 T42 R7 

M04037 

゜ ゜゚ ゜
1 

゜ ゜゚ ゜゚ ゜M04038 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M04039 

゜
1 1 

゜゚ ゜ ゜ ゜
2 

゜゚M04040 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M04041 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜M04042 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M04043 

゜゚ ゜ ゜ ゜゚ ゜゚ ゜゚ ゜M04044 

゜゚ ゜゚ ゜゚ ゜゚ ゜
2 

゜゚ ゜゚ ゜゚ ゜M04045 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚M04046 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚M04047 

゜゚ ゜゚ ゜
1 

゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚M04048 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚
Total score 4 2 2 

゜
3 

゜゚
3 

゜
2 

゜゚ ゜(N) (12) (12) (12) (12) (12) (12) (12) (5) (5) (12) (12) (12) (12) (12) (12) (12) (5) 

a b c 
pre-treatment; day 8 oftreatment; day 7 ofrecovery 

Urination [ frequency/30sec] 

Defecation [ frequency/30sec ] 

Except the above fmdings, there were no changes in all animals; a) Cage-side observation (voca血ation,tremor, convulsion), b) 

Observations made while handling(heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, 
pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening,, tremor, convulsion, 
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-1-1. Detailed clinical observations of female rats 

Control (vchick: water for injection) 

Cage-side observations •l 

Female No. Posture in ho叩-cage Locomotor in home-cage 

b) 
Removmg from cage/ Obse,vations made while handling 

Hand伽gbchavio, Heart beats body le可,crature Fu, 

試験番号 R-12-014

Pre'T8 b TIS T24 T30 T36 T42 LO Pre TS TIS T24 TIO T36 T42 L Pre TS TIS T24 T30 T36 T42 L Pre TS TIS 1'24 T30 T36 T42 L Pre TS TIS T24 T30 T36 T42 L Pre TS TIS T24 T30 T36 T42 L 

FOIOOI 

FOI002 

FOI003 

FOI004 

FOIOOS 

FOI006 

FOI007 

FOI008 

FOI009 

FOIOIO 

FOIOII 

FOIOl2 

Totalscorc 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(N) (12) (12) (12) (12) (12) (12) (12) (I) (12) (12) (12) (12) (12) (12) (12) (I) (12) (12) (12) (12) (12) (12) (12) (I) (12) (12) (12) (12) (12) (12) (12) (I) (12) (12) (12) (12) (12) (12) (12) (I) (12) (12) (12) (12) (12) (12) (12) (0) 

p1'C•IreaI叩nt;..day 8 of treat"~nt; • lactation period 

Posture In hom:-cagc [ 2, sitting o,standlng; I, croochlng position J 
Locomoto, In hom:-cagc [ 2, nonnal; 1, dcc,case in locomotornct四yI 
Handling behavlo, [ 2, nonnal; I, no resistance J 

He叩 beats[ 2, nonnal; I, bradycanlla J 

Body t=perature [2, nonnal; I, hypothcm血］

Fo, [2,nom祉 l,Molstfu,]

S血 colo,/ Mucuoos m:曲ran心[2, nonml; 1, abnonml (pale skin)] 

Lacrimatlon [2,notobse,vcd; 1,obsc,vcd] 

Piloe,ection [ 2, nom祉 3,slight; 4, SCVCTC] 

respratol')'rate[ 2, nom出； I,hypopnea] 

stcocotypy[ 2, not obsc'1'Vcd; 3, obsc,vcd J 

恥叩tthcabove findings, there were no changes in all animals; a) Cage-side obse,vation (voca血,tlon,trem,,, convolslon), b) Obsc,vatlons n-.dc while handling (bchavio,whilc remcving from cage, c"'phthahms, pupilla,y s迦，salivation),and c) Open-fl記Id

obs町 vatlons(posture,c平!oration,palpcbral opening,, trem,,, convulsion, gait, bl,am, bchavio,, straub紐il,voca1""tlon, touch response, withdrawal reflc~ pinna reflex). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 6-1-l(continued). Detailed clinical observations of female rats 

Female No 

Control (vehicle: water for injection) 
b) 

Rem:iving from cage/ Observations made while handling 

Skin color/ Mucuous匹 mbranes Lacrimation 

a b c 
Pre TS T15 T24 T30 T36 T42 L 

Open-field observations 
C) 

Piloerection 

Pre T8 Tl5 T24 T30 T36 T42 L
 

Pre TS Tl 5 T24 T30 T36 T 42 L
 

respiratory rate 

Pre TS TIS T24 T30 T36 T42 L
 

Stereotypy 

Pre TS TIS T24 T30 T36 T42 L
 

FOIOOI 

F01002 

F01003 

F01004 

F01005 

F01006 

F01007 

F01008 

F01009 

FOIOIO 

FO!Oll 

F01012 

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

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

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

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

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
 

Total score 

(N) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (1) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (1) 

3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 

(12) (12) (12) (12) (12) (12) (12) (I) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (1) 

3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 

(12) (12) (12) (12) (12) (12) (12) (I) 

pre-treatment; day 8 of treatment; lactation period 

Posture in home-cage [ 2, sitting or standing; I, crouching position] 

locomotor in home-cage[2, nom叫； I,decrease in locomotor activity] 

Handling behavior [ 2, normal; I, no resistance] 

Heart beats [ 2, normal; 1, bradycarclia] 

Body temperature [2, nom叫； l,hypothem血］

Fur [ 2, normal; 1, Moist fur] 

Skin color I Mucuous membranes [ 2, normal; 1, abno皿 al(paleskin)] 

l.acrimation [ 2, not obsetved; 1, obsetved] 

Piloerection [ 2, normal; 3, slight; 4, severe] 

respiratory rate[ 2, nom叫； I,hypopnea] 

stereotypy[ 2, not obsetved; 3, obsetved] 

Except the above fmdings, there were no changes in all animals; a) Cage-side obsetvation (vocalization, tremor, convulsion), b) Obsetvations made while handling(behaviorwhile removing from cage, exophthahnos, pupillary size, salivation), and c) Open-
field observations (posture, e平loration,palpebral opening,, tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex) 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-1-l(continued). Detailed clinical observations of female rats 

Control (vehicle: water for injection) 

Open-field obseivations c) 

Female No. Urination Defecation 

Prea •• TSb. T15 T24 T30 • T36 T42 L c Pre TS TIS T24 T30 T36 T42 L 

FOIOOI 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01002 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01003 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01004 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01005 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚F01006 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01007 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01008 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01009 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01010 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜FOIOll 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01012 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜
Total score 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚(N) (12) (12) (12) (12) (12) (12) (12) (1) (12) (12) (12) (12) (12) (12) (12) (1) 

a b c .  
pre-treatment; day 8 of treatment; lactation penod 

Urination [ frequency/30s ec] 

Defecation [ frequency/30sec ] 

Except the above fmdings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) 

Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and c) Open-field 
observations(posture, exploration, palpebral opening,, tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch 
response, withdrawal reflex, pinna reflex). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-1-2. Detailed clinical observations of female rats 

2-IBE(IS mg/kg) 

Cage・sideobservations •) 

Fe四 leNo. Posture in horn:-cage Locomotor in home-cage 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F02019 

F02020 

F02021 

F02022 

F02023 

F02024 

a b c 
Pre・ TS -TIS T24 T30 T36 T42 L 邸 TS TIS T24 TIO T36 T42 L 

b) 
Rc11Dving from cage/ Obscivations made叫1ilehandling 

Handling bchavio, Heart beats 

加 TS TIS T24 TJO T36 T42 L 加 TS TIS T24 TJO T36 T42 L 

bodyte叩 erature

P,-e T8 TIS T24 T30 T36 T42 L 

試験番号 R-12-014

Fu, 

Pre TS TIS T24 T30 T36 T42 L 

Totalseore 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(N)(12)  (12) (12) (12) (12) (12) (12) (0) (12) (12) (12) (12) (12) (12) (12) (0) (12) (12) (12) (12) (12) (12) (12) (0) (12) (12) (12) (12) (12) (12) (12) (0) (12) (12) (12) (12) (12) (12) (12) (0) (12) (12) (12) (12) (12) (12) (12) (0) 

pre-treatn記nt;• day 8 oftreatment; • 1actation period 

Posturemhom心 age[ 2,,;umg orstanding; I, crouching pos;tion] 

血 omotorm homo-cage [ 2, nonnal; I, d匹 rcasein locomotor act而tyI 
Handling behav;o, [ 2, nonnal; I, no resistance] 

Heart beats [ 2, nonnal; I, bradycardfa] 

Bodyt=p叩turc[2, nonnal; I, hypothcm血 l

Fur [2,nom祉 l,Mo;stfur]

Sは color/Mucuous m:曲rancs[2,nom祉 1、abnom叫(paleskin)] 

l.acrimat;on [ 2, not obscivcd; !, obscivcd) 

Pilocrcction [ 2, nom祉 3,slight; 4, scv口c]

rcspratory rate[ 2, nonml; !, hypopnca] 
stereotypy[ 2, not obs.'!Ved; 3, obscivcd] 

邸 cptthe above findings, there were no changes mall anin叫s;a) Cage-s;de obscivati,n (voeaJ;,,,t;on, trciror, convuls;on), b) Obscivat;ons made while handじng(behavior while rcm,ving from cage, cxophthahros, pupillary,;,,,, saHvation), and e) Open-field 

obsc,vat;ons(posturc, e平!oration,palpcbral opening,, trcrror, convuls;on, ga;t, b;,,,m, behavior, straub tail, vocali,at;on, touch response，面thdrawalrcfle, p;nna reflex). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-1-2(continued). Detailed clinical observations offemale rat 

Female No. 

2-IBE(ISmg/kg) 

Removing from cage/ Observations made while handling 
bl 

Skin color/ Mucuous m,mbranes l.actirnation 

a b c 
Pre. T8. TIS T24 T30 T36 T42 L 

Open-field observations 
C) 

Piloerection 

Pre TS TIS T24 T30 T36 T42 L
 

Pre TS Tl 5 T24 T30 T36 T42 L
 

respiratory rate 

Pre TS Tl5 T24 T30 T36 T42 L
 

Stereotypy 

Pre TS TIS T24 T30 T36 T42 L
 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F02019 

F02020 

F02021 

F02022 

F02023 

F02024 

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

 

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

 

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

 

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

 

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

 

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

 

Total score 

(N) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (0) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (0) 

3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 

(12) (12) (12) (12) (12) (12) (12) (0) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (0) 

3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 

(12) (12) (12) (12) (12) (12) (12) (0) 

pre-treatment; day 8 of treatment; lactation period 

Posture in home-cage [ 2, sitting or standing; I, crouching position] 

Locomotor in home-cage [ 2, normal; I, decrease in locomotoractivity] 

Handling behavior [ 2, normal; 1, no resistance] 

Heart beats [ 2, normal; I, bradycardia] 

Body temperature [2, nom咄 I,hypothennia ] 

Fur [ 2, normal; I, Moist fur] 

Skin color/ Mucuous membranes [ 2, normal; I, abnonnal(pale skin)] 

Lacrimation [2, notobseived; !,observed] 

Piloerection [ 2, normal; 3, slight; 4, severe] 

respiratory rate[ 2, normal; I, hypopnea] 

stereotypy[ 2, not obseived; 3, obsetved ] 

邸 eptthe above ftndings, there were no changes in all animals; a) Cage-side obseivation (vocalization, tremor, convulsion), b) Obsetvations made while handling(behaviorwhile removing from cage, exophthaboos, pupillary size, salivation), and c) Open-
field observations (posture, exploration, palpebral opening,, tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex) 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-1-2(continued). Detailed clinical observations offemale rats 

2-IBE (15 mg/kg) 

Open-field obseivations c) 

Female No. Urination Defecation 

Pre a TS b T15 T24 T30 T36 T42 L c Pre T8 TIS T24 T30 T36 T42 L 

F02013 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F02014 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F02015 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F02016 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜F02017 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F02018 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F02019 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F02020 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F02021 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F02022 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F02023 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F02024 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜
Total score 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚(N) (12) (12) (12) (12) (12) (12) (12) (0) (12) (12) (12) (12) (12) (12) (12) (0) 

a b c 
pre-treatment; day 8 of treatment; lactation period 

Urination [ frequency/30sec] 

Defecation [ :frequency/30sec ] 

Except the above fmdings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) 

Observations made while handling(behavior while removing from cage, exophthahnos, pupillary siz.e, salivation), and c) Open-field 
observations(posture, exploration, palpebral opening,, tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch 
response, withdrawal reflex, pinna reflex). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-1-3. Detailed clinical observations offemale rats 

2-IBE(SO mg/kg) 

Cage-side o bsct'Vations •) 

Fe四 leNo. Postu,c in ho叩-cage l.ocomoto,in ho皿•Cage

F03025 

F03026 

F03027 

F03028 

F03029 

F03030 

F03031 

F03032 

F03033 

F03034 

F03035 

F03036 

a b c 
Pre・ T8. TIS T24 T30 T36 T42 L- P,e T8 TIS T24 T30 T36 T42 L 

Rerroving fromeage / Obse.vat.,ns made while handling hJ 

Handling behav;,,, Heart beats bodyte町 erature

珈 TB TIS T24 TJO T36 T42 L 珈 TS TIS T24 TJO T36 T42 L Pre T8 TIS T24 TJO TJ6 T42 L 

試験番号 R-12-014

Fu, 

P,-c TS TIS T24 TJO T36 T42 L 

Totalscoro 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(N)(12)  (12J (12J (12J (12J (12J (12J (OJ (12J (12J (12J (12J (12J (12J (12J (OJ (12J (12J (12) (12J (12J (12J (12J (O) (12J (12J (12J (12) (12) (12) (12J (OJ (12J (12J (12J (12J (12J (12J (12) (0) (12J (12) (12J (12J (12J (12J (12J (OJ 

pre-treatment; • day 8 oftreatment; "lactation period 

Posture in hom丸 age[ 2, sittmg o,standmg; I, crnuching position ] 

Locomoto, in home-cage [ 2, nonnal; I, decrease in locomoto,act切ty]

Handling behavio, [ 2, nonnal; I, no resIBtance] 

Heart beats [ 2, nonnal; I, bradycanlia ] 

Body tcmp<Tature [2, nonnal; I, hypothcnnia] 

Fu, [ 2, nonrot I, Moist fu,] 

Skin colo, / Mucuous membranes [ 2, nonrol; I, abnonrol (pale skin)] 

l.a<Tination [ 2, not obseivcd; I, obsciv叫］

Piloen:ction [ 2, nonnat 3, slight; 4, scv,,e] 

respirato,y rate[ 2, nonrol; I, hypopnca] 

stereotypy[ 2, not obsemd; 3, obscivcd I 

血 eptthe above fmdings, there were no changes mall anumls; a) Cage-side obscivation (vocalization, tremo,, convu~ ion), b) Obseivations made while handling (behavio,whilc removmg from cage, exophthalmos, pupilla,y s匹，salivation),and c) Open-fIBld 
obscmtions(posture, c平!oration,palpcb,al opening,, tremJ,, convulsion, gait, bi2am: bchavio,, straub tail, vocalization, touch response, withdrawal refle~ pinna reflex). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-1-3(continued). Detailed clinical observations of female rats 

2-IBE (50 mg/kg) 
b) 

Removing from cage/ Observations made while handling 

Skin color/ Mucuous membranes lacrirnation 

a __ b ____________  c 
Pre --TS TIS T24 T30 T36 T42 L 

Female No. 

Open-field obsetvations 
C) 

Piloerection 

Pre TS TIS T24 T30 T36 T42 L
 

Pre TS TIS T24 T30 T36 T42 L
 

respiratory rate 

Pre TS Tl5 T24 T30 T36 T42 L
 

Stereotypy 

Pre TS TIS T24 T30 T36 T42 L
 

F03025 

F03026 

F03027 

F03028 

F03029 

F03030 

F03031 

F03032 

F03033 

F03034 

F03035 

F03036 

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

 

2

2

2

2

2

2
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2

2

2

2

2

2

2

2

2

2

 

2

2

2

2

2

2

2

2

2

2

2

2

 

2

2

.

2

2

2

2

2

2

2

2

2

2

 

Total score 

(N) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (0) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (0) 

3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 

(12) (12) (12) (12) (12) (12) (12) (0) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

1: 0 

(0) 

3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 

(12) (12) (12) (12) (12) (12) (12) (0) 

pre-treatment; day 8 of treatment; lactation period 

Posture in home-cage [ 2, sitting or standing; I, crouching position] 

Locom:itor in home-cage [ 2, nonual; I, decrease in locom:itor activity] 

Handling behavior [ 2, nonua~ I, no resistance] 

Heart beats [ 2, nonnal; I, bradycanlia] 

Body temperature [2, nonnal; I, hypothem血］

Fur [ 2, nonnal; I, Moist fur] 

Skin color/ Mucuous membranes [ 2, nom叫； I,abnonnal(pale skin)] 

l.acrirnation [ 2, not observed; I, observed] 

Piloerection [ 2, nonnal; 3, slight; 4, severe] 

respiratory rate[ 2, nonnal; I, hypopnea] 

stereotypy[2, not observed; 3, observed] 

恥 eptthe above fmdings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling(behavior while rem:iving from cage, exophthalmos, pupillary s血，salivation),and c) Open-

field observations (posture, e平!oration,palpebral opening,, tremor, convulsion, gait, b血rrebehavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-1-3(continued). Detailed clinical observations of female rats 

2-IBE (50 mg/kg) 

Open-field observations c) 

Female No. Urination Defecation 

Pre a T8 b TIS T24 T30 T36 T42 L c Pre T8 TlS T24 T30 T36 T42 L 

F03025 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F03026 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F03027 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F03028 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F03029 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜F03030 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F03031 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F03032 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F03033 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F03034 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F03035 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜F03036 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜
Total score 

゜゚ ゜ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚(N) (12) (12) (12) (12) (12) (12) (12) (0) (12) (12) (12) (12) (12) (12) (12) (0) 

a b c 
pre-treatment; day 8 of treatment; lactation period 

Urination [ frequency/30sec] 

Defecation [ frequency/30sec ] 

Except the above fmdings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) 
Observations made while handling(behavior while removing from cage, exophthahnos, pupillaiy siz.e, salivation), and c) Open-field 
observations(posture, exploration, palpebral opening,, tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch 
response, withdrawal reflex, pinna reflex). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-1-4. Detailed clinical observations of female rats 

2-IBE (150 mg/kg) 

Cagc-s;de obscrvatfons •> 
Fe四 leNo. Posture in ho血-cage Loeomotorm home-cage 

F04037 

F04038 

F04039 

F04040 

F04041 

F04042 

F04043 

F04044 

F04045 

F04046 

F04047 

F04048 

Pre'T8 b TIS T24 T30 T36 T42 L c Pre TS TIS T24 TIO T36 T42 L 

h) 
Rcm,vmg from cage/ Obsmat切nsmade while h四 dling

H皿 dlingbehavk>, Heart beats body le叩 erature

Pre TS TIS T24 T30 T36 T42 L Pre TS TIS T24 T30 T36 T42 L Pre TS TIS T24 T30 T36 T42 L 

試験番号 R-12-014

Fu, 

Pre T8 TIS T24 TIO T36 T42 L 

Totalscore 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(N)(12) (12) (12) (12) (12) (12) (12) (0) (12) (12) (12) (12) (12) (12) (12) (0) (12) (12) (12) (12) (12) (12) (12) (0) (12) (12) (12) (12) (12) (12) (12) (0) (12) (12) (12) (12) (12) (12) (12) (0) (12) (12) (12) (12) (12) (12) (12) (0) 

pre-treatm:nt; • day 8 oftreatm:nt; • lactation period 

Posture in hom:-cagc [ 2, sitting orstanding; I, crouching position] 

恥 orootorin hom:-cage [ 2, nonnal; I, decrease in locomotoractivfty] 

Handling behavior [ 2, nonnal; I, no resistance J 

Heart beats [ 2, nonnal; I, bradycanlia I 
Body temperature [2, nonnal; I, hypothem血 l
Fur [2, nom祉 !,Moistfur] 

Skin color/ Mucuous叩 mbran心[2, norm,!; I, abnom叫(paleskin)] 

l.acrimation [2,notobservcd; !,observed I 
Pilocoedion [ 2, nom叫； 3,slight; 4, severe] 

respiratory rate[ 2, nom叫； I,hypopnca] 

stcocutypy[ 2, not observed; 3, o bscrvcd J 

邸叩tthcabove findings, there wcre no changes in all anin-.ls; a) Cagc-sidc obscrvation (voca!i2ation, tremor, convulsion), b) Observations m,de while handling (behaviorwhilc removing from cage, exophthahuos, pupillary s加，salivation),and c) Opcn-fi記Id

observations(posture, c平!oration,pa!pcbral opcning,, tremor, convulsion, gait, bizam: behavior, straub tail, vocali2ation, touch responsc, w;thdrawal reflc~ pinna reflex). 
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試験番号 R-12-014

Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-l-4(continued). Detailed clinical observations of female rats 

Female No. 

2-IBE (150 mg/kg) 
b) 

RellXlving from cage/ Observations made while handling 

Skin color/ Mucuous membranes Lacrunation 

a b c 
Pre TS T15 T24 T30 T36 T42 L 

Open-field observations 
c) 

Piloerection 

Pre TS Tl5 T24 T30 T36 T42 L
 

Pre TS Tl5 T24 T30 T36 T42 L
 

respiratory rate 

Pre T8 TIS T24 T30 T36 T42 L
 

Stereotypy 

Pre T8 TIS T24 T30 T36 T42 L
 

F04037 

F04038 

F04039 

F04040 

FO叩41

F04042 

F04043 

F04044 

F04045 

F04046 

F04047 

F04048 

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

 

2

2

2

2
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2

 

2

2

2

2

2

2

2

2

2

2

2

2

 

2

2

2

2

2

2

2

2

2

2

2

2

 

Total score 

(N) 

1:0 1:0 1:0 1:0 1:0 1:1 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (0) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (0) 

3: 0 3: 0 3: 0 3: 0 3: 0 4: I 3: 0 3: 0 

(12) (12) (12) (12) (12) (12) (12) (0) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (0) 

3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 3: 0 

(12) (12) (12) (12) (12) (12) (12) (0) 

pre-treatment; day 8 of treatment; lactation period 

Posture in home-cage [ 2, sitting or standing; I, crouching position] 

Locomotor in home-cage [ 2, norn叫； I,decrease in locomotor activity] 

Handling behavior [ 2, nom祉 I,no resistance] 

Heart beats [ 2, normal; I, bradycanlia] 

Body temperature [2, normal; I, hypothermia ] 

Fur [2,nom叫； I,Moist fur] 

Skin color/ Mucuous membranes [ 2, normal; I, abnormal(pale skin)] 

Lacrimation [ 2, not obseIVed; 1, obseIVed] 

Piloerection [ 2, normal; 3, slight; 4, severe] 

respiratory rate[ 2, normal; 1, hypopnea] 

stereotypy[ 2, not obseIVed; 3, obseIVed] 

底 eptthe above findings, there were no changes in all animals; a) Cage-side obseIVation (vocalization, tremor, convulsion), b) ObseIVations made while handling(behavior while removing from cage, exophthabms, pupillaty s切，salivation),and c) Open-

field observations (posture, e平loration, palpebral opening,, tremor, convulsion, gait, bi2arre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex) 
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Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-1-4(continued). Detailed clinical observations of female rats 

2-IBE (150 mg/kg) 

Open-field obseivations c) 

Female No. Urination Defecation 

Pre a --TS _b -T1_5 T_2_4 _T__3_0 _T__3_6 _T_42 __  L c Pre TS Tl5 T24 T30 T36 T42 L 

F04037 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F04038 

゜゚ ゜゚ ゜゚
1 

゜゚ ゜゚ ゜゚ ゜F04039 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F04040 l 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜F04041 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F04042 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F04043 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F04044 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F04045 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F04046 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F04047 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F04048 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜
Total score 

゜゚ ゜゚ ゜ ゜ ゜゚ ゜゚ ゜゚ ゜゚(N) (12) (12) (12) (12) (12) (12) (12) (0) (12) (12) (12) (12) (12) (12) (12) (0) 

a b c 
pre-treatment; -day 8 of treatment; -lactation period 

Urination [ frequency/30sec] 

Defecation [ frequency/30sec] 

Except the above fmdings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) 
Observations made while handling(behavior while removing from cage, exophthalmos, pupillary siz.e, salivation), and c) Open-field 
observations(posture, exploration, palpebral opening,, tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch 
response, withdrawal reflex, pinna reflex). 
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Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-2-1. Detailed clinical observations of female rats, satellite group 
Control(VehにK:Waterformjection)

FemakNo 

F05049 

FOSOSO 

FOSOSI 

F05052 

F05053 

F05054 

F05055 

F05056 

F05057 

F05058 

Totalscore 

(N) 

Cage-side obse,vation, 

Posture mhomeべage

Pre'T8b TI5 T24 T30 T36 T42 Rザ RI4

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 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 

l:0 1:0 1:0 1:0 1:0 1; 0 1; 0 1:0 1:0 

(10) (JO) (JO) (JO) (10) (JO) (JO) (S) (S) 

pmtmatmmt; day 8oftreatmnt; day 1ofmcovew 

p"sturemhomメ age[ 2,si面ngors臼ndhg:1,cruuchhgposkion ] 

Lo,omoto1m hom心 age[ 2noml: 1.decreasemIoconDtoraawhy] 

H,ndling b,hav;,, [ 2 nom叫： l．no msStance ] 

H"rtb"'" [2,nom叫： l,bradyc皿 la]

Bodytotup四tore[2.nom叫I.hypothomn, l 

FOi [2.nom叫； I.Mootfu『]

s血 oolorIMucuousmmbmes [ 2. nomI: l. abnoml] 

しc巾四fon[2,notobso,v,d: 1,obsm,d] 

Pibe匹foo[ 2 nomal: 3. slight: 4, smre] 

resp血to,yrat,[ 2, nomal: I, hypopn"J 

stereotypy[ 2,not obmv,d: 3. obmv,d] 

Looo=to, m hom只：age

Pre T8 TIS T2l DO D6 T42 R7 Rt4 

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 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 

l:0 1:0 1:0 1:0 1;0 1:0 1:0 1;0 1:0 

(IO) (IO) (IO) (IO) (IO) (IO) (IO) (5) (5) 

Removing from"ge / Obsemt;,., mode whHe handling 
h) 

Handlingbehavior Hem beats 

Pre T8 TIS T2I TJO TJ6 T42 R7 Rl4 P≪ T8 TIS T21 TJO TJ6 T42 R7 Rl4 

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 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  2222222  

222222222  2222222  

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 2 2 2 2 2 2 2 2 2 2 2 2 

222222222  2222222  

l:0 1: 0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(10) (JO) (JO) (JO) (JO) (JO) (JO) (5) (5) 

1:0 1:0 1:0 1:0 1:0 1: 0 1:0 1:0 1:0 

(10) (10) (10) (10) (10) (10) (10) (5) (5) 

odyt,mperature 

Pre T8 TIS T21 TJO T36 T42 R7 Rl4 

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 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 

1,0 1,0 1,0 1,0 1,0 1,0 1,0 1,0 1,0 

(IO) (IO) (IO) (IO) (IO) (IO) (10) (5) (5) 

知ptth,,bov, findmgs, th如W匹 nochanges m auanmnk: a) 0g←sideobsewaIion (Voca比atbn.tremor.convukmn).b)0bsewations mdewhilehandling(behaviorwhilemmovmg如m"g,.,,ophthalmos.popill町sm.salivation).andC)0pen-fieldobs口Vations(postum. 

e平loration,pahebralopenmg..tmmor.convubnn.gat.b伝m,behav909.straub tallvocahmtion,touchmsponse.withdrawaIm●m,pmnamnex) 

179 

試験番号 R-12-014

Fu, 

Pre T8 TIS T2I TJO D6 T42 R7 Rl4 

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 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 

2222222  

l:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(IO) (IO) (IO) (IO) (IO) (IO) (IO) (5) (5) 



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-2-l(continued). Detailed clinical observations of female rats, satellite group 
Control (vehicle: water for injection) 

Removing from cage/ Observations made while handling 
b) 

Female No Skin color/ Mucuous membranes Lacrimation 

a b c 

Open-field obseivations'' 

Pilocrcction respiratory rate Stereotypy 

試験番号R-12-014

Pre --TS -TIS T24 TJO T36 T42 R7 -Rl4 Pre TS TIS T24 TJO T36 T42 R7 Rl4 Pre T8 Tl5 T24 T30 T36 T42 R7 Rl4 Pre TB TIS T24 TJO T36 T42 R7 Rl4 Pre TS TIS 124 TIO T36 T42 R7 Rl4 

FOS049 

FOSOSO 

FOSOSI 

FOS052 

F05053 

F05054 

F05055 

FOS056 

FOS057 

FOSOS8 

Total score 

(N) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(to) (to) (to) (10) (to) (10) (10) (5) (5) 

pre-treatment; • day 8 of treatment; • day 7 of recovery 

Posture in home-cage [ 2, sitting or standing; !, crouching position ] 

Locomotor in home-cage [ 2, nom叫；!,decrease in locomotor activity] 

Handling behavior [ 2, no叩!;!, no resistance] 

Hcart bcats [ 2, normal; !, bradycardia] 

Body tc呵,crature[2, normal; !, hypothem血］

Fur [2,nom叫； !,Mo臼tfur] 

Skin color/ Mucuous membranes [ 2, nonna~ I, abnormal] 

l.acrimation [ 2, not observed; I, observed ] 

Pilocrcction [ 2,nonnal; 3,slight; 4, scverc] 

respiratory rate[ 2, nom叫； 1,hypopnea]

stereotypy[ 2, not observed; 3, observed ] 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(10) (10) (10) (10) (10) (10) (10) (5) (5) 

3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 

(IO) (IO) (IO) (IO) (IO) (IO) (IO) (5) (5) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(10) (10) (10) (10) (10) (10) (10) (5) (5) 

3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 

(IO) (IO) (IO) (IO) (IO) (IO) (IO) (5) (5) 

邸cptthc abovc fmdings, thcre were no changes in all anirrals; a) Cage-side observation (vocalization, tre!IlOr, convulsion), b) Observations madc whilc handling(behaviorwhile removing from cage, e"'phthal!IlOs, pupillary s加， salivation),and c) Open-field observations 

(posture, c平!oration,palpebral opening,, tremor, convulsion, gait, bt?arre behavior, straub tail, vocalization, touch response, withdrawal rcflcx; pinna reflex). 
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Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-2-l(continued). Detailed clinical observations of female rats, satellite group 

Control (vehicle: water for injection) 

Open-field observations c) 

Female No. Urination Defecation 

Pre a --TS b -T15 T24 T30 T36 T42 R7 c -R14 Pre T8 TlS T24 T30 T36 T42 R7 R14 

F05049 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F05050 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F05051 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F05052 

゜゚ ゜゚ ゜゚
3 

゜゚ ゜゚ ゜゚ ゜F05053 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F05054 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜F05055 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜F05056 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜F05057 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜F05058 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜
Total score 

゜゚ ゜゚ ゜゚
3 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜(N) (10) (10) (10) (10) (10) (10) (10) (5) (5) (10) (10) (10) (10) (10) (10) (10) (5) (5) 

a b c 
pre-treatment; day 8 of treatment; day 7 ofrecovery 

Urination [ frequency/30sec] 

Defecation [ frequency/30sec] 

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling(behavior 

while removing from cage, exophthalmos, pupillary size, salivation), and c) Open-field observations(posture, exploration, palpebral opening,, tremor, convulsion, gait, bizarre 
behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-2-2. Detailed clinical observations offemale rats, satellite group 
2-IBE(ISOm叫g)

Fe=l,No 

F06059 

F06060 

F06061 

F06062 

F06063 

F06064 

F06065 

F06066 

F06067 

F06068 

Totalscore 

(N) 

Oge・sideobs口Vations

Postum mhomeべage

Pre'TSb TIS T21 T30 T36 T42 Rザ RI4

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 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 

l:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(10) (JO) (JO) (JO) (JO) (JO) (10) (5) (5) 

pmtreatmmt: day 80ftreatmmt: day 70f砥OVay

Posture in hon≫<ag, [ 2, sitting mmnding; I,,roaching posaion] 

Looo叩torinhom-cag,[lnom叫； 1，decrease in locomotoraaivhy] 

!fondling bohavio, [ l nom叫； 1，no resとはnce] 

Hピart boats[2.nom叫； l,brady,叫•1

Body temp四ture[2,nom祉 1,hypothennia]

Fu, [2,nom叫 1,Moistfu,]

skincolorIMucuous叩 mbranos[2,nom叫； 1,abnom叫］

hcmmtion [2, notobsewed; 1,obsewed ] 

Piloemtion [ 2 nmmal; J.slight; 4,severe] 

respin,tmyrate[2,nom叫 I,hypopnea] 

steremypy[2.notobsew叫； 3.obsemd]

u,co=to『inho=べage

Pre TS TIS T2l TIO T36 T42 R7 Rl4 

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 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 

2222222  

l:O l; o l:O l:O l:0 J:0 J:0 J:O l:0 

(JO) (JO) (JO) (JO) (JO) (JO) (JO) (5) (5) 

Re,oovmg伽mcageIObsewationS四dewhikhand伽g
h9 

Handlingbehavmr HeartbeaIS 

Pre T8 TIS T21 T30 T36 T42 R7 Rl4 Pre T8 Tl5 T21 TIO T36 T42 R7 Rl4 

2222222  2 2 2 2 2 2 2  

2222222  2 2 2 2 2 2 2  

2222222  2 2 2 2 2 2 2  

2 2 2 2 2 2 2 2 2 2 2 2 2 2 

2222222  2 2 2 2 2 2 2  

222222222  2 2 2 2 2 2 2  

222222222  2222222  

222222222  2222222  

222222222  2 2 2 2 2 2 2  

222222222  2 2 2 2 2 2 2  

l: 0 1:0 1:0 1;0 1:0 1:0 1:0 1:0 1:0 

(IO) (10) (10) (IO) (IO) (10) (IO) (5) (5) 

l:O l:O l:O l:0 1:O l:O l:O l:O l:0 

(10) (JO) (JO) (10) (10) (10) (10) (5) (5) 

body temp四ture

Pre T8 TlS T21 TJO TJ6 T42 R7 R14 

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 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 

l:0 1;0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(JO) (JO) (JO) (JO) (JO) (JO) (JO) (5) (5) 

邸 optth, above findings, there were no changes in allanima1s; a) Cag~s id,obsmation (vocali;.ation,,,.,,,,,, oonvo1sion), b)Obmvation,四dewhile handling(behaviorwhileremwing fromcage,emph1habuos,pupill四ys切， SalivaIion}andc)0pen-fieldobs口Vations(posture. 

,,q,loration, pa~ebral opening,, Ire叩',convu1sion,ga<, b加mbehavior,SIraub taiLVoロlim1ion,1ouchresponse,Withdrawalre仇尤pinnareflo,)
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Fur 

Pre TS TIS T2I TJO T36 T42 R7 Rl4 

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2 2 2 2 2 2 2 

2222222  

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 

2222222  

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(10) (10) (10) (10) (10) (10) (10) (5) (5) 



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 6-2-2(continued). Detailed clinical observations of female rats, satellite group 

2-IBE (ISO mg/kg) 

Removing from cage/ Obsetvations made while handling 
b) 

Female No Skin color/ Mucuous membranes Lacrimation 

Open-field observations,) 

Pilocrcction respiratory rate Stereotypy 

試験番号 R-12-014

a b c 
Pre -T8 -TIS T24 T30 T36 T42 R7 -Rl4 Pre T8 TIS T24 T30 T36 T42 R7 Rl4 Pre T8 TIS T24 T30 T36 T42 R7 Rl4 Pre TS TIS T24 T30 T36 T42 R7 Rl4 Pre TB T15 T24 TIO T36 T42 R7 R14 

F06059 

F06060 

F06061 

F06062 

F06063 

F06064 

F0606S 

F06066 

F06067 

F06068 

Total score 

(N) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(IO) (IO) (IO) (IO) (IO) (IO) (IO) (5) (5) 

pre-treatment; day 8 of treatment; day 7 of recovery 

Posture in home-cage [ 2, sitting or standing; I, crouching position ] 

Locomotor in home-cage [ 2, nonnal; !, decrease in locomotor activity] 

Handling behavior [ 2, nonnal; !, no resistance] 

Heart beats [ 2, nonnal; I, bradycardia] 

Body temperature [2, nonnal; !, hypothem血］
Fur [ 2, nonnal; I, Moist fur] 

Skin color/ Mucuous membranes [ 2, nonnal; !, abnonnal] 

U1crirmtion [ 2, not observed; !, observed] 

Piloerection [ 2, normal; 3, slight; 4, severe] 

respiratory rate[ 2, nonnal; !, hypopnea] 

stereotypy[ 2, not observed; 3, observed] 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(10) (10) (10) (10) (10) (10) (10) (5) (5) 

3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 

(IO) (IO) (IO) (IO) (IO) (10) (IO) (5) (5) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(10) (10) (10) (10) (10) (10) (10) (5) (5) 

3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 

(10) (10) (10) (10) (10) (10) (10) (5) (5) 

邸eptthe above findings, there were no changes in all an血 Is;a) Cage-side observation (voca血tion,tre1mr, convulsion), b) Obscrvations made whilc handling(behaviorwhile removing from cage，四phthal1ms,puptllary siz<, salivation), and c) Opcn-ficld observations 
(posture, e平!oration,palpebral opening,, tremor, convulsion, gait, bi2llrrc behavior, straub tail, vocalization, touch rcsponsc, withdrawal rc flc~ pinna rcflcx) 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 6-2-2(continued). Detailed clinical observations of female rats, satellite group 

2-IBE (150 mg/kg) 

Open-field observations 
c) 

Female No. Urination Defecation 

Pre a T_S _ b _ T15 _ T_ 2_ 4 T__ 30 _ T__ 3_ 6 _T_ 42 _ R_ 7 c -R14 Pre T8 TIS T24 T30 T36 T42 R7 R14 

F06059 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F06060 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F06061 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F06062 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F06063 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F06064 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜F06065 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜F06066 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜F06067 2 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜F06068 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜
Total score 2 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜(N) (10) (10) (10) (10) (10) (10) (10) (5) (5) (10) (10) (10) (10) (10) (10) (10) (5) (5) 

a b c 
pre-treatment; day 8 of treatment; day 7 ofrecovery 

Urination [ frequency/30sec] 

Defecation [ frequency/30s ec] 

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling(behavior 
while removing from cage, exophthalmos, pupillary size, salivation), and c) Open-field observations(posture, exploration, palpebral opening,, tremor, convulsion, gait, bizarre 
behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 7-1-1. Body weights of male rats 

Control (vehicle: water for injection) 
Male No. Days of administration 

4 7 14 21 28 35 42 

MOIOOI 416.9 429.3 435.7 465.2 482.9 505.4 534.1 543.9 

M01002 395.0 418.1 435.2 469.4 502.5 536.0 563.3 566.6 

M01003 398.8 406.7 422.9 442.1 461.9 487.1 516.9 521.5 

M01004 404.3 409.0 430.1 452.2 474.3 497.7 524.9 536.2 

MOIOOS 375.7 383.7 393.3 418.8 431.1 462.0 479.4 478.3 

M01006 346.6 361.2 375.0 396.6 416.2 437.8 459.8 464.7 

M01007 413.9 428.7 440.8 462.7 478.8 501.1 528.2 530.4 

M01008 387.8 390.2 402.6 421.7 438.2 459.7 472.8 478.3 

M01009 412.8 427.5 441.3 474.0 492.2 519.9 548.2 570.6 

M01010 370.5 378.2 388.1 409.7 419.0 446.2 460.4 453.1 

MOIOll 369.1 378.0 390.6 403.1 412.5 436.7 444.9 454.5 

M01012 358.3 378.6 386.1 403.1 420.4 436.7 457.6 471.5 

Number of males 12 12 12 12 12 12 12 12 

Mean 387.5 399.1 411.8 434.9 452.5 477.2 499.2 505.8 

S.D. 23.3 23.7 24.8 29.1 33.0 35.0 40.9 43.6 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 7-1-2. Body weights of male rats 

2-IBE 15 mg/kg 

Male No. Days of administration 

1 4 7 14 21 28 35 42 

M02013 357.8 373.8 384.4 404.4 426.3 450.2 465.5 468.1 

M02014 388.4 405.8 407.9 422.7 431.7 461.2 476.8 484.7 

M02015 363.2 371.7 383.6 405.0 419.4 442.2 454.5 463.0 

M02016 427.5 445.3 461.7 499.3 511.5 536.7 560.4 566.1 

M02017 401.2 415.5 436.4 453.2 467.4 496.5 517.1 510.2 

M02018 359.0 367.8 382.5 396.0 414.1 433.8 443.3 456.6 

M02019 392.0 405.0 408.0 421.5 443.1 454.7 476.6 488.8 

M02020 416.5 431.0 438.1 479.0 496.8 529.2 548.2 578.0 

M02021 401.1 417.0 433.9 472.2 490.9 508.7 536.3 550.8 

M02022 380.5 390.5 400.5 430.2 443.5 472.3 489.1 501.9 

M02023 405.4 419.9 440.8 474.0 491.5 514.8 545.7 561.7 

M02024 402.0 415.7 420.5 446.5 479.9 502.6 526.1 543.6 

Number of males 12 12 12 12 12 12 12 12 

Mean 391.2 404.9 416.5 442.0 459.7 483.6 503.3 514.5 

S.D. 22.4 24.4 26.1 33.8 33.9 35.4 40.3 43.7 

Significance NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN 

Significantly different from the control笞oup(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control笞oup.

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated笞oupwas the same as the value in the control郡oup.

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 7-1-3. Body weights of male rats 

2-IBE 50 mg/kg 

Male No. Days of administration 

4 7 14 21 28 35 42 

M03025 422.0 439.4 450.0 487.2 516.6 564.5 586.2 594.4 

M03026 388.1 397.1 411.8 430.4 456.3 478.0 495.3 498.3 

M03027 405.0 415.3 431.7 473.2 505.3 529.9 559.3 563.3 

M03028 406.6 424.4 439.9 464.3 487.1 521.3 555.1 567.8 

M03029 380.1 385.7 399.9 424.0 447.6 475.1 501.3 507.9 

M03030 357.5 364.1 373.3 387.7 406.9 422.8 439.3 448.4 

M03031 384.9 398.8 413.8 450.1 469.3 492.6 516.4 536.3 

M03032 410.3 423.2 429.6 446.6 482.9 518.0 544.8 553.0 

M03033 385.6 397.0 407.8 443.3 462.9 496.3 522.6 554.l 

M03034 360.6 375.0 386.l 391.2 413.3 443.0 472.0 488.9 

M03035 374.0 391.0 404.l 431.5 456.4 481.7 503.5 524.7 

M03036 408.0 421.8 435.1 476.6 494.4 520.0 550.3 565.7 

Number of males 12 12 12 12 12 12 12 12 

Mean 390.2 402.7 415.3 442.2 466.6 495.3 520.5 533.6 

S.D. 20.4 22.4 22.8 31.5 33.6 38.9 41.3 41.4 

Significance NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN 

Significantly different from the control笞oup(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control郡oup.
NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 7-1-4. Body weights of male rats 

2-IBE 150 mg/kg 

Male No. Days of administration 
4 7 14 21 28 35 42 

M04037 383.4 376.8 392.5 412.5 422.9 455.7 477.3 487.2 

M04038 373.5 373.1 384.0 410.6 436.8 463.4 483.6 486.7 

M04039 393.1 396.7 410.7 442.1 470.8 510.7 528.3 535.1 

M04040 410.1 425.0 445.7 485.0 513.5 548.0 575.0 594.4 

M04041 355.6 355.8 363.6 384.3 410.2 431.2 447.2 451.8 

M04042 431.4 436.4 448.1 473.9 494.5 524.9 544.9 558.5 

M04043 415.7 423.3 434.8 456.5 485.6 512.6 531.5 549.1 

M04044 378.7 387.7 401.9 424.0 446.9 470.6 497.l 512.8 

M04045 359.9 362.9 383.1 416.2 436.1 465.5 469.0 491.7 

M04046 387.6 389.2 403.6 441.5 462.1 484.4 502.2 513.3 

M04047 418.0 425.9 445.5 490.8 520.7 556.8 578.2 594.5 

M04048 378.4 378.9 386.2 413.0 431.5 447.1 465.9 484.4 

Number of males 12 12 12 12 12 12 12 12 

Mean 390.5 394.3 408.3 437.5 461.0 489.2 508.4 521.6 

S.D. 23.8 27.l 28.8 33.4 36.2 40.6 43.1 45.3 

Significance NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN 

Significantly different from the control笞oup(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 7-2-1. Body weights of male rats at the recovery period 

Control (vehicle: water for injection) 

Male No. Days ofrecovery 

7 14 

M01008 479.3 483.1 488.4 

M01009 577.5 589.7 593.3 

M01010 449.8 455.7 474.3 

M01011 454.5 476.2 485.5 

M01012 471.6 48.3.1 492.5 

Number of males 5 5 5 

Mean 486.5 497.6 506.8 

S.D. 52.3 52.7 48.8 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 7-2-2. Body weights of male rats at the recovery period 

2-IBE 150 mg/kg 

Male No. Days ofrecovery 

7 14 

M04044 504.6 534.8 546.1 

M04045 484.6 506.3 516.6 

M04046 519.2 534.3 535.3 

M04047 590.8 623.3 625.6 

M04048 481.2 494.3 510.8 

Number of males 5 5 5 

Mean 516.1 538.6 546.9 

S.D. 44.5 50.5 46.2 

Significance NS NS NS 

Statistical method TT TT TT 

Significantly different from the control笞oup(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

TT: Analysis by Student's t-test. 
UA: Unable to be analyzed because the value in the treated笞oupwas the same as the value in the control笞oup.

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 8-1-1. Body weights of female rats 

Control (vehicle: water for injection) 

Female No. Days of administration 

4 7 14 21 

FOlOOl 236.7 247.7 250.2 255.7 

F01002 264.0 280.3 296.0 305.7 

F01003 251.7 258.0 258.9 283.5 

F01004 239.7 240.3 240.2 253.6 

FOIOOS 237.5 251.9 257.1 274.2 

F01006 256.0 269.9 274.3 286.6 

F01007 261.2 256.8 274.2 290.0 

F01008 258.4 274.5 287.4 298.4 

F01009 242.9 251.5 260.2 256.0 

F01010 255.4 258.8 269.1 271.1 

FOlOll 244.2 253.1 264.3 274.8 

F01012 272.5 284.9 293.6 309.5 

Number of females 12 12 12 12 

Mean 251.7 260.6 268.8 279.9 

S.D. 11.5 13.7 17.2 19.1 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 8-1-2. Body weights of female rats 

2-IBE 15 mg/kg 

Female No. Days of administration 

1 4 7 14 21 

F02013 249.6 246.6 258.4 273.2 

F02014 258.0 258.3 250.4 265.6 296.9 

F02015 254.2 263.0 268.1 264.2 

F02016 259.3 266.8 270.8 280.6 

F02017 260.3 268.8 275.9 275.4 

F02018 285.8 289.6 298.7 312.1 

F02019 238.6 244.4 246.4 263.8 

F02020 251.1 263.5 268.5 274.6 

F02021 251.1 266.6 279.0 279.8 

F02022 256.5 273.0 285.4 288.6 

F02023 235.7 240.7 247.4 245.7 

F02024 267.4 269.4 270.l 285.1 

Number of females 12 12 12 12 

Mean 255.6 262.6 268.3 275.7 

S.D. 13.0 13.6 15.8 16.2 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

Significantly different from the control駆oup(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated宦oupwas the same as the value in the control四oup.

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 8-1-3. Body weights of female rats 

2-IBESO m詠g

Female No. Days of administration 

4 7 14 21 

F03025 241.4 257.8 262.8 273.2 

F03026 237.9 238.8 247.9 262.0 

F03027 252.6 262.2 263.1 289.8 

F03028 238.9 245.5 247.9 264.7 

F03029 256.5 253.5 267.7 273.8 

F03030 259.4 267.7 268.1 284.7 

F03031 265.3 270.9 278.4 283.4 

F03032 263.1 265.3 278.7 298.0 

F03033 242.9 251.4 264.6 272.3 

F03034 277.0 293.5 304.3 319.4 

F03035 248.0 249.6 263.5 277.6 

F03036 256.9 271.4 280.7 297.5 

Number of females 12 12 12 12 

Mean 253.3 260.6 269.0 283.0 

S.D. 12.0 14.6 15.3 16.3 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

Significantly different from the control group (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated gJ:"oup was the same as the value in the control野oup.

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 8-1-4. Body weights of female rats 

2-IBE 150 mg/kg 

Female No. Days of administration 

4 7 14 21 

F04037 253.l 253.5 250.8 264.9 

F04038 255.1 222.0 245.7 263.1 

F04039 270.6 265.0 275.3 294.0 

F04040 282.5 276.3 283.9 287.3 

F04041 237.5 245.1 251.1 253.7 

F04042 262.0 251.9 256.5 273.9 

F04043 264.0 261.6 269.0 288.8 

F04044 238.7 189.1 219.7 264.9 

F04045 249.5 258.6 273.3 285.6 

F04046 241.6 248.5 250.0 255.5 

F04047 240.6 241.9 247.9 268.3 

F04048 269.9 266.2 272.9 283.8 

Number of females 12 12 12 12 

Mean 255.4 248.3 258.0 273.7 

S.D. 14.6 23.3 17.7 13.8 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

Significantly different from the control w:oup (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated笞oupwas the same as the value in the control野oup.

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 8-2-1. Body weights of female rats, satellite group 

Control (vehicle: water for injection) 

Female No. Days of administration 

4 7 14 21 28 35 42 

F05049 254.2 269.6 274.5 269.4 265.8 279.0 281.8 292.9 

F05050 289.0 295.6 299.4 311.1 328.5 334.6 340.9 354.7 

F05051 256.1 256.3 263.4 271.8 280.3 276.5 287.7 285.8 

F05052 236.5 248.7 257.0 260.9 267.4 264.9 269.8 272.0 

F05053 239.1 243.8 245.3 265.3 281.9 282.2 298.4 303.8 

F05054 243.8 253.0 259.3 261.7 265.3 284.6 286.0 290.6 

F05055 253.0 260.8 266.7 272.1 285.3 295.1 298.2 301.5 

F05056 272.9 274.5 289.9 310.0 318.6 315.1 325.3 341.0 

F05057 245.1 256.4 266.4 272.2 273.5 287.4 299.4 307.5 

F05058 244.9 245.9 249.3 265.8 277.4 283.4 285.8 294.9 

Number of females 10 10 10 10 10 10 10 10 

Mean 253.5 260.5 267.1 276.0 284.4 290.3 297.3 304.5 

S.D. 16.3 15.8 17.0 18.6 21.9 20.3 21.2 25.2 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 8-2-2. Body weights offemale rats, satellite group 

2-IBE 150 mg/kg 

Female No. Days of administration 

4 7 14 21 28 35 42 

F06059 244.9 242.8 251.1 270.7 285.1 291.9 297.9 301.3 

F06060 247.7 243.1 262.6 274.8 295.3 309.4 307.1 301.7 

F06061 248.9 244.5 258.6 273.0 281.7 285.3 296.8 302.4 

F06062 267.1 265.7 271.9 273.9 280.0 295.5 293.3 298.3 

F06063 258.4 243.8 263.2 295.3 307.4 333.7 330.3 323.3 

F06064 263.2 257.8 268.3 283.3 292.6 299.6 302.0 301.5 

F06065 268.6 270.1 279.2 296.3 305.2 316.3 323.7 326.8 

F06066 257.2 248.5 266.1 277.8 296.6 316.6 325.7 326.9 

F06067 250.9 249.1 258.l 276.1 291.4 298.9 308.1 313.2 

F06068 241.2 240.3 248.2 262.8 278.2 284.1 282.9 295.5 

Number of females 10 10 10 10 10 10 10 10 

Mean 254.8 250.6 262.7 278.4 291.4 303.1 306.8 309.1 

S.D. 9.5 10.4 9.3 10.5 10.2 15.7 15.5 12.3 

Significance NS NS NS NS NS NS NS NS 

Statistical method TT TT TT TT AW  TT TT AW  

Significantly different from the control笞oup(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

TT: Analysis by Student's t-test. 

AW: Analysis by Asp in-Welch t-test. 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control笞oup.

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 8-3-1. Body weights of female rats at the recovery period 

Control (vehicle: water for injection) 

Female No. Days ofrecovery 

1 7 14 

F05054 289.1 312.6 311.7 

F05055 305.7 310.1 307.5 

F05056 337.8 349.5 357.9 

F05057 306.7 308.6 315.5 

F05058 294.1 305.8 313.7 

Number of females 5 5 5 

Mean 306.7 317.3 321.3 

S.D. 19.0 18.2 20.7 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 8-3-2. Body weights of female rats at the recovery period 

2-IBE 150 mg/kg 

Female No. Days ofrecovery 

7 14 

F06064 302.5 323.4 325.3 

F06065 327.2 330.4 346.6 

F06066 331.0 348.9 357.1 

F06067 316.l 334.7 335.4 

F06068 291.6 311.7 317.2 

Number of females 5 5 5 

Mean 313.7 329.8 336.3 

S.D. 16.6 13.8 16.0 

Significance NS NS NS 

Statistical method TT TT TT 

Significantly different from the control笞oup(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control郡oup.

TT: Analysis by Student's t-test. 

UA: Unable to be analyzed because the value in the treated g,oup was the same as the value in the control笞oup.
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 9-1. Body weights of dams during pregnancy 

Control (vehicle: water for injection) 
Dam No. Days of pregnancy 

゜
7 14 20 26 

FOlOOl 248.7 277.8 307.7 378.1 

F01002 317.6 349.3 377.0 458.5 

F01003 288.9 325.9 365.4 444.9 

F01004 265.3 300.7 330.5 408.3 

FOIOOS 287.2 323.2 360.4 423.3 

F01006 288.6 324.0 360.1 450.5 

F01007 293.7 337.5 378.5 452.7 

F01008 308.6 354.2 394.0 462.9 

F01009 276.3 309.9 343.7 418.7 

F01010 280.0 310.7 348.9 421.8 

FOIOI 1 273.6 326.8 366.9 452.1 

F01012 318.6 351.4 400.4 502.0 

Number of dams 12 12 12 12 

Mean 287.3 324.3 361.1 439.5 

S.D. 20.7 22.5 26.1 31.7 

>: Excluded from analysis (not pregnant) 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 9-2. Body weights of dams during pregnancy 

2-IBE 15 m詠g

Dam No. Days of pregnancy 

゜
7 14 20 

F02013 275.8 323.9 361.5 434.9 

F02015 279.3 314.0 347.5 427.3 

F02016 297.7 319.2 344.8 428.8 

F02017 295.5 330.2 371.2 469.4 

F02018 326.5 365.1 405.1 484.1 

F02019 276.0 315.9 352.0 431.7 

F02020 285.8 315.8 349.6 432.6 

F02021 293.9 332.5 369.2 455.5 

F02022 298.5 321.1 341.1 384.7 

F02023 ＞ 254.6 > 259.7 > 273.8 > 276.0 > 

F02024 280.4 315.5 344.4 438.6 

Number of dams 10 10 10 10 

Mean 290.9 325.3 358.6 438.8 

S.D. 15.4 15.3 19.4 26.9 

Significance NS NS NS NS 

Statistical method AN AN AN KW  

>: Excluded from analysis (not pregnant) 

Significantly different from the control group (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 

26 

280.3 > ＞ ＞ 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 9-3. Body weights of dams during pregnancy 

2-IBE 50 mg/kg 

Dam No. Days of pregnancy 

゜
7 14 20 

F03025 286.5 321.2 357.0 443.8 

F03026 266.1 297.4 331.0 401.3 

F03027 288.9 328.5 360.0 439.0 

F03028 284.8 318.8 360.2 450.7 

F03029 280.4 323.4 351.6 448.4 

F03030 287.9 329.8 371.0 440.5 

F03031 292.6 323.6 354.0 441.7 

F03032 286.4 323.2 350.8 459.3 

F03033 281.6 322.4 361.3 452.1 

F03034 318.4 361.5 403.5 477.7 

F03035 285.2 312.4 342.1 406.8 

F03036 303.9 332.5 366.7 447.9 

Number of dams 12 12 12 12 

Mean 288.6 324.6 359.1 442.4 

S.D. 12.8 14.8 17.6 20.7 

Significance NS NS NS NS 

Statistical method AN AN AN KW  

>: Excluded from analysis (not pregnant) 

Significantly different from the control group (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 

26 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 9-4. Body weights of dams during pregnancy 

2-IBE 150 m詠g

Dam No. Days of pregnancy 

゜
7 14 20 26 

F04037 280.2 322.9 362.9 457.7 

F04038 265.3 308.0 341.9 444.4 

F04039 301.6 335.2 369.3 436.4 

F04040 302.8 334.6 373.8 444.8 

F04041 260.7 280.7 327.0 399.1 

F04042 283.4 317.6 347.5 438.4 

F04043 306.2 339.7 382.7 456.1 

F04044 269.0 300.7 261.4 276.5 

F04045 296.6 326.5 356.4 438.3 

F04046 272.2 302.9 332.2 401.8 

F04047 268.9 303.0 339.5 367.7 

F04048 291.0 324.1 359.5 445.6 

Number of dams 12 12 12 12 

Mean 283.2 316.3 346.2 417.2 

S.D. 16.1 17.5 31.6 51.8 

Significance NS NS NS NS 

Statistical method AN AN AN KW  

>: Excluded from analysis (not pregnant) 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 10-1. Body weights of dams during lactation 

Control (vehicle: water for injection) 

Dam No. Days of lactation 

゜
4 

FOlOOl 277.1 309.1 

F01002 341.5 347.4 

F01003 313.2 363.6 

F01004 303.6 323.5 

F01005 331.2 353.8 

F01006 321.3 319.6 

F01007 352.9 365.9 

F01008 339.0 289.1 

F01009 308.5 330.5 

F01010 335.2 342.6 

FOlOl 1 336.4 347.0 

F01012 364.4 404.3 

Number of dams 12 12 

Mean 327.0 341.4 

S.D. 23.7 30.1 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 10-2. Body weights of dams during lactation 

2-IBE 15 mg/kg 

Dam No. Days of lactation 

゜
4 

F02013 311.9 344.7 

F02014 296.4 346.2 

F02015 336.9 339.8 

F02016 312.7 328.0 

F02017 335.7 356.5 

F02018 388.5 397.8 

F02019 318.3 349.3 

F02020 321.0 333.0 

F02021 347.3 350.0 

F02022 333.6 353.9 

F02024 301.7 346.1 

Number of dams 11 11 

Mean 327.6 349.6 

S.D. 25.5 18.1 

Significance NS NS 

Statistical method AN KW  

Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 10-3. Body weights of dams during lactation 

2-IBE 50 mg/kg 

Dam No. Days of lactation 

゜
4 

F03025 322.4 342.4 

F03026 319.5 331.1 

F03027 335.3 349.5 

F03028 318.7 348.4 

F03029 292.7 347.9 

F03030 362.0 365.7 

F03031 331.3 328.1 

F03032 323.0 365.7 

F03033 327.0 359.8 

F03034 318.0 342.8 

F03035 321.9 334.4 

F03036 311.7 344.1 

Number of dams 12 12 

Mean 323.6 346.7 

S.D. 16. l 12.4 

Significance NS NS 

Statistical method AN KW  

Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 10-4. Body weights of dams during lactation 

2-IBE 150 m詠g

Darn No. Days oflactation 

゜
4 

F04037 323.8 312.2 

F04038 321.6 340.1 

F04039 366.4 347.6 

F04040 342.2 360.9 

F04041 297.5 327.3 

F04042 324.7 345.5 

F04043 352.1 370.3 

F04044 224.5 267.3 

F04045 329.1 350.0 

F04046 320.6 326.3 

F04047 271.1 327.6 

F04048 335.3 351.1 

Number of dams 12 12 

Mean 317.4 335.5 

S.D. 38.1 26.9 

Significance NS NS 

Statistical method AN KW  

Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 11-1-1. Food consumption of male rats 

Control (vehicle: water for injection) 

Male No. Days of administration 

7 14 29 35 41 

MOIOOI 30.1 28.1 28.6 28.5 26.3 28.0 

M01002 31.0 30.7 29.5 33.4 29.2 28.5 

M01003 29.8 23.3 29.1 25.7 26.9 29.8 

M01004 31.3 27.8 30.4 31.6 29.6 27.6 

M01005 25.0 26.9 23.8 23.6 23.4 22.7 

M01006 27.8 23.3 24.4 27.3 22.0 25.4 

M01007 32.9 26.9 26.1 29.2 25.3 24.2 

M01008 30.3 25.4 24.9 26.3 25.4 24.l 

M01009 30.7 33.2 31.6 33.6 31.7 32.5 

MOIOIO 28.6 25.0 25.1 23.4 24.4 21.0 

MOIOll 30.1 28.3 27.2 25.7 22.2 21.6 

M01012 27.5 22.6 22.2 25.0 22.7 24.2 

Number of males 12 12 12 12 12 12 

Mean 29.6 26.8 26.9 27.8 25.8 25.8 

S.D. 2.1 3.1 2.9 3.5 3.1 3.5 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 11-1-2. Food consumption of male rats 

2-IBE 15 mg/kg 

Male No. Days of administration 

7 14 29 35 41 

M02013 25.8 28.9 26.0 27.9 24.0 25.0 

M02014 26.2 25.6 25.8 25.8 23.8 27.9 

M02015 27.l 28.1 27.5 25.5 25.1 23.4 

M02016 35.0 32.7 34.0 31.0 28.4 29.6 

M02017 34.0 27.2 26.3 27.9 24.6 25.3 

M02018 27.6 25.5 24.8 27.2 22.6 23.1 

M02019 30.1 27.6 27.3 25.6 23.3 28.2 

M02020 35.7 36.1 35.6 32.0 39.1 35.7 

M02021 34.5 31.8 29.2 29.2 30.7 26.7 

M02022 28.8 25.8 22.2 25.3 22.3 23.8 

M02023 32.6 30.7 29.9 30.5 29.0 30.8 

M02024 31.6 29.2 28.4 31.0 30.6 30.8 

Number of males 12 12 12 12 12 12 

Mean 30.8 29.1 28.1 28.2 27.0 27.5 

S.D. 3.6 3.2 3.8 2.4 4.9 3.8 

Significance NS NS NS NS NS NS 

Statistical method DU AN AN AN AN AN 

Significantly different from the control笞oup(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

DU: Analysis by Dunnett's test. 

AN: Analysis by variance (one-way layout). 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 11-1-3. Food consumption of male rats 

2-IBE 50 m詠g

Male No. Days of administration 

7 14 29 35 41 

M03025 32.2 31.4 31.9 37.1 32.6 30.6 

M03026 28.7 26.3 26.6 27.1 26.0 27.8 

M03027 27.9 31.0 31.3 30.1 27.3 28.4 

M03028 32.7 27.2 27.3 33.3 32.8 31.1 

M03029 27.0 24.3 25.0 28.5 25.1 30.7 

M03030 23.7 21.7 23.8 23.6 22.7 22.5 

M03031 27.0 27.2 23.5 24.0 22.3 28.6 

M03032 31.9 27.5 27.3 32.7 26.7 27.6 

M03033 29.5 27.8 27.1 30.5 29.0 32.5 

M03034 26.6 24.5 24.7 29.7 24.5 27.0 

M03035 26.8 29.4 25.9 30.1 26.1 25.0 

M03036 29.0 32.5 25.2 28.2 27.0 28.3 

Number of males 12 12 12 12 12 12 

Mean 28.6 27.6 26.6 29.6 26.8 28.3 

S.D. 2.7 3.2 2.7 3.8 3.3 2.8 

Significance NS NS NS NS NS NS 

Statistical method DU AN AN AN AN AN 

Significantly different from the control g,.-oup (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 
DU: Analysis by Dunnett's test. 

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated笞oupwas the same as the value in the control笞oup.

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 11-1-4. Food consumption of male rats 

2-IBE 150 m詠g

Male No. Days of administration 

7 14 29 35 41 

M04037 22.9 30.3 28.4 31.6 27.9 30.8 

M04038 13.8 24.6 26.6 27.3 25.8 26.5 

M04039 13.6 28.1 29.0 34.5 31.2 25.0 

M04040 24.7 34.1 32.4 32.2 34.4 34.9 

M04041 17.8 23.2 24.0 26.4 25.7 26.0 

M04042 24.0 30.3 30.8 30.1 21.2 27.3 

M04043 27.1 29.7 29.1 33.8 31.4 34.0 

M04044 19.5 26.4 31.0 24.0 23.9 26.8 

M04045 13.6 26.0 25.2 24.6 26.7 29.6 

M04046 20.1 30.4 28.3 28.7 31.8 29.2 

M04047 21.3 33.2 37.3 36.2 30.6 30.3 

M04048 22.9 26.0 27.5 26.9 25.2 28.9 

Number of males 12 12 12 12 12 12 

Mean 20.1 28.5 29.1 29.7 28.0 29.1 

S.D. 4.6 3.4 3.5 4.0 3.9 3.1 

Significance ＊＊ NS NS NS NS NS 

Statistical method DU AN AN AN AN AN 

Significantly different from the control笞oup(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

DU: Analysis by Dunnett's test. 

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated gJ:"oup was the same as the value in the control郡oup.
NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 11-2-1. Food consumption of male rats at the recovery period 

Control (vehicle: water for injection) 

Male No. Days ofrecovery 

6 12 

M01008 23.7 22.2 

M01009 36.3 34.2 

MOIOIO 25.0 25.l 

MOlOll 25.3 30.4 

M01012 25.2 23.4 

Number of males 5 5 

Mean 27.1 27.1 

S.D. 5.2 5.1 
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Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

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

2-IBE 150 mg/kg 

Male No. Days ofrecovery 

6 12 

M04044 31.8 31.0 

M04045 28.5 29.0 

M04046 33.0 33.3 

M04047 36.7 33.0 

M04048 30.5 35.5 

Number of males 5 5 

Mean 32.1 32.4 

S.D. 3.1 2.5 

Significance NS NS 

Statistical method TT TT 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

TT: Analysis by Student's t-test. 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 12-1-1. Food consumption offemale rats 

Control (vehicle: water for injection) 

Female No. Days of administration 

7 14 

FOlOOl 20.8 19.2 18.1 

F01002 23.6 23.2 25.4 

F01003 14.4 19.6 25.1 

F01004 19.2 17.9 17.0 

F01005 20.1 26.6 27.l 

F01006 20.4 25.8 22.6 

F01007 22.2 16.6 24.2 

F01008 23.6 24.8 25.l 

F01009 18.9 20.2 20.1 

FOIOIO 16.1 22.0 18.5 

FOIOll 22.8 16.4 22.2 

F01012 19.9 16.8 22.7 

Number of females 12 12 12 

Mean 20.2 20.8 22.3 

S.D. 2.8 3.7 3.3 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 12-1-2. Food consumption offemale rats 

2-IBE 15 mg/kg 

Female No. Days of administration 

7 14 

F02013 22.9 17.6 22.2 

F02014 20.8 20.2 14.9 

F02015 14.3 21.2 21.3 

F02016 24.9 20.6 18.6 

F02017 19.5 22.1 21.6 

F02018 21.5 26.8 25.1 

F02019 22.0 20.9 18.6 

F02020 24.9 20.0 22.5 

F02021 20.9 23.2 24.2 

F02022 20.9 23.4 22.1 

F02023 15.9 19.9 20.3 

F02024 19.7 21.2 14.6 

Number of females 12 12 12 

Mean 20.7 21.4 20.5 

S.D. 3.1 2.3 3.3 

Significance NS NS NS 

Statistical method DU AN AN 

Significantly different from the control group (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

DU: Analysis by Dunnett's test. 

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 12-1-3. Food consumption of female rats 

2-IBESO m詠g

Female No. Days of administration 

7 14 

F03025 22.2 20.5 19.9 

F03026 15.9 16.7 21.5 

F03027 17.2 19.6 21.3 

F03028 18.3 19.5 15.8 

F03029 24.8 11.4 20.6 

F03030 23.9 20.8 18.2 

F03031 17.5 20.5 21.7 

F03032 20.2 20.4 25.3 

F03033 21.3 20.3 23.1 

F03034 21.0 25.8 26.2 

F03035 21.1 17.3 21.0 

F03036 22.4 22.3 23.1 

Number of females 12 12 12 

Mean 20.5 19.6 21.5 

S.D. 2.8 3.4 2.8 

Significance NS NS NS 

Statistical method DU AN AN 

Significantly different from the control g;:oup (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control笞oup.

DU: Analysis by Dunnett's test. 

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated g;:oup was the same as the value in the control笞oup.
NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 12-1-4. Food consumption of female rats 

2-IBE 150 m詠g

Female No. Days of administration 

7 14 

F04037 10.8 20.3 13.9 

F04038 3.5 20.6 25.0 

F04039 13.7 20.5 25.0 

F04040 10.1 23.7 22.2 

F04041 9.9 19.3 20.2 

F04042 10.6 20.7 17.6 

F04043 9.3 23.9 15.9 

F04044 2.7 19.3 18.2 

F04045 15.3 25.1 25.5 

F04046 14.1 21.1 19.3 

F04047 10.6 20.3 20.2 

F04048 17.0 25.1 25.7 

Number of females 12 12 12 

Mean 10.6 21.7 20.7 

S.D. 4.3 2.2 4.0 

Significance ＊＊ NS NS 

Statistical method DU AN AN 

Significantly different from the control group (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

DU: Analysis by Dunnett's test. 

AN: Analysis by variance(one-way layout). 

UA: Unable to be analyzed because the value in the treated笞oupwas the same as the value in the control group. 

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 12-2-1. Food consumption of female rats, satellite group 

Control (vehicle: water for injection) 

Female No. Days of administration 

7 14 21 29 35 41 

F05049 24.6 20.0 17.1 20.1 18.0 13.9 20.4 

F05050 26.1 26.3 19.7 21.2 27.0 22.3 23.7 

F05051 23.8 15.1 20.7 19.5 19.2 12.3 15.3 

F05052 20.2 21.7 17.1 19.8 20.6 14.2 15.9 

F05053 18.7 17.8 22.6 21.6 22.6 17.3 23.7 

F05054 16.3 19.2 21.1 19.1 17.3 24.4 16.7 

F05055 21.3 25.7 23.7 19.5 18.0 21.7 21.3 

F05056 22.8 21.3 23.2 25.3 23.7 15.7 25.6 

F05057 23.1 20.0 22.4 21.9 21.7 21.3 23.7 

F05058 20.5 22.2 19.2 20.6 21.8 20.3 21.8 

Number of females 10 10 10 10 10 10 10 

Mean 21.7 20.9 20.7 20.9 21.0 18.3 20.8 

S.D. 2.9 3.4 2.4 1.8 3.0 4.2 3.7 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

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

2-IBE 150 mg/kg 

Female No. Days of administration 

7 14 21 29 35 41 

F06059 5.5 21.6 21.3 21.5 25.2 14.7 21.0 

F06060 3.3 21.1 22.3 15.7 19.4 22.8 15.5 

F06061 14.1 16.8 25.2 22.1 23.0 17.5 20.8 

F06062 12.5 24.7 19.3 18.4 19.9 20.1 16.9 

F06063 8.4 25.7 26.0 24.5 25.3 20.3 20.7 

F06064 10.6 23.6 20.3 18.0 21.5 17.6 19.8 

F06065 13.8 24.2 24.2 23.5 21.9 20.7 18.7 

F06066 8.4 22.4 23.8 20.7 25.6 23.5 20.7 

F06067 11.0 24.5 20.0 22.3 19.7 20.7 20.2 

F06068 7.0 23.3 19.2 22.2 25.2 20.2 23.5 

Number of females 10 10 10 10 10 10 10 

Mean 9.5 22.8 22.2 20.9 22.7 19.8 19.8 

S.D. 3.6 2.5 2.5 2.7 2.5 2.6 2.3 

Significance ＊＊ NS NS NS NS NS NS 

Statistical method TT TT TT TT TT TT TT 

Significantly different from the control group (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

TT: Analysis by Student's t-test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control笞oup.

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 12-3-1. Food consumption offemale rats at the recovery period 

Control (vehicle: water for injection) 

Female No. Days ofrecovery 

6 12 

F05054 23.2 22.5 

F05055 21.5 20.3 

F05056 22.4 26.7 

F05057 20.0 22.6 

F05058 20.5 23.4 

Number of females 5 5 

Mean 21.5 23.1 

S.D. 1.3 2.3 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 12-3-2. Food consumption offemale rats at the recovery period 

2-IBE 150 mg/kg 

Female No. Days of recovery 

6 12 

F06064 25.0 20.9 

F06065 18.9 28.7 

F06066 29.3 27.2 

F06067 26.9 24.5 

F06068 24.4 23.0 

Number of females 5 5 

Mean 24.9 24.9 

S.D. 3.9 3.1 

Significance NS NS 

Statistical method TT TT 

Significantly different from the control group (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control臣oup.

TT: Analysis by Student's t-test. 

UA: Unable to be analyzed because the value in the treated笞oupwas the same as the value in the control郡oup.
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 13-1. Food consumption in dams during pregnancy 

Control (vehicle: water for injection) 

Dam No. Days of pregnancy 

゜
7 14 20 

F01001 15.2 21.5 24.6 20.9 

F01002 22.3 24.8 28.0 22.3 

F01003 20.5 27.6 27.1 19.9 

F01004 18.7 28.9 27.7 18.5 

F01005 21.4 29.7 28.8 17.0 

F01006 18.8 27.9 28.8 20.6 

F01007 26.2 30.6 29.8 22.5 

F01008 23.2 35.2 29.3 10.7 

F01009 19.7 24.3 26.0 19.7 

F01010 17.3 25.8 25.8 23.6 

FOIOll 23.6 31.7 29.4 23.7 

F01012 20.6 32.0 29.0 22.9 

Number of dams 12 12 12 12 

Mean 20.6 28.3 27.9 20.2 

S.D. 3.0 3.8 1.7 3.6 

>: Excluded from analysis (not pregnant) 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 13-2. Food consumption in dams during pregnancy 

2-IBE 15 mg/kg 

Darn No. Days of pregnancy 

゜
7 14 20 

F02013 25.0 25.9 27.6 28.3 

F02015 20.7 23.9 23.7 22.3 

F02016 21.7 23.3 25.6 18.7 

F02017 17.8 26.9 31.2 25.0 

F02018 26.1 25.0 28.5 23.7 

F02019 25.4 30.8 26.7 18.9 

F02020 20.4 25.9 27.6 30.7 

F02021 21.6 27.9 28.1 25.9 

F02022 20.4 24.1 25.2 35.2 

F02023 > 20.9 > 19.7 > 15.6 > 17.9 > ＞ 

F02024 12.2 27.2 29.5 20.7 

Number of dams 10 10 10 10 

Mean 21.1 26.1 27.4 24.9 

S.D. 4.1 2.2 2.2 5.3 

Significance NS NS NS NS 

Statistical method AN AN KW  AN 

>: Excluded from analysis (not pregnant) 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 

＞ ＞ ＞ ＞ 

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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Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 13-3. Food consumption in dams during pregnancy 

2-IBE 50 m詠g

Dam No. Days of pregnancy 

゜
7 14 20 

F03025 23.8 27.1 27.5 21.4 

F03026 18.0 23.7 23.5 22.8 

F03027 21.1 25.3 25.5 20.0 

F03028 18.7 30.3 31.1 25.0 

F03029 20.7 33.1 28.2 13.5 

F03030 20.8 32.0 29.5 24.1 

F03031 16.3 22.8 26.6 20.1 

F03032 22.2 25.8 28.2 25.1 

F03033 19.7 29.5 30.0 27.3 

F03034 21.1 29.6 27.7 2.9 

F03035 23.5 25.1 24.6 22.0 

F03036 23.1 26.4 29.2 21.1 

Number of dams 12 12 12 12 

Mean 20.8 27.6 27.6 20.4 

S.D. 2.3 3.3 2.3 6.5 

Significance NS NS NS NS 

Statistical method AN AN KW  AN 

>: Excluded from analysis (not pregnant) 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 13-4. Food consumption in dams during pregnancy 

2-IBE 150m詠g

Dam No. Days of pregnancy 

゜
7 14 20 

F04037 24.8 24.6 26.8 21.3 

F04038 23.6 28.7 34.7 25.1 

F04039 23.1 25.5 23.5 23.l 

F04040 20.2 27.4 28.1 24.3 

F04041 16.9 22.7 25.1 27.8 

F04042 19.6 22.8 29.3 25.3 

F04043 22.0 28.0 25.0 31.5 

F04044 19.7 19.4 1.7 14.3 

F04045 25.7 29.0 26.1 25.3 

F04046 22.4 26.5 28.2 21.7 

F04047 19.6 23.5 25.2 8.7 

F04048 14.7 26.1 27.6 28.5 

Number of dams 12 12 12 12 

Mean 21.0 25.4 25.1 23.1 

S.D. 3.2 2.9 7.9 6.2 

Significance NS NS NS NS 

Statistical method AN AN KW  AN 

>: Excluded from analysis (not pregnant) 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control郡oup.

AN: Analysis by variance (one-way layout). 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 14-1. Food consumption in dams during lactation 

Control (vehicle: water for injection) 

Dam No. Days of lactation 

3 

F01001 41.2 

F01002 37.9 

F01003 44.5 

F01004 33.9 

FOIOOS 39.0 

F01006 36.9 

F01007 39.7 

F01008 10.0 

F01009 45.3 

FOIOIO 42.8 

F01011 39.1 

F01012 51.2 

Number of dams 12 

Mean 38.5 

S.D. 10.0 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 14-2. Food consumption in dams during lactation 

2-IBE 15 m詠g

Dam No. Days oflactation 

3 

F02013 44.9 

F02014 48.8 

F02015 37.3 

F02016 42.2 

F02017 46.7 

F02018 42.1 

F02019 48.6 

F02020 41.3 

F02021 41.1 

F02022 37.5 

F02024 50.1 

Number of dams 11 

Mean 43.7 

S.D. 4.5 

Significance NS 

Statistical method AN 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 14-3. Food consumption in dams during lactation 

2-IBE 50 mg/kg 

Dam No. Days oflactation 

3 

F03025 45.2 

F03026 37.9 

F03027 45.3 

F03028 48.7 

F03029 51.2 

F03030 42.8 

F03031 35.7 

F03032 49.0 

F03033 52.8 

F03034 47.0 

F03035 33.2 

F03036 44.3 

Number of dams 12 

Mean 44.4 

S.D. 6.1 

Significance NS 

Statistical method AN 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control郡oup.

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated四oupwas the same as the value in the control郡oup.

NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 14-4. Food consumption in dams during lactation 

2-IBE 150 m詠g

Dam No. Days of lactation 

3 

F04037 22.2 

F04038 43.8 

F04039 36.4 

F04040 41.8 

F04041 42.0 

F04042 48.2 

F04043 46.8 

F04044 45.0 

F04045 45.7 

F04046 36.4 

F04047 55.2 

F04048 49.9 

Number of dams 12 

Mean 42.8 

S.D. 8.4 

Significance NS 

Statistical method AN 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号 R-12-014

Combi ned repeat dose and reproductive/development al t oxi city  screening t est of 2-i sobut oxy et hanol by oral administ rat ion i n rat s 

Appendix 15-1. Functional findings of male and female rat s at t he end of t he dosi ng peri od 

Control (vehicle: water for injection) 

Male, Administration p_eriod 

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

MOIOOI 

M01002 

M01003 

M01004 

MOIOOS 

+
+
+
+
+
 

+
+
+
+
+
 

＋

＋

＋

＋

＋

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

Total 2:5 2:5 2:5 2:5 +:5 +:5 十： 5

Female,dam 

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

F01002 

F01006 

F01007 

F01008 

FOIOII 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

Total 2:5 2:5 2:5 2:5 +:5 +:5 +:5 

2or+, norn叫
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 15-2. Functional findings of male and female rats at the end of the dosing period 

2-IBE (15 mg/kg) 

Male, Administration period 

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

M02013 

M02014 

M02015 

M02016 

M02017 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

+
+
+
+
+
 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

Total 2:5 2:5 2:5 2:5 +:5 +:5 十： 5

Female, dam 

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

F02013 

F02015 

F02017 

F02020 

F02021 

＋

＋

＋

＋

＋

 

+
+
+
,
+
+
 

＋

＋

＋

＋

＋

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

Total 2:5 2:5 2:5 2:5 +:5 +:5 +: 5 

2or+,nom叫
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 15-3. Functional findings of male and female rats at the end of the dosing period 

2-IBE (50 mg/kg) 

Male, Administration _1J_eriod 

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

M03025 

M03026 

M03027 

M03028 

M03029 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

+
+
+
+
+
 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

Total 2:5 2:5 2:5 2:5 +:S +:5 +: 5 

Female,dam 

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

F03026 

F03027 

F03029 

F03032 

F03035 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

Total 2:5 2:5 2:5 2:5 +:5 +:5 +:5 

2or+, nom叫
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 15-4. Functional findings of male and female rats at the end of the dosing period 

2狙 E(150 mg/kg) 

Male, Administration p_eriod 

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

M04037 

M04038 

M04039 

M04040 

M04041 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

Total 2:5 2:5 2:5 2:5 +:5 +:5 +:5 

Female, dam 

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

F04038 

F04039 

F04040 
FO叫 l

F04047 

+
+
+
+
+
 

＋

＋

＋

＋

＋

 

+
+
+
+
+
 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

Total 2:5 2:5 2:5 2:5 +:5 +:5 十： 5

2 or+, normal 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 15-5. Functional findings offemale rats at the end of the dosing period, satellite group 

Control (vehicle: water for injection) 

Female, Administration p_eriod 

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

F05049 

FOSOSO 

FOSOSI 

F05052 

F05053 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

Total 2:5 2:5 2:5 2:5 +:5 +:5 +: 5 

2 or+, normal 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 15-6. Functional findings of female rats at the end of the dosing period, satellite group 

2-IBE (150 mg/kg) 

Female~eriod 

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

F06059 

F06060 

F06061 

F06062 

F06063 

＋

＋

＋

＋

＋

 

+
+
+
+
+
 

＋

＋

＋

＋

＋

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

Total 2:5 2:5 2:5 2:5 +:5 +:5 +: 5 

2 or+, normal 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 16-1. Assessment of grip strength of male rats 

Control (vehicle: water for injection) 

Male No. Administration 2eriod 

MOlOOl 

M01002 

M01003 

M01004 

M01005 

Number of males 

Mean 

S.D. 

Forefunb 

(kg) 

0.924 

0.465 

0.564 

0.776 

0.870 

5 

0.720 

0.198 

Hindlimb 

(kg) 

0.689 

0.794 

0.698 

0.721 

0.657 

5 

0.712 

0.051 
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Combined repeat dose and reproductive/developmental toxicity screening t~st of 2-isobutoxyethanol by oral administration in rats 

Appendix 16-2. Assessment of grip strength of male rats 

2-IBE (15 mg/kg) 

Male No. 

M02013 

M02014 

M02015 

M02016 

M02017 

Number of males 

Mean 

S.D. 

Administration 12eriod 

Forefunb 珈 dlimb

(kg) (kg) 

0.566 0.771 

0.328 0.516 

0.742 0.732 

0.878 0.640 

1.116 0.785 

5 5 

0.726 0.689 

0.300 0.112 

Significantly different from the control group (*: P<0.05, * *: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 16-3. Assessment of grip strength of male rats 

2-IBE (50 mg/kg) 

Male No. 

M03025 

M03026 

M03027 

M03028 

M03029 

Number of males 

Mean 

S.D. 

Administration Eeriod 

Forelitnb Hindlimb 

(kg) (kg) 

0.989 0.599 

0.975 0.770 

0.828 0.758 

1.123 0.824 

0.652 0.667 

5 5 

0.913 0.724 

0.180 0.090 

Significantly different from the control group (*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 16-4. Assessment of grip strength of male rats 

2-IBE (150 mg/kg) 

Male No. 

M04037 

M04038 

M04039 

M04040 

M04041 

Number of males 

Mean 

S.D. 

Administration Eeriod 

Forefunb Hindlimb 

(kg) (kg) 

0.917 0.669 

1.154 0.586 

1.019 0.989 

0.617 0.621 

0.646 0.536 

5 5 

0.871 0.680 

0.234 0.179 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 17-1. Assessment of grip strength offemale rats 

Control (vehicle: water for injection) 

Female No. Administrationperiod 

Forelimb Hind limb 

(kg) (kg) 

F01002 1.041 0.535 

F01006 0.866 0.693 

F01007 0.426 0.553 

F01008 0.937 0.751 

FOlOll 0.604 0.427 

Number offemales 5 5 

Mean 0.775 0.592 

S.D. 0.253 0.130 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 17-2. Assessment of grip strength offemale rats 

2-IBE (15 mg/kg) 

Female No. 

F02013 

F02015 

F02017 

F02020 

F02021 

Number offemales 

Mean 

S.D. 

Administrationperiod 

Fore limb Hind limb 

(kg) (kg) 

0.839 0.518 

1.043 0.724 

0.628 0.607 

1.074 0.906 

0.646 0.483 

5 5 

0.846 0.648 

0.211 0.172 

Significantly different from the control group (*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 17-3. Assessment of grip strength of female rats 

2-IBE (50 mg/kg) 

Female No. 

F03026 

F03027 

F03029 

F03032 

F03035 

Number of females 

Mean 

S.D. 

Administration 12eriod 

Forelimb Hindlimb 

(kg) (kg) 

0.766 0.551 

0.955 0.566 

0.512 0.808 

0.580 0.904 

0.651 0.547 

5 5 

0.693 0.675 

0.174 0.169 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 17-4. Assessment of grip strength of female rats 

2-IBE (150 mg/kg) 

Female No. 

F04038 

F04039 

F04040 

F04041 

F04047 

Number offemales 

Mean 

S.D. 

Administrationperiod 

Forelimb Hindlimb 

(kg) (kg) 

0.910 0.694 

0.903 0.712 

0.681 0.598 

0.617 0.470 

0.868 0.953 

5 5 

0.796 0.685 

0.137 0.178 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

242 

試験番号 R-12-014



Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 18-1. Assessment of grip strength of female rats, satellite group 

Control (vehicle: water for injection) 

Female No. Administration 2eriod 

F05049 

F05050 

F05051 

F05052 

F05053 

Number of females 

Mean 

S.D. 

Forelimb 

(kg) 

0.644 

0.670 

0.876 

0.910 

0.487 

5 

0.717 

0.175 

Hindlimb 

(kg) 

0.722 

0.796 

0.643 

0.653 

0.542 

5 

0.671 

0.095 
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Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 18-2. Assessment of grip strength of female rats, satellite group 

2-JBE (150 mg/kg) 

Female No. 

F06059 

F06060 

F06061 

F06062 

F06063 

Number offemales 

Mean 

S.D. 

Administration 12eriod 

Forelimb Hindlimb 

(kg) (kg) 

0.714 0.809 

0.995 0.806 

0.611 0.546 

0.770 0.497 

0.940 0.680 

5 5 

0.806 0.668 

0.159 0.144 

Significantly different from the control group (*: P<0.05, * *: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 19-1. Motor activity of male rats 

Control (vehicle: water for injection) 

Male No. Administration Eeriod 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

MOlOOl 1223 876 966 993 4058 51 23 21 41 136 

M01002 991 835 753 836 3415 29 17 13 ， 68 

M01003 1230 877 1053 640 3800 43 19 20 11 93 

M01004 1013 1022 917 711 3663 32 30 16 13 91 

M01005 1277 1041 866 260 3444 40 19 11 3 73 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 1147 930 911 688 3676 39 22 16 15 92 

S.D. 134 94 112 274 266 ， 5 4 15 27 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 19-2. Motor activity of male rats 

2-IBE (15 mg/kg) 

Male No. Administration Eeriod 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5mm lOmin 15min 20min Total 

M02013 890 894 905 429 3118 32 28 29 6 95 

M02014 1105 950 818 864 3737 28 16 16 22 82 

M02015 1176 1168 898 737 3979 40 29 22 23 114 

M02016 1146 1048 1174 1025 4393 31 21 22 15 89 

M02017 1166 1117 879 366 3528 35 30 25 4 94 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 1097 1035 935 684 3751 33 25 23 14 95 

S.D. 119 114 138 282 478 5 6 5 ， 12 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 19-3. Motor activity of male rats 

2-IBE (50 mg/kg) 

Male No. Administration 12eriod 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

M03025 1051 820 936 766 3573 33 19 16 7 75 

M03026 1209 929 910 588 3636 41 20 20 10 91 

M03027 1191 863 325 229 2608 36 20 24 11 91 

M03028 1273 1256 900 865 4294 39 49 34 27 149 

M03029 1673 1449 973 1301 5396 32 34 10 24 100 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 1279 1063 809 750 3901 36 28 21 16 101 

S.D. 234 275 272 392 1029 4 13 ， ， 28 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 19-4. Motor activity of male rats 

2-IBE (150 mg/kg) 

Male No. Administration 12eriod 

Ambulation (counts) Rearing (counts) 

5mm lOmin 15min 20min Total 5min lOmin 15min 20min Total 

M04037 999 587 773 104 2463 39 18 18 

゜
75 

M04038 1289 1032 1103 925 4349 44 28 27 17 116 

M04039 1136 1031 680 294 3141 26 19 8 

゜
53 

M04040 743 478 421 271 1913 34 25 12 

゜
71 

M04041 1356 1010 916 808 4090 47 34 22 20 123 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 1105 828 779 480 3191 38 25 17 7 88 

S.D. 245 272 256 362 1039 8 7 8 10 30 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 20-1. Motor activity of female rats 

Control (vehicle: water for injection) 

Female No. Administration Eeriod 

Ambulation (counts) Rearing (counts) 

5min IOmin 15min 20min Total 5min lOmin 15min 20min Total 

F01002 1227 731 536 564 3058 33 11 7 5 56 

F01006 1125 743 656 734 3258 39 1 1 11 7 68 

F01007 977 776 496 52 2301 27 13 6 

゜
46 

F01008 1260 1089 455 627 3431 44 30 ， 6 89 

F01011 1005 884 490 318 2697 26 1 l 

゜ ゜
37 

Number of females 5 5 5 5 5 5 5 5 5 5 

Mean 1119 845 527 459 2949 34 15 7 4 59 

S.D. 127 149 78 274 454 8 8 4 3 20 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 20-2. Motor activity of female rats 

2-IBE (15 mg/kg) 

Female No. Administration 12eriod 

Ainbulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

F020J3 1021 757 634 542 2954 19 2 ， 5 35 

F02015 878 365 457 425 2125 11 

゜
2 12 25 

F02017 1039 711 520 515 2785 23 8 3 4 38 

F02020 1143 578 310 345 2376 26 ， 3 2 40 

F02021 1065 701 595 162 2523 23 11 17 1 52 

Number offemales 5 5 5 5 5 5 5 5 5 5 

Mean 1029 622 503 398 2553 20 6 7 5 38 

S.D. 97 158 128 153 328 6 5 6 4 10 

Significantly different from the control group (*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 20-3. Motor activity of female rats 

2-IBE (50 mg/kg) 

Female No. Administration _eeriod 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

F03026 1024 793 926 430 3173 17 6 8 3 34 

F03027 892 562 85 254 1793 ， ， 
゜

1 19 

F03029 964 734 346 404 2448 19 7 6 3 35 

F03032 1227 725 578 523 3053 36 12 7 3 58 

F03035 1801 1565 1031 110 4507 26 13 1 

゜
40 

Number of females 5 5 5 5 5 5 5 5 5 5 

Mean 1182 876 593 344 2995 21 ， 4 2 37 

S.D. 368 395 394 163 1008 10 3 4 1 14 

Significantly different from the control group (*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 20-4. Motor activity of female rats 

2-IBE (150 mg/kg) 

Female No. Administration Eeriod 

Ambulation Rearing 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

F04038 1119 476 596 383 2574 47 49 23 

゜
119 

F04039 789 642 568 47 2046 ， ， 2 

゜
20 

F04040 937 622 349 1 1 1919 10 3 

゜ ゜
13 

F04041 667 558 454 425 2104 15 10 10 4 39 

F04047 1328 1044 868 693 3933 31 12 13 4 60 

Number of females 5 5 5 5 5 5 5 5 5 5 

Mean 968 668 567 312 2515 22 17 10 2 50 

S.D. 263 220 195 285 830 16 18 ， 2 43 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 21-1. Motor activity offemale rats, satellite group 

Control (vehicle: water for injection) 

Female No. Administration 12eriod 

Ambulation (counts) Rearing (counts) 

5mm lOmin 15min 20min Total 5mm lOmin 15min 20min Total 

F05049 1250 1126 934 683 3993 47 44 31 16 138 

F05050 1046 935 767 893 3641 25 20 15 17 77 

F05051 1140 1045 949 867 4001 33 32 33 28 126 

F05052 1081 929 702 531 3243 26 21 16 13 76 

F05053 1148 1048 985 1143 4324 31 21 21 24 97 

Number offemales 5 5 5 5 5 5 5 5 5 5 

Mean 1133 1017 867 823 3840 32 28 23 20 103 

S.D. 78 84 125 231 412 ， 10 8 6 28 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 21-2. Motor activity of female rats, satellite group 

2-IBE (150 mg/kg) 

Female No. Administration Eeriod 

Ambulation { counts l Rearing炉countsl

5mm lOmin 15min 20min Total 5mm lOmin 15min 20min Total 

F06059 1069 944 939 841 3793 39 28 28 33 128 

F06060 1070 845 912 324 3151 35 19 26 2 82 

F06061 1274 911 803 958 3946 43 29 17 43 132 

F06062 1322 1148 1005 549 4024 39 25 20 ， 93 

F06063 1002 841 749 479 3071 25 20 19 4 68 

Number offemales 5 5 5 5 5 5 5 5 5 5 

Mean 1147 938 882 630 3597 36 24 22 18 101 

S.D. 141 125 104 262 452 7 5 5 19 28 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 22-1-1. Urinalysis in male rats 

Control~ 
Quality 

Male No. 
Color Turbidity pH Protein Glucose Ketone Bilirubin 

Occult 

blood 
Urobilinogen 

Red blood 

cells 

Urinary sediments 

White blood 

cells 
Casts Oystals 

Epithelial 

cells 

MOIOOI 

MOI002 

MOI003 

MOI004 

M01005 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Light yellow 

7.0 

6.5 

8.0 

8.0 

7.0 

＋

＋

士

＋

公

士

＋

＋
 

士

士

士

士

2

士

-
+
 

一

士

士

士

Male No. 
Urine volume 

(mIJ24hr) 

MOIOOI 

M01002 

M01003 

M01004 

M01005 

Number of males 

Mean 

士S.D.

15.5 

23.1 

21.7 

26.1 

9.9 

5 

19.3 

6.5 

Specific 

gravity 

1.066 

1.039 

1.048 

1.044 

1.071 

5 

1.054 

0.014 

Na 

107.4 

64.1 

91.6 

89.8 

95.4 

5 

89.7 

15.8 

Electrolyte, density 

雫
203.7 

140.3 

163.7 

165.8 

222.9 

5 

179.3 

33.3 

Cl 

139.5 

71.8 

110.2 

105.8 

137.3 

5 

112.9 

27.6 

me u
 。s

s
h
r
-
1
6
四

5
5
3
3
2
1
3
0
7
6

0
4
3
3
3
4

五

1
0
~

r

2

k

5

 

g
 

氾
『

ー

（。r 
t
 

c
 

e
 

E
 

Na 

1.66 

1.48 

1.99 

2.34 

0.94 

5 

1.68 

0.53 

Cl 

2.16 

1.66 

2.39 

2.76 

1.36 

5 

2.07 

0.56 

§,There-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data. 
Turbidity,-: negative; +: slight; 2+: moderate 

Protein, -: negative ;士： ］O;;aand <30 mg/dL; +: 30;;.and < 100 mg/dL; 2+: IOO;;aand <300 mg/dL; 3+: 300;;.and <600 mg/dL; 4+: 600 mg/dL < 

Glucose,-: negative；士：30;;.and<70mg/dL; +: 70;;aand<l50mg/dL; 2+: 150;;aand<300 mg/dL; 3+: 300;;.andく］000mg/dL; 4+: 1000 mg/dL ;;a 
Ketone, —:negative; 士： 5;;.and く］Omg/dL; +: JO;;aand<40 mg/dL; 2+: 40;;aand<80n唱／dL;3+: 80;;.andく］50mg/dL; 4+: 150 mg/dL ;;a 
Bilirubin, -: negative ; +: 0.5;;aandく2.0mg/dL; 2+: 2.0;;aand <6.0 mg/dL; 3+: 6.0;;aandく］O.Omg/dL;4+: 10.0 mg/dL < 

Occult blood,-: negative;士：0.03;;.and<0.06 mg/dL; +: 0.06;;.and <020 mg/dL; 2+: 0.20;;.and < 1.00 mg/dL; 3十：1.00mg/dL;;a
Urobilinogen，士：nonnal;+: 2.0;;aand <4.0mg/dL; 2+: 4.0;;aand<8.0mg/dL; 3+: 8.0;;aand <12.0mg/dL; 4+: 12.0 mg/dL < 

Red blood cells,-: not observed 

White blood cells, —:not observed;士：afew

Casts,-: not observed 

Crystals, —:not observed；士：afew; +: abundant 

Epithelial cells, —:not observed;土： afew
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 22-1-2. Urinalysis in male rats 

2-IBE (15 mg/k 

Quality 
Male No. 

Color Tu巾idity pH Protein Glucose Ketone Bilirubin 
Occult 

blood 
Urobilinogen 

Red blood 

cells 

Urinaiy sediments 

White blood 

cells 
Casts Crystals 

Epithelial 

cells 

M02013 

M02014 

M02015 

M02016 

M02017 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Light yellow 

7.5 

7.0 

7.5 

7.0 

7.0 

士

土

士

一

士

士

士

士

士

＋

―

士

士

士

士

＋

―

＋

士

＋

士

士

Male No. 
Urine volume 

(ml/24hr) 

M02013 

M02014 

M02015 

M02016 

M02017 

Number of males 

Mean 

土S.D.

22.0 

25.1 

16.2 

14.8 

17.7 : 
5 

19.2 

4.3 

Specific 

gravity 

1.042 

1.035 

1.055 

1.063 

1.058 

5 

1.051 

0.012 

Na 

83.2 

59.4 

112.0 

123.2 

113.6 

5 

98.3 

26.4 

Electrolyte, density 

（叫却L)

K 
158.0 

135.1 

203.1 

177.9 

193.l ． 

5 

173.4 

27.4 

Cl 

90.5 

71.2 

118.0 

133.9 

131.3 ． 

5 

109.0 

27.2 

Electrolyte, gross volume 

(mEq/24hr) 

K 

3.48 

3.39 

3.29 

2.63 

3.42 

5 

3.24 

0.35 

Na 

1.83 

1.49 

1.81 

1.82 

2.01 = 
5 

1.79 

0.19 

Cl 

1.99 

1.79 

1.91 

1.98 

2.32 

5 

2.00 

0.20 

§,There-measurement was carried out because the difference between two measured values exceeded the pem血siblelimit. The re-measured values were employed as the data. 
Significantly different from the control group(*: P<0.05, **: P<0.01). 

Turb id ity,—:negative; +: slight; 2+: moderate 

Protein, -: negative ；士： IO~and<30 mg/dL; +: 30~andく］00mg/dL; 2+: IOO~and <300 mg/dL; 3+: 300争 nd<600mg/dL; 4+: 600mg/dL < 

Glucose,-: negative ；土： 30~and<70mg/dL; +: 70~and<I50mg/dL; 2+: 150~and <300mg/dL; 3+: 300争 nd< 1000 mg/dL; 4+: 1000 mg/dL ~ 
Ketone, —:negative ；士： 5~and<10 mg/dL; +: lO~and<40mg/dL; 2+: 40~and<80mg/dL; 3+: 80~and< t50 mg/dL; 4+: 150mg/dL ~ 
Bilirubin,—:negative ; +: 0.5~andく 2.0 mg/dL; 2+: 2.0~and <6.0 mg/dL; 3+: 6.0~andく］O.Omg/dL; 4+: 10.0mg/dL < 

Occult blood,-: negative ；士： 0.03~and<0.06 mg/dL; +: 0.06~and <020 mg/dL; 2+: 0.20~and < 1.00 mg/dL; 3十：l.OOmg/dL~
Urobilino gen，士： nom叫；＋： 2.0~and<4.0 mg/dL; 2+: 4.0~and <s.o mg/dL; 3+: 8.0~and < 12.0 mg/dL; 4+: 12.0 mg/dL < 

Red blood cells,-: not obseived 

White blood cells,-: not obseived;士：afew 

Casts,-: not obseived 

Ctystals, —:not obseived；士：afew; +: abundant 

Epithelial cells,-: not obsetved；士：afew
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 22-1-3. Urinalysis in male rats 

2-IBE (50 mg/k 

Quality 
Male No. 

Color Turbidity pH Protein Glucose Ketone Bilirubin 
Occult 

blood 
Urobilinogen 

Red blood 

cells 

Urinaiy sediments 

White blood 

cells 
Casts Crystals 

Epithelial 

cells 

M03025 

M03026 

M03027 

M03028 

M03029 

Light yellow 
Light yellow 
Light yellow 

Light yellow 
Light yellow 

7.0 

7.0 

7.5 

6.5 

8.0 

一

士

士

士

士

土

士

士

士

士

士

士

土

土

＋

―

＋

＋

＋

＋

＋

 

Male No. 
Urine volume 

(m1/24hr) 

M03025 

M03026 

M03027 

M03028 

M03029 

Number of males 

Mean 

士S.D.

17.1 

11.5 

16.2 

17.8 

屯4

5 

16.4 

3.0 

Specific 

gravity 

1.061 

1.064 

1.066 

1.070 

1.040 

5 

1.060 

0.012 

Na 

103.9 

86.7 

118.6 

109.6 

68.5 

5 

97.5 

19.9 

Electrolyte, density 

(mF.q/L) 

K 
184.6 

176.5 

185.9 

216.1 

127.5 

5 

178.1 

32.1 

§
§
§
§
§
―
 

Cl 

101.8 

120.6 

131.8 

150.7 

58.0 

5 

112.6 

35.3 

Electrolyte, gross volume 

（西／24hr)

K 

3.16 

2.03 

3.01 

3.85 

2.47 ． 

5 

2.90 

0.69 

Na 

1.78 

1.00 

1.92 

1.95 

1.33 : 
5 

1.60 

0.42 

Cl 

1.74 

1.39 

2.14 

2.68 

1.13 ． 

5 

1.82 

0.61 

§,There-measurement was carried out because the difference between two measured values exceeded the pennissible llinit. The re-measured values were employed as the data. 
Significantly different from the control group(*: P<0.05, ••: P<0.01). 
Turbidity,—:negative; +: slight; 2+: moderate 

Protein,-: negative ；士： IO~and<30 mg/dL; +: 30~and < 100 mg/dL; 2+: IOO~and <300 mg/dL; 3+: 300~and <600 mg/dL; 4+: 600 mg/dL < 

Glucose, —:negative ；士： 30~and<70mg/dL; +: 70~and<ISOmg/dL; 2+: ISO~and <300mg/dL; 3+: 300~and<IOOO mg/dL; 4+: 1000 mg/dL ~ 
Ketone, —:negative ；士： S~and<IOmg/dL; +: IO~and<40mg/dL; 2+: 40~and<SOmg/dL; 3+: SO~and<ISOmg/dL; 4+: ISOmg/dL ~ 
Bilirubin,—:negative;+: O.S~andく2.0 mg/dL; 2+: 2.0~and <6.0 mg/dL; 3+: 6.0~and< 10.0 mg/dL; 4+: 10.0 mg/dL < 

Occult blood,-: negative ；士： 0.03~and<0.06mg/dL; +: 0.06~and<020mg/dL; 2+: 0.20~and< I.OOmg/dL; 3十：l.OO mg/dL~
Urobilinogen，士：nonnal; +: 2.0争 nd<4.0 mg/dL; 2+: 4.0争 nd<s.o mg/dL; 3+: 8.0~and <12.0 mg/dL; 4+: 12.0 mg/dL < 

Red blood cells,-: not observed 

White blood cells,-: not observed;士：afew 

Casts, —:not observed 
Ctystals, —:not observed;土： afew; +: abundant 

Epithelial cells, —:not observed;士：afew 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 22-1-4. Urinalysis in male rats 

2-IBE (150 m_g/k 

Quality 
Male No. 

Color Turbidity pH Protein Glucose Ketone Bilirubin 
Occult 

blood 
Urobilinogen 

Red blood 

cells 

Urinary sediments 

White blood 

cells 
Casts Crystals 

Epithelial 

cells 
M04037 

M04038 

M04039 

M04040 

M04041 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Lil!.htvellow 

7.5 

7.5 

8.0 

8.0 

7.5 

-
+
-

士

士

士

士

士

士

士

土

士

士

士

＋

＋

＋

＋

Male No. 
Urine volume 

(ml/24hr) 

Specific 

gravity 

M04037 

M04038 

M04039 

M04040 

M04041 

Numberofrnales 

Mean 

士S.D.

13.6 

16.3 

17.3 

19.1 

17.0 : 
5 

16.7 

2.0 

1.064 

1.067 

1.066 

1.061 

1.057 

5 

1.063 

0.004 

Na 

180.1 

153.2 

131.1 

118.2 

97.1 ． 
5 

135.9 

32.0 

Electrolyte, density 

(mF.q/L) 
K 
202.1 

224.1 

192.3 

185.6 

172.7 ． 
5 

195.4 

19.3 

Cl 

187.8 

161.6 

165.4 

127.1 

123.5 

5 

153.1 

27.3 

Na 

2.45 

2.50 

2.27 

2.26 

1.65 

5 

2.23 

0.34 

Electrolyte, gross volume 

(mF.q/24hr) 

K 

2.75 

3.65 

3.33 

3.54 

2.94 

5 

3.24 

0.39 

Cl 

2.55 

2.63 

2.86 

2.43 

2.10 ． 
5 

2.51 

0.28 

§,There-measurement was carried out because the difference between two measured values exceeded the pernlissible limit. The re-measured values were employed as the data. 
Significantly different from the control group(*: P<0.05, **: P<0.01). 

Turbidity,-: negative;+: slight; 2+: moderate 

Protein,-: negative ；士： IO~and<30 mg/dL; +: 30~and < 100 mg/dL; 2+: IOO~and <300 mg/dL; 3+: 300~and <600 mg/dL; 4+: 600 mg/dL < 

Glucose,-: negative ；士： 30~and<70 mg/dL; +: 70~andく］ 50mg/dL; 2+: 150~and <300 mg/dL; 3+: 300~andく］000mg/dL; 4+: 1000 mg/dL ~ 
Ketone, —:negative ；士： 5~and<IO mg/dL; +: IO~and<40mg/dL; 2+: 40~and<80mg/dL; 3+: 80~andく］50mg/dL; 4+: 150 mg/dL ~ 
Bilirubin,—:negative;+: 0.5~andく2.0mg/dL; 2+: 2.0~and<6.0mg/dL; 3+: 6.0~and<IO.Omg/dL; 4+: 10.0mg/dL < 

Occult blood,-: negative ；士： 0.03~and<0.06mg/dL; +: 0.06~and<020mg/dL; 2+: 0.20~and< I.OO mg/dL; 3+: 1.00 mg/dL ~ 
Urobilinogen，士：nonnal;+: 2.0~and <4.0 mg/dL; 2+: 4.0~and <8.0 mg/dL; 3+: 8.0~and < 12.0 mg/dL; 4+: 12.0 mg/dL < 

Red blood cells, —:not obseived 
White blood cells, —:not obseived;土： afew

Casts,-: not obseived 

Ctystals, —:not observed;士：afew; +: abundant 

Epithelial cells,-: not obseived;士：afew
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 22-2-1. Urinalysis in male rats of the recovery period 

Control~ 
Quality 

Male No. 
Color Turbidity pH Protein Glucose Ketone Bilirubm 

Occult 

blood 
Urobilinogen 

Red blood 

cells 

Urinary sediments 

White blood 

cells 
Casts Crystals 

恥ithelial

cells 

M01008 

M01009 

MOIOIO 

MOIOII 

M01012 

Light yellow 
Light yellow 
Light yellow 
Light yellow 

Light yellow 

7.0 

7.0 

7.0 

7.0 

7.5 

士

土

士

＋

士

+
+
+
+
+
 

士

士

士

＋

＋

＋

＋

公

＋

＋

Male No. 
Urine volume 

(mIJ24hr) 

M01008 

M01009 

MOIOIO 

MO!Oll 
M01012 

Number of males 

Mean 

士S.D.

II.I 
19.3 

10.0 

15.1 

17.8 

5 

14.7 

4.1 

Specific 

gravity 

1.075 

1.058 

1.084 

1.067 

1.046 

5 

1.066 

O.Dl5 

Electrolyte, density 

(m均／L)

K 

235.3 

187.0 

232.6 

222.8 

165.5 

5 

208.6 

30.9 

Na 

127.6 

92.9 

107.9 

135.3 

54.0 

5 

103.5 

32.3 

§

§

§

 

Cl 

167.0 

113.5 

149.8 

173.9 

80.4 

5 

136.9 

39.3 

Electrolyte, gross volume 

把 hr)

K 

2.61 

3.61 

2.33 

3.36 

2.95 

5 

2.97 

0.52 

Na 

1.42 

1.79 

1.08 

2.04 

0.96 

5 

1.46 

0.46 

Cl 

1.85 

2.19 

1.50 

2.63 

1.43 

5 

1.92 

0.50 

§,There-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data. 
Turbidity,-: negative;+: slight; 2+: moderate 

Protein, -: negative；士： ！0；；；and<30mg/dL; +: 3゚；；；and<lOOmg/dL;2十： ！00；；；and<300 mg/dL; 3+: 300争 nd<600mg/dL; 4+: 600 mg/dL < 

Glucose,-: negative；士： 30；；；皿d<70 mg/dL; +: 70；；；皿d< 150 mg/dL; 2+: 150；；；皿dく300mg/dL; 3+: 300；；；皿d<lOOOmg/dL;4+: lOOOmg/dL；；； 
Ketone,-: negative；士： 5；；；and<10 mg/dL; +: 10争 nd< 40 mg/dL; 2+: 40争 nd<80mg/dL;3+: 80；；；皿dく150mg/dL; 4+: 150 mg/dL；；； 
Bilirub in, —:negative ；十： 0.5 ；；； andく2.0mg/dL; 2十： 2.0；；；and<6.0mg/dL;3十： 6.0；；；and<10.0 mg/dL; 4+: 10.0 mg/dL < 

Occult blood, —:negative; 士： 0．03 ；；；皿d< 0.06 mg/dL; +: 0.06；；；皿d< 020 mg/dL; 2+: 0.20；；；皿d< 1.00 mg/dL; 3+: 1.00 mg/dL；；； 
Urobilinogen，土： normal；十： 2.0；；；and<4.0 mg/dL; 2十： 4.0；；；and<8.0mg/dL; 3十： 8.0；；；and<12.0 mg/dL; 4+: 12.0 mg/dL < 

Red blood cells,-: not observed 
White blood cells,-: not observed；士： afew 

Cas ts, —:not observed 
Crys tals, —:not observed;士： afew; +: abundant 

Epithelial cells,-: not observed；士： afew
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 22-2-2. Urinalysis in male rats of the recovery period 

2-IBE(l50 /k 
Quality 

Male No. 
Color Turbidity pH Protem Glucose Ketone Bilirubin 

Occult 

blood 
Urobilinogen 

Red blood 

cells 

Urinary sediments 

White blood 

cells 
Casts Crystals 

Epithelial 

cells 
M04044 

M04045 

M04046 

M04047 

M04048 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Light yellow 

7.5 

8.0 

8.0 

7.5 

7.5 

+
+
+
+
+
-

＋ 

一

士

＋

士

士

士

士

＋

士

士

＋

士

Male No. 
Urine volume 

(mIJ24hr) 

M04044 

M04045 

M04046 

M04047 

M04048 

Number of males 
Mean 

士S.D.

15.7 

31.3 
15.6 

14.8 

47.8 ． 

5 

25.0 

14.5 

Specific 

gravity 

1.066 

1.029 

1.063 

1.070 

1.022 

5 

1.050 

0.023 

Electrolyte, density 

{mF.q/L) 

K 

198.9 

128.6 

216.1 

214.0 

104.0 

5 

172.3 

52.3 

Na 

119.8 

58.6 

109.4 

144.2 

45.9 

5 

95.6 

41.8 

§
§
 

Cl 

150.1 

67.7 

133.7 

155.8 

51.8 

5 

111.8 

48.5 

Electrolyte, gross volume 

(mEq/24 hr) 

K 

3.12 

4.03 

3.37 

3.17 

4.97 

5 

3.73 

0.78 

Na 

1.88 

1.83 

1.71 

2.13 

2.19 : 
5 

1.95 

0.20 

Cl 

2.36 

2.12 

2.09 

2.31 

2.48 

5 

2.27 

0.16 

§,There-measurement was carried out because the difference between two measured values exceeded the permissible funit. The re-measured values were employed as the data. 
Significantly different from the control group(*: P<0.05, **: P<0.01). 

Turbidity,-: negative;+: slight; 2+: moderate 

Protein,—:negative ；土： IO~and<30mg/dL; +: 30争 ndく］00mg/dL; 2+: 100~and<300 mg/dL; 3+: 300~and<600 mg/dL; 4+: 600 mg/dL < 

Glucose,-: negative ；士： 30~and<70mg/dL; +: 70~and< 150 mg/dL; 2+: 150~and<300 mg/dL; 3+: 300~and< lOOOmg/dL; 4+: IOOOmg/dL ~ 
Ketone,-: negative ；士： 5~and く］Omg/dL; +: 10争 nd<40 mg/dL; 2+: 40~and <SO mg/dL; 3+: 80~and < 150 mg/dL; 4+: 150 mg/dL ~ 
Bilirubin, -: negative;+: 0.5~and く2.0mg/dL; 2+: 2.0争 nd<6.0mg/dL;3+: 6.0~and< JO .O mg/dL; 4+: 10.0mg/dL < 

Occult blood, -: negative ；士： 0.03~and<0.06mg/dL; +: 0.06~and<020 mg/dL; 2+: 0.20~and< l.OOmg/dL; 3+: 1.00mg/dL ~ 
Urobilinogen，士：nonnal;+: 2.0~and<4.0mg/dL; 2+: 4.0~and< 8.0 mg/dL; 3+: 8.0争 nd< 12.0 mg/dL; 4+: 12.0 mg/dL < 

Red blood cells,-: not obsetved 

White blood cells,-: not obsetved；士：afew 

Cas ts, —:not obsetved 
Crystals,-: not obsetved；士：afew; +: abundant 

Epithelial cells,-: not obsetved;士：afew
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 23-1-1. Urinalysis in female rats, satellite group 

Control (vehicle: water for injection) 
Quality 

Female No. 
Color Turbidity pH Protein Glucose Ketone Bilirubin 

Occult 

blood 
Urobilinogen 

Red blood 

cells 

Urinary sediments 

White blood 

cells 
Casts Ciystals 

恥ithelial

cells 

F05049 

F05050 

F05051 

F05052 

F05053 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Light yellow 

8.0 

7.0 

7.0 

7.0 

7.5 

＋

士
士 士

士

-
+
-

士

士

士

士

士
ー

土

士

Female No. 
Urine volume 

(mll24hr) 

F05049 

F05050 

F05051 

F05052 

F05053 

Number of females 

Mean 

士S.D.

10.0 

9.8 

16.0 

12.8 

14.6 

5 

12.6 

2.7 

Specific 

gravity 

1.063 

1.067 

1.025 

1.043 

1.051 

5 

1.050 

0.017 

Electrolyte, density 

苧/L)

170.6 

180.1 

76.6 

134.1 

172.2 

5 

146.7 

43.0 

Na 

116.3 

119.1 

21.3 

83.4 

78.7 

5 

83.8 

39.5 

Cl 

139.9 

147.0 

20.7 

83.5 

101.4 

5 

98.5 

50.9 

Electrolyte, gross volume 
(m均／24hr)

K 

1.71 

1.76 

1.23 

1.72 

2.51 

5 

1.79 

0.46 

Na 

1.16 

1.17 

0.34 

1.07 

1.15 

5 

0.98 

0.36 

Cl 

1.40 

1.44 

0.33 

1.07 

1.48 

5 

1.14 

0.48 

§,There-measurement was carried out because the difference between two measured values e平 eededthe pennissible limit. The re-measured values were employed as the data. 

Turbidity,-: negative;+: slight; 2+: moderate 

Protein, -: negative；士： 10:;aand<30mg/dL; +: 30:;aand<IOOmg/dL; 2+: IOO;;aand<300 mg/dL; 3+: 300;;aand<600mg/dL; 4+: 600mg/dL < 

Glucose,-: negative；士： 30:;aand<?Omg/dL; +: 70:;aand< 150mg/dL; 2+: 150:;aand<300 mg/dL; 3+: 300:;aand<IOOOmg/dL; 4+: IOOOmg/dL ;;a 
Ketone, —:negative; 士： 5 :;a and< !O mg/dL; +: 10:;aand<40 mg/dL; 2+:40:;aand<SOmg/dL; 3+: 80:;aand<ISOmg/dL; 4+: 150mg/dL ;;a 
Bilirub in,—:negative ; +: 0.5 ;;a andく2.0mg/dL; 2+: 2.0;;aand<6.0mg/dL; 3+: 6.0:;aand<IO.Omg/dL; 4+: 10.0 mg/dL < 

Occult blood,-: negative;士： 0.03:;aand<0.06 mg/dL; +: 0.06:;aand <020 mg/dL; 2+: 0.20:;aand < 1.00 mg/dL; 3+: 1.00 mg/dL ;;a 
Urobilinogen，士：nonnal;+: 2.0;;aand<4.0mg/dL; 2+: 4.0:;aand<S.Omg/dL; 3+: 8.0;;aand<l2.0 mg/dL; 4+: 12.0mg/dL < 

Red blood cells,-: not observed 

White blood cells, —:not observed;士：afew

Casts,-: not observed 

Crystals,-: not observed；土： afew; +: abundant 

Epithelial cells, —:not observed;士： afew 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 23-1-2. Urinalysis in female rats, satellite group 

2-IBE (150 mg/kg) 
Quality 

Female No. 
Color Turbidity 

Red blood 

cells 

F06059 

F06060 

F06061 

F06062 

F06063 

Light yellow 

brown 

Light yellow 

Light yellow 

Light yellow 

2+ 

pH 

7.5 

6.5 

7.0 

6.5 

7.0 

Protein Glucose Ketone Bilirubin 
Occult 

三 d

3+ 

Urobilinogen 

Urinary sediments 

White blood 

cells 

士

Casts Crystals 

士

士

土

土

＋

―

士

士

士

士

士

＋
 

士

2
士

士

士

恥ithelial

cells 

士

士

Female No. 
Urine volume 

(mU24hr) 

F06059 

F06060 

F06061 

F06062 

F06063 

Number of females 

Mean 

士S.D.

12.3 

12.2 

15.2 

10.3 

1空
5 

13.4 

2.7 

Specific 

gravity 

1.055 

1.065 

1.048 

1.072 

1.030 

5 

1.054 

0.016 

Electrolyte, density 

（西IL)
K 

160.1 

170.7 

152.6 

196.3 

71.0 

5 

150.1 

47.2 

Na 

84.8 

58.5 

64.6 

179.7 

47.0 

5 

86.9 

53.6 

Cl 

95.6 

66.3 

94.7 

160.4 

47.2 

5 

92.8 

42.9 

Electrolyte, gross volume 

（叫沖／24hr)

K 

1.97 

2.08 

2.32 

2.02 

1.22 

5 

1.92 

0.41 

Na 

1.04 

0.71 

0.98 

1.85 

0.81 

5 

1.08 

0.45 

Cl 

1.18 

0.81 

1.44 

1.65 

0.81 

5 

1.18 

0.37 

§,There-measurement was carried out because the difference between two measured values e平 eededthe pennissible litnit. The re-measured values were employed as the data. 
Significantly different from the control group (*: P<0.05, ••: P<0.01). 
Turbidity,-: negative;+: slight; 2+: moderate 

Protein,-: negative；士： IO;;i,and<30mg/dL;+: 30;;i,and<IOO mg/dL; 2+: IOO;;i,and<300mg/dL; 3+: 300;;i,and<600mg/dL; 4+: 600mg/dL < 

Glucose,-: negative；土： 30;;i,and<70 mg/dL; +: 70;;i,andく］50mg/dL; 2+: 150;;i,and<300 mg/dL; 3+: 300;;i,andく］000mg/dL; 4+: 1000 mg/dL ;;a 
Ketone, —:negative ；士： 5 ;;i, and<IOmg/dL; +: IO;;i,and<40 mg/dL; 2+: 40;;i,and<80mg/dL; 3+: 80争 nd< 150 mg/dL; 4+: 150 mg/dL ;;a 
Bilirubin,—:negative ; +: 0.5 ;;a andく2.0mg/dL; 2+: 2.0争 nd<6.0mg/dL;3+: 6.0;;i,andく］0.0mg/dL; 4+: 10.0 mg/dL < 

Occult blood,-: negative ;士： 0.03争 nd<0.06mg/dL; +: 0.06争 nd<020 mg/dL; 2+: 0.20;;,and < 1.00 mg/dL; 3+: 1.00 mg/dL ;;a 
Urobilinogen，士：nonnal;+: 2.0;;i,and<4.0 mg/dL; 2+: 4.0争 nd<8.0mg/dL; 3+: 8.0;;i,andく］2.0mg/dL; 4+: 12.0 mg/dL < 

Red blood cells,-: not observed 

White blood cells, —:not observed;士：afew 

Cas ts, —:not observed 
Ctystals, -: not observed;士：afew; +: abundant 

Epithelial cells, —:not observed;士：afew
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 23-2-1. Urinalysis in female rats of the recovery period 

Control~ 
Quality 

Female No. 
Color Turbidity pH Protein Glucose Ketone Bilirubin 

Occult 

blood 
Urobilinogen 

Red blood 

cells 
a) 

Urinary sediments 

White blood 

cells 
a) Casts 

a) 
Crystals 

b) 均ithelial

cells 
b) 

F05054 

F05055 

F05056 

F05057 

F05058 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Light yellow 

7.0 

7.0 

7.0 

7.0 

7.0 

＋

＋

士

土

士

土

士
一

土

士

士

士

＋

＋

土

士

士

Female No. 
Urine volume 

(mll24hr) 

Specific 

gravity 

F05054 

F05055 

F05056 

F05057 

F05058 

Number of females 

Mean 

士S.D.

12.9 

6.2 

15.9 

8.4 

15.6 

5 

11.8 

4.3 

1.066 

1.094 

1.047 
1.068 

1.050 ． 

5 

1.065 

0.019 

Electrolyte, density 

(mEq/L) 
K 

241.9 

261.0 

165.8 

212.6 

168.0 

5 

209.9 

42.8 

告
242.3 

114.2 

119.0 

100.5 

5 

141.6 

57.4 

Cl 

159.1 

280.0 

105.1 

143.1 

125.8 ． 

5 

162.6 

68.6 

Electrolyte, gross volume 

(mEq/24hr) 

K 

3.12 

1.62 

2.64 

1.79 

2.62 

5 

2.36 

0.63 

Na 

1.70 

1.50 

1.82 

1.00 

1.57 
・一

5 

1.52 

0.31 

Cl 

2.05 

1.74 

1.67 

1.20 

1.96 ． 

5 

1.72 

0.33 

§,There-measurement was carried out because the difference between two measured values exceeded the pennissible litnit. The re-measured values were employed as the data. 
Turbidity,-: negative;+: slight; 2+: moderate 

Protein,—:negative ；土： IO ;;a and<30mg/dL; +: 30;;,and< 100 mg/dL; 2+: !OO;;aand<300 mg/dL; 3+: 300;;aand<600 mg/dL; 4+: 600 mg/dL < 

Glucose, —:negative ；士： 30;;,and<70mg/dL; +: 70;;,and< 150 mg/dL; 2+: 150;;,and<300 mg/dL; 3+: 300;;,and< lOOOmg/dL; 4+: lOOOmg/dL;;, 
Ketone,-: negative；士：5;;,and<!Omg/dL; +: IO;;aand<40 mg/dL; 2+:40;;aand<80mg/dL; 3+: 80;;,and< 150 mg/dL; 4+: 150 mg/dL;;, 
Bilirubin, -: negative;+: 0.5;;,andく2.0mg/dL;2+: 2.0;;,and<6.0mg/dL; 3+: 6.0;;,and< 10.0mg/dL; 4+: 10.0mg/dL < 

Occult blood,-: negative ;士：0.03;;,and<0.06 mg/dL; +: 0.06;;,and <020 mg/dL; 2+: 0.20;;,and < 1.00 mg/dL; 3+: 1.00 mg/dL;;, 
Urobilinogen，士：normal;+:2.0;;aand<4.0mg/dL; 2+: 4.0;;aand<8.0 mg/dL; 3+: 8.0;;aand<I2.0 mg/dL; 4+: 12.0 mg/dL < 

Red blood cells,-: not obseived 

White blood cells,-: not obseived；士：afew 

Cas ts, —:not obseived 
Crystals,-: not obseived；土：afew; +: abundant 

Epithelial cells,-: not obseived;士：afew
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 23-2-2. Urinalysis in female rats of the recovery period 

2-IBE(l50 /k 
Quality 

Female No. 
Color Turbidity pH Protein Glucose Ketone Bilirubin 

Occult 

blood 
Urobilmogen 

Red blood 

cells 
a) 

Urinary sediments 

White blood 

cells 
a) Casts 

a) 
Ccystals 

b) 恥ithelial

cells 
b) 

F06064 

F06065 

F06066 

F06067 

F06068 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Light yellow 

8.5 

7.0 

7.5 

7.0 

8.0 

士

士

＋

士

士

士

士

士

＋

―

士

＋

士

士

士

Female No. 
Urine volume 

(mll24hr) 

F06064 

F06065 

F06066 

F06067 

F06068 

Number of females 

Mean 

士S.D.

12.0 

17.8 

16.7 

12.1 

15.8 

5 

14.9 

2.7 

Specific 

gravity 

1.067 

1.057 

1.053 

1.063 

1.047 

5 

1.057 

0.008 

Electrolyte, density 

（西IL)
K 
188.6 

183.2 

159.8 

199.1 

155.1 

5 

177.2 

19.0 

Na 

132.1 

127.7 

113.8 

143.0 

87.8 

5 

120.9 

21.2 

Cl 

135.2 

136.6 

119.9 

150.3 
97.9 

5 

128.0 

20.0 

Electrolyte, gross volume 

(mEq/24hr) 
K 

2.26 

3.26 

2.67 

2.41 

2.45 

5 

2.61 

0.39 

Na 

1.59 

2.27 

1.90 

1.73 

1.39 

5 

1.78 

0.33 

Cl 

1.62 

2.43 

2.00 

1.82 

1.55 

5 

1.88 

0.35 

§,There-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data. 
Significantly different from the control group(*: P<0.05, **: P<0.01). 
Turbidity,-: negative;+: slight; 2+: moderate 

Protein,—:negative ；士： IO~and<30mg/dL; +: 30~and< 100 mg/dL; 2+: 100~and<300 mg/dL; 3+: 300~and<600 mg/dL; 4+: 600 mg/dL < 

Glucose, —:negative ；士： 30~and<70 mg/dL; +: 70~and < 150 mg/dL; 2+: 150~and <300 mg/dL; 3+: 300~and < 1000 mg/dL; 4+: 1000 mg/dL ~ 
Ketone,-: negative ；士： 5~and< JO mg/dL; +: IO~and<40 mg/dL; 2+:40~and<80mg/dL; 3+: 80~and<l50 mg/dL; 4+: 150mg/dL ~ 
Bilirubin, -: negative;+: 0.5~andく2.0mg/dL; 2+: 2.0~and<6.0mg/dL; 3+: 6.0~and< 10.0mg/dL; 4+: 10.0mg/dL < 

Occult blood, —:negative; 士： 0.03~and<0.06 mg/dL; +: 0.06~and <020 mg/dL; 2+: 0.20~and < 1.00 mg/dL; 3+: 1.00 mg/dL ~ 
Urobilinogen，士：nonnal;+: 2.0~and<4.0mg/dL; 2+: 4.0~and<8.0 mg/dL; 3+: 8.0~and<I2.0 mg/dL; 4+: 12.0mg/dL < 

Red blood cells, —:not observed 
White blood cells,-: not observed;士：afew 

Cas ts, —:not observed 
Ctystals, -: not observed；士：afew; +: abundant 

Epithelial cells,-: not observed;士：afew
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity  screening test of 2-isobutoxy ethanol by oral administrat ion in rats 

Appendix 24-1-1. Hematological finding s of male rats at the end of the dosing period 

Control (vehicle: water for injection) 

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

(x104/μL) (g/dL) （％） (fL) (pg) (g/dL) (x104/μL) (sec) (sec) 

MOlOOl 820 15.0 43.2 52.7 18.3 34.7 98.5 22.7 25.8 

M01002 838 14.9 42.9 51.2 17.8 34.7 105.4 21.9 30.5 

M01003 846 15.7 45.0 53.2 18.6 34.9 116.1 19.4 28.4 

M01004 813 14.3 41.6 51.2 17.6 34.4 94.7 20.0 28.8 

M01005 787 15.6 45.6 57.9 19.8 34.2 88.7 16.7 27.0 

Number of males 5 5 5 5 5 5 5 5 5 

Mean 821 15.1 43.7 53.2 18.4 34.6 100.7 20.1 28.1 

S.D. 23 0.6 1.6 2.8 0.9 0.3 10.5 2.3 1.8 

Male No. WBC NEUT EOSI BASO MONO LYMPH RET 

(x102/μL) （％） （％） （％） （％） （％） （％） 

M01001 94.3 23.6 2.1 0.1 4.2 70.0 4.19 

M01002 129.0 19.8 1.9 0.0 3.6 74.7 3.42 

M01003 149.4 18.1 0.9 0.1 2.9 78.0 3.44 

M01004 90.6 19.5 1.5 0.1 4.5 74.4 3.33 

M01005 100.7 16.3 1.4 0.1 3.4 78.8 2.99 

Number of males 5 5 5 5 5 5 5 

Mean 112.8 19.5 1.6 0.1 3.7 75.2 3.47 

S.D. 25.4 2.7 0.5 0.0 0.6 3.5 0.44 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 24-1-2. Hematological findings of male rats at the end of the dosing period 

2-IBE (15 mg/kg) 
Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

(xlO礼L) (g/dL) （％） (fL) (pg) (g/dL) (xlO逓L) (sec) (sec) 

M02013 825 15.5 44.5 53.9 18.8 34.8 98.4 25.7 25.8 

M02014 887 16.4 46.9 52.9 18.5 35.0 99.9 21.9 28.3 

M02015 827 14.5 42.7 51.6 17.5 34.0 107.0 16.3 27.5 

M02016 839 15.0 43.1 51.4 17.9 34.8 116.9 16.9 25.3 

M02017 852 15.8 45.2 53.1 18.5 35.0 106.2 27.6 26.5 

Number of males 5 5 5 5 5 5 5 5 5 

Mean 846 15.4 44.5 52.6 18.2 34.7 105.7 21.7 26.7 

S.D. 25 0.7 1.7 1.1 0.5 0.4 7.3 5.1 1.2 

Male No. WBC NEUT EOSI BASO MONO LYMPH REr 

(x102/世） （％） （％） （％） （％） （％） （％） 

M02013 101.3 12.6 1.4 0.1 4.7 81.2 2.95 

M02014 83.2 11.9 0.7 0.0 4.0 83.4 2.57 

M02015 76.6 20.2 1.4 0.0 5.4 73.0 2.48 

M02016 114.4 12.1 1.1 0.0 4.0 82.8 3.66 

M02017 127.4 15.4 0.8 0.0 3.9 79.9 3.05 

Number of males 5 5 5 5 5 5 5 

Mean 100.6 14.4 1.1 0.0 4.4 80.1 2.94 

S.D. 21.1 3.5 0.3 0.0 0.6 4.2 0.47 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 24-1-3. Hematological findings of male rats at the end of the dosing period 

2-IBE {50 mg/k: 
Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

(xl04/μL) (g/dL) （％） (fL) (pg) (g/dL) (x104/μL) (sec) (sec) 

M03025 706 13.5 40.3 57.1 19.1 33.5 105.5 14.6 22.2 

M03026 732 14.0 41.5 56.7 19.1 33.7 122.8 15.1 23.6 

M03027 724 13.5 40.1 55.4 18.6 33.7 116.8 20.9 28.5 

M03028 702 13.0 40.4 57.5 18.5 32.2 97.8 16.0 23.2 

M03029 802 14.9 44.7 55.7 18.6 33.3 112.1 17.7 26.3 

Number of males 5 5 5 5 5 5 5 5 5 

Mean 733 ** 13.8 * 41.4 56.5 18.8 33.3 111.0 16.9 24.8 * 

S.D. 40 0.7 1.9 0.9 0.3 0.6 9.7 2.5 2.6 

Male No. WBC NEUT EOSI BASO MONO LYMPH REr 

{xl02/μL} {%2 {%} （％） {%} {%} {%) 

M03025 146.0 15.8 1.4 0.1 5.2 77.5 8.31 

M03026 114.5 16.9 1.0 0.0 2.8 79.3 5.66 

M03027 79.0 16.1 I.I 0.0 5.8 77.0 5.83 

M03028 74.2 31.0 1.2 0.0 4.9 62.9 7.09 

M03029 123.2 10.5 1.4 0.1 3.7 84.3 5.30 

Number of males 5 5 5 5 5 5 5 

Mean 107.4 18.1 1.2 0.0 4.5 76.2 6.44 

S.D. 30.4 7.7 0.2 0.1 1.2 8.0 1.24 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

267 



試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 24-1-4. Hematological findings of male rats at the end of the dosing period 

2-IBE {150 m~/k~) 

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

{x10 4 ／ビL） (gIdL2 {%) {fL2 (E糾 (1;i;/dL) {xlO4 ／巴L） {sec2 {sec1 

M04037 691 13.3 40.5 58.6 19.2 32.8 113.9 20.1 25.1 

M04038 625 12.6 39.1 62.6 20.2 32.2 92.1 20.0 23.1 

M04039 556 11.7 38.8 69.8 21.0 30.2 87.9 15.9 24.5 

M04040 633 13.0 39.1 61.8 20.5 33.2 95.8 15.0 23.9 

M04041 582 11.9 36.3 62.4 20.4 32.8 99.6 13.9 20.1 

Number of males 5 5 5 5 5 5 5 5 5 

Mean 617 ** 12.5 ** 38.8 ** 63.0 ** 20.3 ** 32.2 * 97.9 17.0 23.3 ** 

S.D. 52 0.7 1.5 4.1 0.7 1.2 10.0 2.9 2.0 

Male No. WBC NEUT EOSI BASO MONO LYMPH REf 

(x102/μL) （％） （％） （％） （％） （％） （％） 

M04037 97.9 16.9 0.4 0.0 5.0 77.7 10.84 

M04038 73.9 9.9 0.5 0.0 5.3 84.3 10.29 

M04039 62.1 14.5 1.1 0.0 6.3 78.1 14.67 

M0404-0 93.6 17.7 1.0 0.1 5.1 76.1 9.44 

M04041 98.0 16.3 0.5 0.0 2.6 80.6 12.31 

Number of males 5 5 5 5 5 5 5 

Mean 85.1 15.1 0.7 ** 0.0 4.9 79.4 11.51 ** 

S.D. 16.3 3.1 0.3 0.0 1.4 3.2 2.05 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 24-2-1. Hematological findings of male rats at the end of the recovery period 

Control (vehicle: water for injection) 

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

(xlO4 '/μL) (~/dL) （％） (fL) 但g) (g/dL) (x!O4 '/μL) (sec) (sec) 

M01008 870 15.4 43.6 50.1 17.7 35.3 96.2 16.4 23.0 

M01009 878 14.9 41.9 47.7 17.0 35.6 133.2 20.7 30.6 

MOIOIO 873 14.8 43.l 49.4 17.0 34.3 126.1 20.7 30.7 

MOIOII 922 16.2 45.2 49.0 17.6 35.8 128.2 19.4 26.4 

M01012 866 15.7 44.8 51.7 18.1 35.0 107.2 21.5 26.l § 

Number of males 5 5 5 5 5 5 5 5 5 

Mean 882 15.4 43.7 49.6 17.5 35.2 118.2 19.7 27.4 

S.D. 23 0.6 1.3 1.5 0.5 0.6 15.8 2.0 3.3 

Male No. WBC NEUT EOSI BASO MONO LYMPH RET 

(xlO2 -/μL) （％） （％） （％） （％） （％） （％） 

M01008 92.9 10.6 1.0 0.0 4.4 84.0 3.46 

M01009 92.0 12.1 1.3 0.0 4.9 81.7 3.64 

MOIOIO 97.7 11.0 1.8 0.0 3.1 84.l 2.81 

MOIOII 68.4 18.9 2.3 0.0 2.5 76.3 3.86 

M01012 92.7 9.6 0.9 0.0 3.2 86.3 3.17 

Number of males 5 5 5 5 5 5 5 

Mean 88.7 12.4 1.5 0.0 3.6 82.5 3.39 

S.D. 11.6 3.7 0.6 0.0 1.0 3.8 0.41 

§,There-measurement was carried out because the difference between two measured values exceeded the permissible limit. 

The re-measured values were employed as the data. 
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試験番号 R-12-014

Combined repeat dose and reproductive/ developmental toxicity  screening test of 2-isobutoxy ethanol by oral ad m i n istrat ion in rats 

Appendix 24-2-2. Hematological f inding s of male rats at the end of the recovery period 

2-IBE {150 ml;¥/kg 

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

(X10 4 /μL) (g/dL) （％） (fL) (pg) (g/dL) (x104/μL) (sec) (sec) 

M04044 823 15.2 43.9 53.3 18.5 34.6 114.6 19.9 28.2 § 

M04045 828 16.1 46.5 56.2 19.4 34.6 98.6 17.4 26.1 

M04046 853 15.9 45.4 53.2 18.6 35.0 124.8 17.0 28.1 

M04047 845 16.3 47.0 55.6 19.3 34.7 110.0 17.6 29.2 

M04048 855 16.1 46.0 53.8 18.8 35.0 117.1 18.3 29.l § 

Number of males 5 5 5 5 5 5 5 5 5 

Mean 841 ** 15.9 45.8 * 54.4 ** 18.9 ** 34.8 113.0 18.0 28.1 

S.D. 15 0.4 1.2 1.4 0.4 0.2 9.7 I.I 1.2 

Male No. WBC NEUT EOSI BASO MONO LYMPH REr 

(x102/μL) （％） （％） （％） （％） （％） （％） 

M04044 99.9 20.7 1.0 0.0 5.1 73.2 2.29 

M04045 88.4 11.3 0.9 0.0 2.5 85.3 2.21 

M04046 105.4 19.3 2.1 0.1 2.9 75.6 2.40 

M04047 109.8 7.8 0.6 0.0 2.3 89.3 1.92 

M04048 70.3 13.0 1.0 0.0 3.4 82.6 2.47 

Number of males 5 5 5 5 5 5 5 

Mean 94.8 14.4 1.1 0.0 3.2 81.2 2.26 ** 

S.D. 15.8 5.5 0.6 0.0 1.1 6.7 0.21 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

§,There-measurement was carried out because the difference between two measured values exceeded the permissible limit. 

The re-measured values were employed as the data. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 25-1-1. Hematological findings of female rats at the end of the dosing period 

Control (vehicle: water for injection) 

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

{xlO4 '/!;!:L) {g/dL) {%) (fL) 但g) (g/dL) (xlO4 /ビL) {sec) {sec) 

F01002 685 13.8 39.7 58.0 20.1 34.8 103.0 12.3 19.0 

F01006 607 11.4 34.8 57.3 18.8 32.8 97.5 12.2 19.1 

F01007 685 13.5 42.0 61.3 19.7 32.1 112.1 13.3 23.3 

F01008 649 12.4 36.3 55.9 19.1 34.2 108.5 12.2 19.2 

FOlOll 731 13.9 40.0 54.7 19.0 34.8 135.7 12.7 19.1 

Number of females 5 5 5 5 5 5 5 5 5 

Mean 671 13.0 38.6 57.4 19.3 33.7 111.4 12.5 19.9 

S.D. 46 1.1 2.9 2.5 0.5 1.2 14.7 0.5 1.9 

Female No. WBC NEUT EOSI BASO MONO LYMPH RET 

{x102/μL) （％） {%) {%) {%) （％） （％） 

F01002 128.0 36.3 0.7 0.1 4.4 58.5 6.78 

F01006 82.7 34.5 0.4 0.0 1.3 63.8 5.74 

F01007 39.8 12.3 1.0 0.0 7.3 79.4 9.59 

F01008 88.7 27.6 0.2 0.0 7.4 64.8 5.20 

FOlOll 75.7 33.7 0.9 0.0 3.2 62.2 4.97 

Number of females 5 5 5 5 5 5 5 

Mean 83.0 28.9 0.6 0.0 4.7 65.7 6.46 

S.D. 31.5 9.8 0.3 0.0 2.6 8.0 1.89 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 25-1-2. Hematological findings of female rats at the end of the dosing period 

2-IBE {15 mg/k: 
Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

(x 104 '/μL) (g/dL) （％） (fL) (.eg) (g/dL) (x104/μL) (sec) (sec) 

F02013 720 13.8 40.7 56.5 19.2 33.9 106.3 13.2 20.6 

F02015 695 13.5 39.8 57.3 19.4 33.9 130.8 12.9 19.0 

F02017 471 12.0 40.0 84.9 25.5 30.0 113.2 13.9 18.1 

F02020 679 13.3 40.2 59.2 19.6 33.1 119.0 12.6 19.7 

F02021 681 13.3 38.4 56.4 19.5 34.6 108.7 12.6 20.0 

Number offemales 5 5 5 5 5 5 5 5 5 

Mean 649 13.2 39.8 62.9 20.6 33.1 115.6 13.0 19.5 

S.D. 101 0.7 0.9 12.4 2.7 1.8 9.8 0.5 1.0 

Female No. WBC NEUT EOSI BASO MONO LYMPH RET 

(x 102/μL) （％） （％） （％） （％） （％） （％） 

F02013 135.7 58.2 0.9 0.0 4.2 36.7 9.90 

F02015 125.9 25.2 0.5 0.0 3.5 70.8 10.88 

F02017 99.3 26.6 0.5 0.0 2.7 70.2 30.97 

F02020 72.4 17.6 0.8 0.0 5.1 76.5 8.43 

F02021 93.4 36.1 0.6 0.0 4.6 58.7 10.21 

Number of females 5 5 5 5 5 5 5 

Mean 105.3 32.7 0.7 0.0 4.0 62.6 14.08 

S.D. 25.5 15.7 0.2 0.0 0.9 15.8 9.49 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental t oxicity  screening t est of 2-isobutoxy ethanol by oral administrat ion in rats 

Appendix 25-1-3. Hematological finding s offemale rat s at the end of the dosing period 

2-IBE(, 

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

(xl04/μL) (g/dL) （％） (fL) (~g) (g/dL) (x104/μL) (sec) (sec) 

F03026 552 12.3 37.4 67.8 22.3 32.9 112.3 13.l 19.6 

F03027 553 12.0 38.0 68.7 21.7 31.6 117.2 13.3 20.3 

F03029 526 11.9 36.5 69.4 22.6 32.6 90.3 12.4 19.9 

F03032 590 12.7 38.9 65.9 21.5 32.6 94.1 13.7 19.2 

F03035 645 12.9 39.2 60.8 20.0 32.9 151.1 12.9 19.8 

Number offemales 5 5 5 5 5 5 5 5 5 

Mean 573 12.4 38.0 66.5 21.6 32.5 113.0 13.1 19.8 

S.D. 46 0.4 1.1 3.5 1.0 0.5 24.2 0.5 0.4 

Female No. WBC NEUT EOSI BASO MONO LYMPH RET 

{x102/μL} {%2 ｛％） {%2 {%} ~%2 ｛％） 

F03026 45.4 20.1 0.2 0.0 7.5 72.2 29.72 

F03027 116.7 31.1 0.4 0.0 3.3 65.2 23.18 

F03029 82.4 42.4 0.5 0.0 3.8 53.3 16.34 

F03032 45.6 13.8 0.4 0.0 5.3 80.5 13.13 

F03035 42.7 24.6 0.7 0.0 5.4 69.3 12.96 

Number of females 5 5 5 5 5 5 5 

Mean 66.6 26.4 0.4 0.0 5.1 68.1 19.07 * 

S.D. 32.5 11.0 0.2 0.0 1.6 10.0 7.25 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 25-1-4. Hematological findings offemale rats at the end of the dosing period 

2-IBE {150 mg/k: 
Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

{xlO4 ／ビL） 饂／dL) （％） (fL) ()2g) 但IdL) (xlO4 使L} {sec} {sec1 

F04038 444 11.3 36.6 82.4 25.5 30.9 114.0 13.4 20.6 

F04039 444 12.4 44.0 99.1 27.9 28.2 110.6 13.5 20.1 

F04040 694 13.2 38.2 55.0 19.0 34.6 104.8 13.0 21.1 

F04041 589 12.6 38.6 65.5 21.4 32.6 125.3 12.5 18.2 

F04047 455 12.2 43.1 94.7 26.8 28.3 105.0 13.2 17.9 

Number offemales 5 5 5 5 5 5 5 5 5 

Mean 525 ** 12.3 40.1 79.3 24.1 30.9 111.9 13.1 19.6 

S.D. 113 0.7 3.3 18.8 3.8 2.8 8.4 0.4 1.4 

Female No. WBC NEUT EOSI BASO MONO LYMPH RET 

(x102/μL) （％） （％） （％） （％） （％） （％） 

F04038 77.5 37.1 0.4 0.0 4.4 58.1 32.47 

F04039 61.2 22.0 0.5 0.0 5.6 71.9 32.17 

F04040 51.4 30.7 1.6 0.0 4.9 62.8 7.92 

F04041 94.5 36.2 0.5 0.0 2.6 60.7 13.01 

F04047 42.7 9.6 0.5 0.0 4.7 85.2 22.96 

Number of females 5 5 5 5 5 5 5 

Mean 65.5 27.1 0.7 0.0 4.4 67.7 21.71 * 

S.D. 20.7 11.5 0.5 0.0 1. l 11.1 11.10 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 25-2-1. Hematological findings of female rats at the end of the dosing period, satellite group 

Control (vehicle: water for injection) 

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

(xlO4 '/μL) (g/dL) （％） (fL) (pg) (g/dL) (xlQ4 '/μL) (sec) (scc-) 

F05049 746 13.8 38.6 51.7 18.5 35.8 99.7 11.5 16.0 

F05050 774 14.5 40.5 52.3 18.7 35.8 96.6 12.2 19.1 

F05051 771 14.2 40.1 52.0 18.4 35.4 84.7 12.2 19.4 

F05052 738 13.9 39.2 53.1 18.8 35.5 98.4 12.6 22.2 

F05053 783 14.9 43.3 55.3 19.0 34.4 104.6 12.4 18.6 

Number offernales 5 5 5 5 5 5 5 5 5 

Mean 762 14.3 40.3 52.9 18.7 35.4 96.8 12.2 19.1 

S.D. 19 0.5 1.8 1.4 0.2 0.6 7.4 0.4 2.2 

Female No. WBC NEUT EOSI BASO MONO LYMPH RET 

{xl02/μL) {%) {%) （％） （％） {%) （％） 

F05049 60.7 15.9 1.5 0.2 3.8 78.6 3.90 

F05050 89.3 8.3 0.7 0.0 1.9 89.1 3.09 

F05051 29.3 12.3 1.0 0.0 1.7 85.0 3.78 

F05052 46.2 10.9 1.3 0.0 1.7 86.1 4.53 

F05053 32.1 11.8 1.6 0.0 2.2 84.4 3.87 

Number of females 5 5 5 5 5 5 5 

Mean 51.5 11.8 1.2 0.0 2.3 84.6 3.83 

S.D. 24.5 2.7 0.4 0.1 0.9 3.8 0.51 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 25-2-2. Hematological findings of female rats at the end of the dosing period, satellite group 

2-IBE {150 mg/k: 
Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

(x104/μL) (g/dL) （％） (fL) (pg) (g/dL) (x 104/μL) (sec) (sec) 

F06059 524 11.6 37.4 71.4 22.1 31.0 70.0 12.0 15.7 

F06060 472 11.1 36.1 76.5 23.5 30.7 79.7 11.8 18.0 

F06061 479 10.6 34.0 71.0 22.1 31.2 114.2 12.4 18.5 

F06062 521 10.7 32.8 63.0 20.5 32.6 120.2 12.3 19.8 

F06063 517 11.7 38.7 74.9 22.6 30.2 97.4 13.6 17.8 

Number offemales 5 5 5 5 5 5 5 5 5 

Mean 503 ** 11.1 ** 35.8 ** 71.4 ** 22.2 ** 31.1 ** 96.3 12.4 18.0 

S.D. 25 0.5 2.4 5.2 1.1 0.9 21.6 0.7 1.5 

Female No. WBC NEUT EOSI BASO MONO LYMPH REr 

(x102/μL) （％） （％） （％） （％） （％） （％） 

F06059 39.6 7.9 0.5 0.0 2.0 89.6 16.18 

F06060 45.1 12.0 0.9 0.0 3.1 84.0 15.24 

F06061 32.3 9.5 1.9 0.0 1.9 86.7 17.96 

F06062 68.0 12.1 0.6 0.0 2.2 85.1 12.52 

F06063 36.7 6.5 0.8 0.0 1.1 91.6 13.62 

Number of females 5 5 5 5 5 5 5 

Mean 44.3 9.6 0.9 0.0 2.1 87.4 15.10 ** 

S.D. 14.0 2.5 0.6 0.0 0.7 3.2 2.13 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 25-3-1. Hematological findings of female rats at the end of the recovery period 

Control (vehicle: water for injection) 

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

{xlO迎L) 紐/dL} {%1 {fL} 但g2 埠／dL) {xlO沌L) {sec} (sec) 

F05054 722 13.3 39.1 54.2 18.4 34.0 164.9 11.9 21.0 

F05055 898 15.6 43.8 48.8 17.4 35.6 122.4 12.1 21.3 

F05056 796 14.9 43.4 54.5 18.7 34.3 121.4 12.1 19.8 

F05057 843 14.6 42.0 49.8 17.3 34.8 90.0 11.l 21.3 § 

F05058 816 15.0 43.2 52.9 18.4 34.7 111.4 13.0 20.7 § 

Number of females 5 5 5 5 5 5 5 5 5 

Mean 815 14.7 42.3 52.0 18.0 34.7 122.0 12.0 20.8 

S.D. 65 0.9 1.9 2.6 0.6 0.6 27.3 0.7 0.6 

Female No. WBC NEUT EOSI BASO MONO LYMPH RET 

{xlO2 ／巴り {%2 {%2 {%2 {%2 {%2 {%2 

F05054 96.1 13.3 1.1 0.1 2.7 82.8 9.64 

F05055 49.1 15.6 1.6 0.0 2.6 80.2 1.99 

F05056 40.1 14.8 1.2 0.0 3.7 80.3 3.18 

F05057 37.6 8.4 1.9 0.0 2.7 87.0 3.15 

F05058 58.0 18.6 1.6 0.0 3.6 76.2 3.15 

Number of females 5 5 5 5 5 5 5 

Mean 56.2 14.1 1.5 0.0 3.1 81.3 4.22 

S.D. 23.7 3.7 0.3 0.0 0.5 4.0 3.07 

§,There-measurement was carried out because the difference between two measured values exceeded the pennissible limit. 

The re-measured values were employed as the data. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 25-3-2. Hematological findings offemale rats at the end of the recovery period 

2-IBE (150 mg/kg) 

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

(x 104/μL) (g/dL) （％） (fL) (pg) (g/dL) (x104/μL) (sec) (sec) 

F06064 776 16.3 48.0 61.9 21.0 34.0 85.2 13.3 23.2 

F06065 805 16.3 47.6 59.1 20.2 34.2 102.2 12.9 23.1 

F06066 752 16.1 46.3 61.6 21.4 34.8 96.1 12.3 § 17.4 § 

F06067 769 17.0 49.4 64.2 22.1 34.4 87.3 12.4 38.6 

F06068 855 16.7 47.3 55.3 19.5 35.3 98.1 12.4 20.1 

Number offemales 5 5 5 5 5 5 5 5 5 

Mean 791 16.5 ** 47.7 ** 60.4 ** 20.8 ** 34.5 93.8 12.7 24.5 

S.D. 40 0.4 I.I 3.4 1.0 0.5 7.3 0.4 8.2 

Female No. WBC NEUT EOSI BASO MONO LYMPH RET 

(x102/μL) （％） （％） （％） （％） （％） （％） 

F06064 53.3 9.2 0.9 0.0 2.1 87.8 2.31 

F06065 38.0 7.2 1.8 0.0 4.2 86.8 1.98 

F06066 41.3 17.9 1.7 0.0 4.6 75.8 2.26 

F06067 37.2 10.2 1.6 0.0 3.0 85.2 1.81 

F06068 42.7 15.2 1.2 0.0 2.8 80.8 1.32 

Number of females 5 5 5 5 5 5 5 

Mean 42.5 11.9 1.4 0.0 3.3 83.3 1.94 

S.D. 6.5 4.4 0.4 0.0 1.0 5.0 0.40 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

§,There-measurement was carried out because the difference between two measured values exceeded the permissible limit. 

The re-measured values were employed as the data. 
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試験番号 R-12-014

Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 26-1-1. Myelogram in male rats at the end of the dosing period 

Control (vehicle: water for mJection) 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil E.osinophilic 西 sinophilic F.osinophil Basophil, Total Proel)'throblast 

Male No. myelocyte metamyelocyte rnyelocyte metamyelocyte all types granulocyte 

（％） (%) （％） （％） （％） （％） （％） (%) （％） （％） （％） 

MOIOOI 2.7 3.1 4.0 14.8 15.2 2.3 1.5 0.2 0.4 44.3 0.2 

M01002 0.4 3.8 5.8 11.0 21.5 1.3 2.9 0.2 0.4 47.3 0.0 

M01003 1.2 1.2 8.2 15.5 21.3 0.6 2.4 0.0 0.8 51.1 0.2 

MOI004 1.2 2.2 4.3 13.2 24.7 2.6 1.2 0.4 1.0 50.7 0.2 

M01005 1.2 1.8 5.1 14.7 20.0 0.4 1.6 1.0 0.4 46.1 0.2 

Mean 1.3 2.4 5.5 13.8 20.5 1.4 1.9 0.4 0.6 47.9 0.2 

士S.D. 0.8 1.0 1.7 1.8 3.5 1.0 0.7 0.4 0.3 2.9 0.1 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Normoblast Total Myeloid/ Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell 

Male No. erythroblast erythroblast erythrocyte Erythroid 

（％） （％） （％） （％） （％） （％） （％） （％） （％） 

MOIOOI 7.3 19.3 12.7 39.5 1.12 2.3 12.9 0.4 0.4 0.2 

MOI002 8.3 18.7 9.4 36.3 1.30 1.9 14.0 0.2 0.2 0.0 

MOI003 4.2 18.3 8.9 31.6 1.62 1.6 15.5 0.2 0.0 0.0 

MOI004 3.4 17.0 7.9 28.4 1.78 0.6 18.7 0.6 0.8 0.2 

MOI005 6.1 15.8 8.1 30.3 1.52 1.0 20.6 0.8 0.4 0.8 

Mean 5.9 17.8 9.4 33.2 1.47 1.5 16.3 0.4 0.4 0.2 

士S.D. 2.1 1.4 1.9 4.6 0.26 0.7 3.2 0.3 0.3 0.3 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 26-1-2. Myelogram in male rats at the end of the dosing period 

2-IBE (15 mg/kg) 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythro blast 

Male No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte 

（％） （％） （％） （％） {%) (%) (%) （％） (%) (%) （％） 

M02013 2.0 2.9 6.9 11.2 31.2 1.0 1.8 0.0 1.6 58.5 0.4 

M02014 1.6 2.7 8.3 9.1 21.5 0.6 0.8 0.6 0.2 45.3 0.0 

M02015 2.1 5.3 2.7 9.3 29.3 0.2 1.7 0.6 0.0 51.1 0.0 

M02016 2.6 3.4 4.7 12.3 20.7 0.7 1.1 1.9 0.7 48.2 0.2 

M02017 2.0 2.4 2.8 8.1 19.9 0.8 1.0 0.2 0.2 37.3 0.6 

Mean 2.1 3.3 5.1 10.0 ＊＊ 24.5 0.7 1.3 0.7 0.5 48.1 0.2 

士S.D. 0.4 1.2 2.5 1.7 5.3 0.3 0.4 0.7 0.6 7.8 0.3 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Nonnoblast Total Myeloid/ Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell 

Male No. erythroblast el)'throblast erythrocyte Erythroid 

（％） （％） （％） （％） (%) （％） （％） {%) （％） 

M02013 0.8 13.4 8.6 23.2 2.53 0.6 17.5 0.2 0.0 0.0 

M02014 6.2 13.6 16.3 36.0 1.26 1.4 16.5 0.4 0.2 0.2 

M02015 3.2 18.4 11.4 33.1 1.55 4.2 10.8 0.6 0.2 0.0 

M02016 8.4 15.9 7.5 32.0 1.51 1.3 17.2 1.1 0.0 0.2 

M02017 7.5 13.6 6.7 28.4 1.31 3.6 29.4 0.4 0.0 1.0 

Mean 5.2 15.0 IO.I 30.5 1.63 2.2 18.3 0.5 0.1 0.3 

士S.D. 3.2 2.2 3.9 4.9 0.52 1.6 6.8 0.3 0.1 0.4 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Significantly different from the control group (*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 26-1-3. Myelogram in male rats at the end of the dosing period 

2-IBE (50 mg/kg) 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proeiythroblast 

Male No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte 

（％） （％） （％） （％） （％） （％） （％） （％） （％） （％） （％） 

M03025 0.6 3.1 3.5 10.6 17.0 0.6 2.5 0.2 1.0 39.1 0.2 

M03026 0.6 5.8 2.3 9.1 23.0 1.6 1.9 0.8 0.8 45.9 0.2 

M03027 1.4 2.3 4.9 8.8 17.3 0.4 1.6 0.4 0.6 37.6 0.4 
M03028 1.3 3.1 5.5 9.4 28.3 1.3 1.8 0.2 0.7 51.8 0.4 

M03029 1.0 4.0 5.6 9.3 21.2 1.0 1.8 1.4 0.8 46.0 0.2 

Mean 1.0 3.7 4.4 9.4 ＊＊ 21.4 1.0 1.9 0.6 0.8 44.1 0.3 

土S.D. 0.4 1.3 1.4 0.7 4.6 0.5 0.3 0.5 0.1 5.8 0.1 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Normoblast Total Myeloid/ Histiocyte Lymphocyte Plasma cell Megakatyocyte Mast cell 

Male No. erythroblast erythroblast erythrocyte Erythroid 

（％） （％） (%) （％） （％） （％） （％） （％） （％） 

M03025 6.2 20.3 17.0 43.7 0.89 2.7 13.7 0.4 0.4 0.0 

M03026 6.6 13.8 8.0 28.6 1.61 4.7 20.4 0.0 0.4 0.0 

M03027 5.5 26.1 16.2 48.1 0.78 2.3 11.3 0.2 0.4 0.0 

M03028 4.1 14.8 15.3 34.6 1. 50 3.9 9.2 0.6 0.0 0.0 

M03029 4.8 19.6 9.9 34.5 1.33 3.2 15.l 0.0 0.0 1.2 

Mean 5.4 18.9 13.3 37.9 1.22 3.4 13.9 0.2 0.2 0.2 

士S.D. 1.0 4.9 4.1 7.9 0.37 1.0 4.3 0.3 0.2 0.5 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

Combined rep eat dose and rep roductive/develop mental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 26-1-4. Myelogram in male rats at the end of the dosing p eriod 

2-IBE (150 mg/kg) 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast 

Male No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte 

（％） （％） （％） (%) （％） （％） （％） （％） （％） （％） （％） 

M04037 2.0 2.4 2.4 8.1 19.1 0.6 1.0 0.0 0.6 36.0 0.6 

M04038 1.7 3.4 5.5 6.5 14.5 0.8 0.2 0.8 1.5 35.0 0.2 

M04039 2.7 2.5 4.6 8.9 15.7 1.5 1.7 0.2 0.2 38.0 0.8 

M04040 6.1 2.0 7.1 8.5 26.5 1.2 0.8 0.0 0.2 52.4 0.2 

M04041 1.6 3.6 2.6 8.6 23.8 1.4 1.4 0.2 0.2 43.4 0.0 

Mean 2.8 2.8 4.4 8.1 ＊＊ 19.9 I.I 1.0 ＊ 0.2 0.5 41.0 0.4 

士S.D. 1.9 0.7 2.0 0.9 5.2 0.4 0.6 0.3 0.6 7.2 0.3 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Normoblast Total Myeloid/ Histiocyte Lymphocyte Plasma cell Megakatyocyte Mast cell 

Male No. erythroblast erythroblast erythrocyte Ecythroid 

（％） （％） （％） （％） （％） （％） （％） （％） （％） 

M04037 7.7 25.6 15.0 48.8 0.74 2.8 11.6 0.2 0.0 0.6 

M04038 13.8 23.1 14.7 51.8 0.68 2.3 9.6 0.2 0.4 0.8 

M04039 18.4 19.5 12.3 51.0 0.74 2.3 8.0 0.4 0.0 0.4 

M04040 3.8 18.2 15.6 37.7 1.39 1.8 7.9 0.0 0.2 0.0 

M04041 10.6 19.6 15.8 46.0 0.94 2.4 8.2 0.0 0.0 0.0 

Mean 10.9 21.2 14.7 ＊ 47.1 ＊ 0.90 2.3 9.1 ＊ 0.2 0.1 0.4 

士S.D. 5.6 3.1 1.4 5.7 0.29 0.4 1.6 0.2 0.2 0.4 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Significantly different from the control group (*: P<O.05, * *: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 26-2-1. Myelogram in male rats at the end of the recovery period 

Control (vehicle: water for inject10n) 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil F.osinophilic F.os inophilic E.osinophil Basophil, Total Pro erythro blast 

Male No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte 

（％） （％） （％） （％） （％） （％） （％） （％） （％） （％） （％） 

M01008 4.3 2.4 2.2 11.0 20.7 0.8 1.4 0.4 0.4 43.5 0.0 
MOI()()9 2.0 4.8 2.2 11.4 28.0 1.0 2.8 0.6 1.4 54.2 0.2 

MOIOIO 4.2 4.2 1.8 12.3 18.8 1.0 1.4 0.2 0.6 44.3 0.2 

MOIOll 5.0 3.6 2.3 11.5 18.0 1.3 2.1 0.8 0.4 44.9 0.2 

M01012 2.8 3.0 2.2 10.0 20.6 0.6 2.0 0.8 1.0 43.0 0.6 

Mean 3.7 3.6 2.1 11.2 21.2 0.9 1.9 0.6 0.8 46.0 0.2 

士S.D. 1.2 0.9 0.2 0.8 4.0 0.3 0.6 0.3 0.4 4.7 0.2 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Normoblast Total Myeloid/ Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell 
Male No. erythroblast erythroblast erythrocyte Erythroid 

（％） （％） （％） （％） （％） （％） （％） （％） （％） 

M01008 3.5 14.8 8.1 26.4 1.65 2.6 26.6 0.4 0.2 0.4 
M01009 5.8 13.4 11.6 31.0 1.75 1.4 13.2 0.0 0.2 0.0 

MOIOIO 3.0 19.6 12.8 35.6 1.24 2.2 17.6 0.4 0.0 0.0 

MOIOII 8.8 17.2 13.4 39.6 1.14 1.7 13.0 0.6 0.0 0.2 

MOIOl2 8.2 23.2 8.8 40.8 1.05 3.0 12.4 0.6 0.2 0.0 

Mean 5.9 17.6 10.9 34.7 1.37 2.2 16.6 0.4 0.1 0.1 
士S.D. 2.6 3.9 2.4 6.0 0.31 0.6 6.0 0.2 0.1 0.2 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 26-2-2. Myelogram in male rats at the end of the recovery period 

2-IBE (150 mg/kg) 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil F.osinophilic 恥 sinophilic F.osinophil Basophil, Total Proerythroblast 

Male No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte 

（％） （％） （％） （％） （％） （％） （％） （％） （％） （％） （％） 

M04044 2.6 3.2 4.6 11.5 25.6 1.6 0.8 0.0 0.8 50.7 0.4 

M04045 1.6 5.2 1.8 9.0 23.8 0.2 1.6 0.6 1.0 44.8 0.2 

M04046 2.5 8.8 1.2 9.7 22.2 1.4 2.7 0.4 1.0 49.8 0.8 

M04047 2.3 5.9 4.0 11.2 28.0 0.8 0.8 1.0 0.6 54.5 0.0 

M04048 3.4 4.6 3.8 12.8 23.2 0.4 1.4 0.4 0.2 50.2 0.0 

Mean 2.5 5.5 3.1 10.8 24.6 0.9 1.5 0.5 0.7 50.0 0.3 
士S.D. 0.6 2.1 1.5 1.5 2.3 0.6 0.8 0.4 0.3 3.5 0.3 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Normoblast Total Myeloid/ Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell 

Male No. erythroblast erythroblast erythrocyte Erythroid 

（％） （％） （％） （％） （％） （％） （％） （％） （％） 

M04044 5.2 17.1 9.7 32.4 1.56 2.6 13.7 0.4 0.2 0.0 

M04045 4.8 18.6 8.8 32.4 1.38 3.8 17.2 0.8 0.6 0.4 
M04046 2.9 15.0 7.2 25.9 1.92 4.9 18.7 0.4 0.0 0.4 

M04047 5.1 9.9 7.4 22.5 2.42 1.5 21.5 0.0 0.0 0.0 

M04048 2.8 16.2 10.0 29.0 1.73 3.0 17.4 0.2 0.2 0.0 

Mean 4.2 15.4 8.6 28.4 1.80 3.2 17.7 0.4 0.2 0.2 
土S.D. 1.2 3.3 1.3 4.3 0.40 1.3 2.8 0.3 0.2 0.2 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Significantly different from the control group (*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 27-1-1. Myelogram in female rats at the end of the dosing period 

Control (vehicle: water for injection) 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic Eosinophil Basophil, Total Proerythroblast 

Female No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte 

（％） （％） （％） （％） （％） （％） （％） （％） （％） （％） （％） 

F01002 2.1 3.2 8.4 15.2 18.0 0.7 0.9 0.4 0.4 49.3 0.6 

FOI006 1.9 4.1 3.2 9.9 15.7 1.5 1.5 0.2 I.I 39.0 I.I 

FOI007 2.8 2.6 6.0 9.0 15.8 1.2 2.2 0.6 1.0 41.2 1.0 

FOI008 3.5 2.3 6.0 16.9 27.5 0.2 1.0 0.0 0.4 57.8 0.0 

FOIOII 2.2 3.3 5.7 10.6 20.2 1.4 3.3 1.8 1.4 49.7 0.0 

Mean 2.5 3.1 5.9 12.3 19.4 1.0 1.8 0.6 0.9 47.4 0.5 
士S.D. 0.7 0.7 1.8 3.5 4.9 0.5 1.0 0.7 0.4 7.5 0.5 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Nonnoblast Total Myeloid/ Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell 

Female No. erythroblast erythroblast erythrocyte 恥throid

（％） （％） （％） （％） （％） （％） （％） （％） （％） 

F01002 12.7 17.4 13.9 44.6 I.II 1.3 3.7 0.9 0.2 0.0 

F01006 12.9 26.1 16.0 56.2 0.69 2.2 2.4 0.0 0.2 0.0 

F01007 12.6 24.2 15.2 53.0 0.78 2.6 2.2 0.8 0.2 0.0 

F01008 8.3 17.2 11.4 37.0 1.56 1.6 3.3 0.2 0.0 0.2 

FO!Oll 5.3 19.6 18.4 43.2 1.15 1.8 4.1 0.6 0.4 0.2 

Mean 10.4 20.9 15.0 46.8 1.06 1.9 3.1 0.5 0.2 0.1 

土S.D. 3.4 4.0 2.6 7.8 0.34 0.5 0.8 0.4 0.1 0.1 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 27-1-2. Myelogram in female rats at the end of the dosing period 

2-IBE (15 mg/kg) 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic F.osinophil Basophil, Total Proerythroblast 
Female No. myelocyte metarnyelocyte myelocyte metamyelocyte all types granulocyte 

(%) （％） （％） （％） （％） （％） （％） （％） （％） （％） （％） 

F02013 1.0 5.1 2.7 12.5 17.8 0.8 2.3 1.0 0.6 43.8 0.6 

F02015 1.5 3.2 2.3 13.7 19.3 0.8 1.0 0.0 0.2 42.0 0.0 

F02017 3.1 3.9 3.7 15.5 15.9 0.8 2.4 0.4 0.8 46.6 0.2 

F02020 1.4 2.0 3.6 11.7 19.6 1.4 3.2 0.6 1.0 44.4 0.4 
F02021 2.7 2.9 5.2 12.7 20.0 1.9 4.0 1.0 1.3 51.8 0.0 

Mean 1.9 3.4 3.5 ＊ 13.2 18.5 1.1 2.6 0.6 0.8 45.7 0.2 
士S.D. 0.9 1.2 I.I 1.5 1.7 0.5 I.I 0.4 0.4 3.8 0.3 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Nonnoblast Total Myeloid/ Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell 
Female No. erythroblast erythroblast erythrocyte 恥throid

（％） （％） （％） （％） （％） （％） （％） （％） （％） 

F02013 4.3 18.8 16.6 40.2 1.09 2.5 12.3 0.2 0.6 0.4 

F02015 4.8 25.2 18.1 48.1 0.87 1.7 7.1 0.6 0.2 0.4 

F02017 4.7 22.6 20.2 47.7 0.98 1.8 3.3 0.4 0.2 0.0 
F02020 9.7 23.4 15.0 48.5 0.91 0.6 5.3 0.6 0.4 0.2 

F02021 5.6 22.5 13.9 42.0 1.23 0.2 5.4 0.4 0.2 0.0 

Mean 5.8 22.5 16.8 45.3 1.02 1.4 6.7 0.4 0.3 0.2 
士S.D. 2.2 2.3 2.5 3.9 0.15 0.9 3.4 0.2 0.2 0.2 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 27-1-3. Myelogram in female rats at the end of the dosing period 

2-IBE (50 mg/kg) 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil F.os inophilic F.osinophilic Eosinophil Basophil, Total Proerythroblast 

Female No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte 

（％） （％） （％） （％） （％） （％） （％） （％） （％） （％） （％） 

F03026 2.5 1.4 2.9 8.9 16.0 0.8 1.4 0.4 2.5 36.8 0.0 

F03027 0.8 2.6 2.4 10.3 16.6 1.0 1.0 0.4 1.2 36.2 1.4 

F03029 3.8 2.1 3.6 7.6 13.2 2.1 2.5 0.2 0.8 35.9 0.4 

F03032 1.7 3.3 2.3 10.3 16.3 0.8 2.5 0.6 1.6 39.3 1.2 

F03035 2.9 3.2 2.3 11.6 17.1 1.3 1.7 1.5 0.2 41.9 0.0 

Mean 2.3 2.5 2.7 ＊＊ 9.7 15.8 1.2 1.8 0.6 1.3 38.0 ＊ 0.6 

士S.D. I.I 0.8 0.6 1.5 1.5 0.5 0.7 0.5 0.9 2.5 0.7 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Nonnoblast Total Myeloid/ Histiocyte Lymphocyte Plasma cell Megakatyocyte Mast cell 

Female No. erythroblast erythroblast erythrocyte 恥throid

（％） （％） （％） （％） （％） （％） （％） （％） （％） 

F03026 7.4 26.7 22.8 56.8 0.65 2.9 3.5 0.0 0.0 0.0 

F03027 8.1 28.9 17.8 56.2 0.64 2.6 4.4 0.4 0.2 0.0 

F03029 13.0 27.1 19.1 59.5 0.60 2.3 1.9 0.4 0.0 0.0 

F03032 11.6 25.8 12.8 51.4 0.77 2.1 5.6 0.8 0.0 0.8 

F03035 5.1 30.3 16.2 51.6 0.81 1.5 3.8 0.6 0.0 0.6 

Mean 9.0 27.8 ＊＊ 17.7 55.1 ＊ 0.69 2.3 3.8 0.4 0.0 0.3 
士S.D. 3.2 1.8 3.7 3.5 0.09 0.5 1.4 0.3 0.1 0.4 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Significantly different from the control group(*: P<0.05, **: P<O.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 27-1-4. Myelogram in female rats at the end of the dosing period 

2-IBE (150 mg/kg) 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil F.osinophilic F.osinophilic 恥 sinophil Basophil, Total Proecythroblast 

Female No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte 

（％） （％） （％） （％） （％） （％） （％） （％） （％） （％） （％） 

F04038 1.6 4.5 2.0 9.9 14.2 1.4 2.6 1.0 0.4 37.5 0.4 

F04039 2.6 3.8 2.2 8.4 16.8 1.2 0.4 0.6 1.0 37.0 0.0 

F04040 1.4 2.6 0.6 6.0 10.5 2.2 1.8 1.4 1.8 28.2 1.4 

F04041 2.2 3.4 2.0 8.6 15.7 0.4 1.8 0.4 1.0 35.5 0.4 

F04047 4.0 4.4 1.7 10.0 14.6 1.2 1.7 0.8 1.3 39.7 0.2 

Mean 2.4 3.7 1.7 ＊＊ 8.6 ＊ 14.4 1.3 1.7 0.8 I.I 35.6 ＊＊ 0.5 

士S.D. 1.0 0.8 0.6 1.6 2.4 0.6 0.8 0.4 0.5 4.4 0.5 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromat1c Nonnoblast Total Myeloid/ Histiocyte Lymphocyte Plasma cell Megakatyocyte Mast cell 

Female No. erythroblast erythroblast erythrocyte Erythroid 

（％） （％） （％） （％） （％） （％） （％） （％） (%) 

F04038 9.9 31.8 13.6 55.6 0.67 3.2 3.2 0.6 0.0 0.0 

F04039 19.4 28.0 12.2 59.6 0.62 1.2 1.6 0.2 0.2 0.2 

F04040 12.7 36.0 13.5 63.6 0.44 2.8 4.6 0.4 0.0 0.4 

F04041 5.0 32.3 18.5 56.2 0.63 3.4 5.0 0.0 0.0 0.0 

F04047 9.6 29.9 15.7 55.5 0.72 1.9 2.3 0.4 0.2 0.0 

Mean 11.3 31.6 ＊＊ 14.7 58.1 ＊＊ 0.62 ＊ 2.5 3.3 0.3 0.1 0.1 
士S.D. 5.3 3.0 2.5 3.5 0.11 0.9 l. 5 0.2 0.1 0.2 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Significantly different from the control group(*: P<0.05, ••: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 27-2-1. Myelogram in female rats at the end of the dosing period, satellite group 

Control (vehicle: water for injection) 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosinophilic Eosinophilic F.osinophil Basophil, Total Proeiythroblast 

Female No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte 

（％） （％） （％） （％） （％） （％） (%) （％） (%) （％） （％） 

F05049 2.3 2.5 4.2 10.9 17.5 0.6 1.7 1.3 0.8 41.7 0.2 

F05050 5.2 3.2 2.2 13.5 26.7 2.6 4.2 1.0 2.0 60.6 0.2 

F05051 3.2 5.3 1.8 12.7 16.8 1.2 3.0 0.0 2.0 45.9 0.0 

F05052 1.6 1.4 5.6 10.6 18.4 1.6 4.6 0.0 0.4 44.2 0.2 

F05053 2.2 3.8 4.4 12.3 18.9 1.4 1.8 1.0 0.4 46.1 0.4 

Mean 2.9 3.2 3.6 12.0 19.7 1.5 3.1 0.7 1.1 47.7 0.2 

士S.D. 1.4 1.5 1.6 1.2 4.0 0.7 1.3 0.6 0.8 7.4 0.1 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Nonnoblast Total Myeloid/ Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell 

Female No. erythroblast erythroblast erythrocyte 恥throid

（％） （％） （％） （％） （％） （％） （％） （％） （％） 

F05049 6.2 19.4 11.3 37.2 1.12 3.6 16.6 0.8 0.2 0.0 

F05050 2.8 12.9 6.8 22.7 2.67 3.6 12.4 0.6 0.0 0.2 

F05051 2.6 15.0 13.5 31.1 1.48 3.0 19.4 0.6 0.0 0.0 

F05052 8.2 17.6 14.0 40.0 1.11 3.0 12.4 0.2 0.2 0.0 

F05053 2.6 15.3 10.3 28.6 1.61 1.0 22.9 1.4 0.0 0.0 

Mean 4.5 16.0 11.2 31.9 1.60 2.8 16.7 0.7 0.1 0.0 

士S.D. 2.6 2.5 2.9 6.9 0.64 1.1 4.5 0.4 0.1 0.1 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 27-2-2. Myelogram in female rats at the end of the dosing period, satellite group 

2-IBE (150 mg/kg) 

Myelobl11st 

Female No. 

（％） 

Promyelocyte 

（％） 

Neutrophilic 

myelocyte 

（％） 

Neutrophilic 

metamyelocyte 

（％） 

Neutrophil 

（％） 

Eosinophilic 

myelocyte 

（％） 

Eosinophilic 

metamyelocyte 

（％） 

恥 sinophil

（％） 

Basophil, 

all types 

（％） 

Total 

granulocyte 

（％） 

Proerythroblast 

（％） 

F06059 

F06060 

F06061 

F06062 
F06063 

3.4 

2.4 

1.8 

2.4 
2.2 

3.2 

3.0 

1.6 

2.4 

2.8 

2.2 

2.2 

2.2 

7.0 
2.0 

12.8 

9.8 

4.8 

13.2 

8.4 

16.0 

14.0 

11.4 

17.6 

13.7 

1.4 

0.6 

0.8 

0.6 

0.6 

3.2 

2.2 

2.0 

2.4 

1.0 

0.4 

0.0 

0.4 

0.4 
0.4 

1.4 

0.2 

0.6 

1.0 

0.2 

44.0 

34.4 

25.6 

47.0 

31.3 

0.4 

0.2 

0.2 

0.0 

0.0 

Mean 
土S.D.

(N) 

2.4 

0.6 

(5) 

2.6 

0.6 

(5) 

3.1 

2.2 

(5) 

9.8 

3.4 

(5) 

14.5 
2.4 

(5) 

＊
 

0.8 

0.3 

(5) 

2.2 

0.8 

(5) 

0.3 

0.2 

(5) 

0.7 

0.5 

(5) 

36.5 

8.9 

(5) 

0.2 

0.2 

(5) 

Female No. 

Basophilic 

erythroblast 

（％） 

Polychromatic 

erythroblast 

（％） 

Normoblast 

（％） 

Total 

erythrocyte 

（％） 

Myeloid/ 
恥throid

Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell 

（％） （％） （％） （％） （％） 

F06059 

F06060 

F06061 

F06062 

F06063 

5.0 

17.4 

31.4 

7.2 

16.5 

23.0 

16.8 

23.4 

21.6 

26.7 

13.6 

16.2 

11.0 

8.6 

13.7 

42.0 

50.6 

66.0 

37.4 

57.0 

1.05 

0.68 

0.39 

1.26 

0.55 

5.6 

4.0 

1.6 

3.6 

1.6 

8.2 

11.0 

6.2 

11.2 

10.0 

0.2 

0.0 

0.2 

0.6 

0.2 

0.0 

0.0 

0.4 

0.2 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

Mean 
士S.D.

(N) 

15.5 

10.4 

(5) 

22.3 

3.6 

(5) 

12.6 

2.9 

(5) 

50.6 

11.5 

(5) 

＊
 

0.79 

0.36 

(5) 

3.3 

1.7 

(5) 

9.3 

2.1 

(5) 

＊
 

0.2 

0.2 

(5) 

0.1 

0.2 
(5) 

0.0 

0.0 

(5) 

Significantly different from the control group(*: P<0.05, ••: P<0.01). 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 27-3-1. Myelogram in female rats at the end of the recovery period 

Control (vehicle: water for injection) 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil F.osinophilic F.osinophilic Eosinophil Basophil, Total Proetythroblast 

Female No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte 

（％） （％） （％） （％） （％） （％） （％） （％） （％） （％） （％） 

F05054 1.9 1.2 3.3 7.0 30.8 0.8 2.9 0.4 2.1 50.4 0.2 

F05055 I.I 2.1 2.6 11.7 19.8 1.5 2.6 0.6 1.3 43.4 0.4 

F05056 4.5 2.2 4.5 12.8 22.2 1.6 2.6 0.8 0.8 52.0 0.2 

F05057 5.3 2.7 3.5 12.3 24.5 0.6 1.6 1.8 2.2 54.4 0.2 

F05058 1.7 1.7 3.6 10.3 17.3 1.5 0.8 0.8 1.3 39.0 0.0 

Mean 2.9 2.0 3.5 10.8 22.9 1.2 2.1 0.9 1.5 47.8 0.2 

士S.D. 1.9 0.6 0.7 2.3 5.2 0.5 0.9 0.5 0.6 6.4 0.1 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Nonnoblast Total Myeloid/ Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell 

Female No. etythroblast eiythro blast erythrocyte Erythroid 

（％） （％） （％） （％） （％） （％） （％） （％） (%) 

F05054 7.0 20.0 8.7 35.9 1.41 3.3 9.9 0.6 0.0 0.0 

F05055 5.3 I I.I 8.3 25.1 1.73 2.6 28.7 0.2 0.0 0.0 

F05056 5.3 15.0 10.6 31.1 1.67 3.9 12.4 0.6 0.0 0.0 

F05057 5.5 11.2 7.8 24.7 2.21 2.0 17.6 1.2 0.0 0.2 

F05058 4.2 18.l 6.9 29.1 1.34 3.2 26.9 0.4 0.6 0.8 

Mean 5.5 15.1 8.5 29.2 1.67 3.0 19.1 0.6 0.1 0.2 

士S.D. 1.0 4.0 1.4 4.6 0.34 0.7 8.4 0.4 0.3 0.3 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 
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試験番号 R-12-014

Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 27-3-2. Myelogram in female rats at the end of the recovery period 

2-IBE (150 mg/kg) 

Myeloblast Promyelocyte Neutrophilic Neutrophilic Neutrophil Eosmophilic F.osinophilic Eosmophil Basophil, Total Proerythroblast 

Female No. myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte 

（％） （％） （％） （％） （％） （％） （％） （％） (%) （％） （％） 

F06064 2.7 3.1 3.7 11.5 25.8 1.6 1.9 1.2 0.2 51.7 0.0 

F06065 3.1 4.3 2.9 12.1 18.6 0.6 1.8 1.0 0.8 45.2 0.0 

F06066 1.8 4.0 5.8 11.2 20.4 1.8 1.8 0.6 1.0 48.4 0.0 

F06067 4.2 6.6 4.3 16.8 22.9 1.9 3.0 0.2 0.8 60.7 0.2 

F06068 1.8 2.6 3.3 12.5 17.2 I.I 1.7 0.4 0.2 40.8 0.2 

Mean 2.7 4.1 ＊ 4.0 12.8 21.0 1.4 2.0 0.7 0.6 ＊ 49.4 0.1 

士S.D. 1.0 1.5 1.1 2.3 3.4 0.5 0.5 0.4 0.4 7.5 0.1 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Basophilic Polychromatic Nonnoblast Total Myeloid/ Histiocyte Lymphocyte Plasma cell Megakaryocyte Mast cell 

Female No. erythro blast erythroblast ecythrocyte Erythroid 

（％） （％） （％） （％） （％） （％） （％） （％） （％） 

F06064 4.1 10.7 5.4 20.2 2.56 3.3 23.9 0.8 0.0 0.2 

F06065 1.8 7.6 9.2 18.6 2.43 4.5 30.7 0.2 0.2 0.6 

F06066 3.8 8.8 11.8 24.4 1.98 2.8 23.6 0.8 0.0 0.0 

F06067 2.6 6.6 5.3 14.7 4.12 3.0 19.8 1.5 0.2 0.0 

F06068 4.2 16.4 9.4 30.3 1.35 5.5 22.7 0.7 0.0 0.0 

Mean 3.3 ＊ 10.0 8.2 21.6 2.49 3.8 24.1 0.8 0.1 0.2 

士S.D. 1.1 3.9 2.8 6.0 1.03 1.1 4.0 0.5 0.1 0.3 

(N) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号 R-12-014

Combi ned repeat dose and reproductive/development al t oxi city  screening t est of 2-i sobut oxy et hanol by oral ad m i n istration i n rat s 

Appendix 28-1-1. Bi ochemical findi ngs of male rat s at t he end of t he dosi ng peri od 

Control (v由icle.water formjection) 
Ma1eNo TotaJ protein Albumm A/G Glucose Total cholesterol Trig)yceride Phospholipid A釘 ALT y-GTP LOH Bile acid BUN Creatinine Total bilirubin ALP lno,匹nkphosphorus Ca Na K Cl 

剥L 祁L mrfdL m!!fdL mg/dL mrfdL UIL U/L U/L u/L μmoVL m,!dL m剥L mefdL u/L m蔀dL mf!/dL mEq/L m恥IL m恥IL

MOIOOI 59 38 181 150 SI 49 89 75 34 

゜
127 18.4 16 06 0.06 367 5.4 9.7 142 3 79 106.2 

M01002 6.0 3 6 I 50 144 36 29 66 74 33 91 28.6 14 0.5 0. 07 293 59 98 142.3 3 9S 105.0 

MOI003 5.7 35 I 59 127 58 19 88 61 30 74 7.8 16 0.7 0.04 322 7.0 9.6 143 6 3 98 105.6 

MOI004 58 3 6 I 64 142 45 31 79 57 27 180 4.2 14 0.5 0.06 344 6.3 10.0 144.1 3 76 107.4 

MOIOOS S.4 3 4 I 70 139 66 36 99 45 26 48 59 13 o.s 005 278 6.2 9.7 1417 § 399 § 1083 

Number of males s 5 5 5 5 5 5 5 5 5 5 5 s 5 s 5 s 5 s s 

Mean 5.8 3 6 I 65 140 51 33 84 62 30 104 13 0 15 0.6 0.06 321.00 6.2 9.8 142.7 3 89 106.5 

S.D. 0.2 0.1 0 12 ， 12 II 12 13 4 51 10.3 I 0.1 O.ot 36 0.6 0.2 II 0,11 13 

§, The re-measurement was carried out b四 usethe difference between two measured values e平 eededthe permissible limit The re-measured values were employed as the data 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 28-1-2. Biochemical findings of male rats at the end of the dosing period 

2-IBE 15 mg/kg 

MaJeNo Total protein Albumm A/G Glucose Total cholesterol Tri世yceride Phospholipid AST ALT y-GTP LDH Bileacid BUN C,eatin;n, Total bH血bin ALP !no,胆 cphosphorus

剥L ,!ldL mrjdL ml!fdL m,!dL mr/dL UIL U/L u/L U/L ,,mol/L m畝dL mrfdL mf/dL u/L m祁L

M020l3 55 3 4 I 62 146 51 30 78 84 35 197 6.2 15 0.5 0.06 295 66 

M02014 56 36 I 80 145 36 66 76 66 36 60 9.4 16 0.5 0.06 415 5 5 

M02015 5.4 34 I 70 141 31 47 59 68 39 46 9.8 17 0.5 0.05 465 6.1 

M02016 58 34 I 42 133 57 36 81 51 26 162 8,9 13 0.5 005 356 6.3 

M02017 56 35 I 67 137 SI 34 78 57 32 62 8.0 13 0.5 005 366 6.2 

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 s 5 

Mean 5.6 3.5 1.64 140 45 43 74 65 34 

゜
105 85 l 5 05 0.05 379 6.1 

S.D. 0 l 0.1 0 14 5 II 15 ， 13 5 

゜
69 1.4 2 

゜
0.01 64 0.4 

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

StaIisticdmethod AN AN AN AN AN AN AN AN KW  AN AN KW  DU AN AN AN DU 

Significantly different from the control group(*. P<0.05, **. P<0.01) 
NS: Not significantly different from the control group 

AN・ Analysis by v面anee(one-way layout) 

KW: Analysis by Kruskal-Wallis'te.st (one-way layout) 

DU・ Analysis by Dunnett's test 

U A Unable to be analyzed because the value in the treated goup was the same as the value in the control group 
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試験番号 R-12-014

Ca Na K Cl 

mrfdL mEq/L mEq/L mEq/L 

9.8 142 S 3 85 106.9 

9.1 142.0 3 86 105.8 

9.6 142 I 3 59 106.3 

9.6 142 9 4.12 106.3 

9.6 142.5 3 96 106.9 

5 5 5 5 

9.5 142.4 3.88 106.4 

03 0.4 0.19 0.5 

NS NS NS NS 

AN AN AN AN 



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 28-1-3. Biochemical findings of male rats at the end of the dosing period 

2-IBESOm詠g

MaJeNo. Total protein Albumm A/G Glucose Total cholesterol Triglyceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP Ino,ganic phosphorus 

gdL 邸L mrjdL ml!fdL mg/dL m酌dL u/L UIL U/L u/L ,,mo孔 m,ldL m,!dL mFfdL u/L mp/dL 

M03025 56 3.6 I 80 ISO S3 63 88 54 29 

゜
450 8.2 13 0.5 0.07 369 6.9 

M03026 53 3.4 I 79 143 S8 36 89 54 28 I 56 7.9 16 0.5 0.05 323 6.5 

M03027 5.9 36 1、57 144 45 51 80 65 29 81 6.6 13 0.5 0.06 366 6.6 

M03028 5.7 3 3 1.38 124 70 43 97 64 27 61 5,7 13 05 0.04 375 6.5 

M03029 62 37 1.48 125 52 32 85 59 38 191 38.4 13 OS 007 31S 6.6 

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 s 5 

M呻 57 3 5 I 60 137 56 45 88 59 30 

゜
168 134 14 05 0.06 350 6.6 

S.D. 0.3 0.2 0 19 12 ， 12 6 5 4 

゜
167 14.0 I 

゜
0,01 28 0.2 

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statisticalmahod AN AN AN AN AN AN AN AN KW  AN AN KW  DU AN AN AN DU 

Significantly different from the control group(掌 P<0.05,•• P<O 01) 

NS: Not significantly different from the control宮oup

AN・ Analysis by variance (one-way layout) 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 
DU  Analysis by DuMett's test. 

U A. 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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試験番号 R-12-014

Ca Na K Cl 

mfidL mEq/LmEq/L mEq/L 

10.2 143.2 3.97 106.9 

93 141.4 3.96 104.S 

97 142 6 3 77 105.9 

9.6 142.7 4.02 105.9 

10.4 143 3 3 88 104.9 

s s 5 5 

9.8 142.6 3 92 105 6 

0.5 0.8 O.IO 09 

NS NS NS NS 

AN AN AN AN 



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 28-1-4. Biochemical findings of male rats at the end of the dosing period 

2-IBE 150m蝕g

Ma1eNo. Total protein Albumm A/G Glucose Total cholesterol Triglyceride Phospho!;p;d AST ALT Y・GTP LDH Bileacid BUN Creatinine Total bilirubin ALP Inorganic phosphorus 

西L ,/dL mrfdL mrfdL m駆dL mf/dL U/L U/L ufL U/L μmol/L m',/dL m匹L mrfdL u/L mf!/dL 

M04037 5.9 3 9 I 95 145 34 41 74 109 59 279 21.1 13 0.5 0.09 545 71 

M04038 5.0 33 I 94 140 26 49 57 60 26 41 12.3 13 0.5 0.06 310 7.4 

M04039 S6 35 I 67 133 59 42 92 71 26 280 4.8 II 0.5 0.05 261 6.8 

M04040 59 3 7 I 68 152 48 118 97 103 70 94 7.1 II 0.5 0.05 334 6.6 

M04041 SI 3 2 I 68 104 33 22 57 58 25 230 17.4 13 0.4 0.05 344 6.7 

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 55 35 1.78 135 40 54 75 80 41 

゜
]85 12 S 12 0.5 0.06 359 6.9 

S.D 0.4 03 0 15 19 13 37 19 24 22 

゜
111 6.8 I 

゜
0.02 109 0.3 

Significance NS NS NS NS NS NS NS NS NS NS NS NS ． NS NS NS ． 
Statfatkal method AN AN AN AN AN AN AN AN KW  AN AN KW  DU AN AN AN DU 

Si即ificantlydifferent from the control group ('. P<O 05, "・ P<0.01). 

NS: Not significantly different rrom the control group 
AN  Analysis by variance (one-way layout) 
KW: Analys~ by Kruskal-Wallis'test (one-way layout) 
DU: Analysis by Dunnett's test 

UA:Un由leto be analyzed because the value in the treated group was the same as the value in the control group 

296 

試験番号 R-12-014

Ca Na K Cl 

mrfdL mEq/L mEq/LmEq/L 

9.8 142.5 3 79 104.1 

94 1425 4.14 107.1 

10.0 142 7 4.09 106.0 

9.6 141 8 3.96 104.4 

96 144 4.21 109.4 

5 5 5 s 

9.7 142.7 4.04 106.2 

0.2 08 0.17 2.2 

NS NS NS NS 

AN AN AN AN 



試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 28-2-1. Biochemical findings of male rats at the end of the recovery period 
Contrnl (vehicl• wale『form如lion)

MaleNo Total protein Albumin AJG Glucose Total cholesterol Triglyceride Phospholipid AST ALT y-GTP LDH Bileacid BUN Creatinine Tota1 bilirubin ALP !no四icphosphorus Ca Na K Cl 

FfdL rfdL mf!/dL mgldL mgldL m,idL u/L U/L U/L ufL μmol/L m剥L m,!dL mrfdL u/L mrfdL mgdL m均バ~ mEq/L mEq/L 

M01008 5.4 36 2.00 161 34 34 69 57 2S 

゜
115 18 7 14 0.6 0.08 378 6.7 93 1422 3 97 105 5 

M01009 5.6 39 2.29 147 so 25 85 65 29 

゜
279 9.5 15 0.6 0.08 299 7.4 9.6 142.5 4.16 103.3 

MOIOIO 5.1 39 2.17 184 S6 20 95 51 24 

゜
117 10.4 13 0.7 0.05 371 7.1 96 143.4 6.64 105.1 

MOIOII 55 38 2.24 157 44 18 73 57 21 

゜
177 81 IS 0.6 0.05 356 7.8 9, 1 142.5 4.21 104.S 

M01012 5 I 35 2.19 128 3S 14 60 63 23 

゜
93 7.2 13 0.6 0.07 250 6.4 88 144.l 4.05 108.7 

Number ofma1es 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 s 5 5 5 5 

Mean ss 37 2.18 155 44 22 76 59 24 156 10.8 14 06 0.07 331 7.1 93 1429 4.61 105.4 

S.D 0.2 0.2 0.11 20 ， 8 14 6 3 75 4.6 I 

゜
0.02 55 0.6 0.3 0.8 I 14 2.0 
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試験番号 R-12-014

Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 28-2-2. Biochemical findings of male rats at the end of the recovery period 
2-IBE 150 m詠g

MaleNo Total protein Albumin AlG Glucose Total cholesterol Triglyceride Phosphol;p;d AST ALT y-GTP LDH Bile acid BUN C『eatinine Total bilirubin ALP lnorg,nic phosphorus Ca Na K Cl 

f!!dL r/dL m畝dL mp/dL m'i/dL mrfdL u/L u/L u/L u/L μmol/L m,ldL m酢dL mrfdL UIL mgdL mgdL m均IL mEq/L mEq/L 

M04044 51 37 I 85 132 56 17 82 56 25 

゜
108 II 7 13 0.6 0.04 192 7.4 9.5 143.7 4.19 104.8 

M04045 49 32 188 136 38 27 69 48 24 

゜
60 5.8 14 0.6 0.04 185 6.7 8.4 144.7 3 78 105.7 

M04046 5.6 39 229 162 36 31 67 60 30 

゜
159 7.0 IS 0.6 0.04 249 6.3 9.4 142 S 4.05 106.2 

M04047 S.6 3.8 2 11 155 44 33 78 60 23 

゜
236 7.7 14 0.6 004 290 6.7 9.0 142 S 3 99 105 6 

M04048 58 3.9 2.05 161 42 20 72 63 27 

゜
91 163 18 0.7 005 327 62 9.2 143 6 3.89 105.9 

Number ofma1es 5 5 5 5 s 5 5 5 5 5 5 s 5 s 5 5 5 5 5 

Mean ss 3.7 2.04 149 43 26 74 57 26 131 9.7 15 0.6 0.04 249 67 91 143.4 3.98 1056 

S.D 0.4 0.3 0.18 14 8 7 6 6 3 69 4.3 2 

゜ ゜
61 0,5 0,4 0,9 0 16 0.5 

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS ． NS NS NS NS NS NS 

StaIisticdmethod TT TT TT TT TT TT TT TT TT TT TT TT TT TT AW  TT TT TT TT AW  AW  

Significantly different from the control group (• P<0.05,""" P<0.01)臀

NS:Notsi凹ificantlydiff.-ent from the control g,oup. 
TT Analysis by Student's t-test 
AW: Analysis by Aspin-Welch I-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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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 29-1-1. Biochemical findings of female rats at the end of the dosing period 
Control (vehicle: water for injection) 

Female No Total protein Albumin AlG Glucose Total cholesternl T魂Jyceride PhosphoHp;d AST ALT T-GTP LOH Bile acid BUN c,臼 Imme Total bll血bm ALP Ino,,,.nic phosphorus Ca Na K Cl 

剥L gdL m畝dL mwdL m畝dL mfidL U/L u/L U/L u/L μmol/L m',!/dL mrfdL m座dL U/L mlfdL mrfdL m均几、 m助/L mEq/L

FOJ002 6.2 4.3 226 104 53 18 108 78 41 

゜
87 30.7 16 07 0.10 172 80 9.8 140.8 4.09 106.8 

F0I006 5, 5 39 2.44 118 46 24 88 123 84 

゜
76 11 2 12 06 0.06 124 7.9 10.6 145 3 3.48 108.4 

F01007 6.2 4.2 210 124 54 24 92 61 31 

゜
50 9.1 18 0.6 O.D7 183 6.5 9.6 140.7 3 80 106.1 

F01008 4.9 3.4 2、27 137 39 ， 72 99 44 

゜
201 7.0 II 08 0.09 171 7.8 9.4 144.4 3 77 108.9 

FOIOI I 5.8 40 222 128 49 36 96 75 29 

゜
141 68 13 06 004 158 6.3 9.7 144.2 3 64 1109 

Number of females 5 5 5 s 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 57 4.0 2.26 122 48 22 91 87 46 111 13.0 14 07 007 162 73 9.8 143 I 3 76 108.2 

S.D 0.5 0.4 0.12 12 6 JO 13 24 22 60 IO.I 3 0 I 0.02 23 08 0.5 2.2 023 I 9 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 29-1-2. Biochemical findings of female rats at the end of the dosing period 

2-IBE IS mg/kg 

Female No Total protein Albu呻 A/G Glucose Tota] cholesterol Triglyceride Phospholipid AST ALT Y-GTP LDH Bileacid BUN c,臼tinine Totalbilirubin ALP Inor四icphosphorus 

剥L 邸L m畝dL mrfdL m畝dL mr/dL U/L u/L u/L UIL 1血 ol/L m',!/dL m',!/dL m,!ldL u/L mrfdL 
F02013 58 4.0 2.22 147 49 10 98 84 42 I 80 99 13 0.7 0.06 166 6.2 

F02015 6.2 4.3 2.26 145 65 21 119 89 41 

゜
148 360 15 06 0.09 168 5.7 

F02017 5.3 36 2 12 115 26 34 72 90 46 

゜
221 286 II 05 0.07 205 5.2 

F02020 S.6 37 I 95 122 57 39 102 104 42 

゜
282 13 4 21 06 0.06 133 7.0 

F02021 6.0 42 2.33 122 63 43 123 61 33 65 15 I II 06 0.07 110 6.0 

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 5 8 4.0 2.18 130 52 29 103 86 41 

゜
159 20.6 14 0.6 007 156 60 

S.D. 03 0.3 0.15 IS 16 14 20 16 5 

゜
92 112 4 0 I 001 36 07 

Signi釦ance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS ．． 
StatisticaJ method AN AN DU AN AN AN AN AN KW AN AN KW  AN AN KW  AN DU 

Significantly different from the control group (*. P<0.05, • • P<O 01). 

NS: Not significantly different from the control group 

AN, Analys;s by variance (one-way layout) 
DU: Analysis by Dunnett's test 

KW: Analysis by Kruskal-Wallis'test (one-way layout) 

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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試験番号 R-12-014

Ca Na K Cl 

mr,dL m恥/L m恥IL mEq/L 

9.3 139.3 4.41 104.3 

9.7 141 2 3 75 106.S 

87 141 7 3.40 109.2 

9.6 143 0 3 98 107.6 

9.6 140.9 3 78 106.9 

5 5 5 5 

9.4 141.2 3.86 106.9 

0,4 l,3 0.37 1.8 

NS NS NS NS 

AN AN AN AN 



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 29-1-3. Biochemical findings of female rats at the end of the dosing period 

2-IBESO m詠g

Female No. Total protein Albumin AlG Gluoose Totalcholestmol T哺 ycmde PhosphoHp;d AST ALT Y-GTP LDH Bileェid BUN Creatinine Total bilirubin ALP Ino,i,1nic phosphorus 
rfdL 邸L m執dL mf!/dL m畝dL mrjdL VIL U/L u/L u/L ,,moVI、 mrfdL mg/dL mrfdL U/L mrfdL 

F03026 5.3 3,8 2 53 126 43 58 93 62 39 

゜
36 62 17 OS 005 124 7.4 

F03027 55 40 2.67 152 58 28 106 6S 34 

゜
54 156 12 06 0.06 128 6.9 

F03029 6.0 42 2.33 104 67 31 128 89 44 

゜
57 160 22 06 005 152 6.8 

F03032 57 3.9 2.17 122 39 39 91 96 45 

゜
55 12 5 17 06 0.05 125 66 

F03035 5.8 4.2 2.63 134 52 49 109 95 45 167 14.0 19 06 005 205 7.2 

Number of females 5 5 5 5 5 5 5 s 5 5 5 5 5 5 s 5 

M血 5.7 4.0 2.47 128 52 41 105 81 41 

゜
74 12 9 17 06 0.05 147 70 

S.D 03 0.2 0.21 18 II 13 15 17 5 

゜
53 4.0 4 

゜ ゜
35 03 

Si四ifi四ce NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistica1 method AN AN DU AN AN AN AN AN KW  AN AN KW  AN AN KW  AN DU 

Si即ificantlydi(ferent from the control group (• P<0.05, * * P<O O 1). 

NS Not significant!y different from the control group 
AN・ Analysis by variance (one-way layout). 

DU・ AnaJysis by Dunnett's test 

kW:Analysis by Kruskal-Wallis'test (oneway layout) 

U A Unable to be anaJy zed because the vaJue in the treated group was the same as the vaJue in the control group 
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Ca Na K Cl 

mrfdL mEq/L mEq/L mEq/L 

9.6 140.1 4 13 107.0 

88 139.9 4.49 105 3 

9.8 140.8 4.28 1066 

9.7 141.4 3 76 107 2 

9.8 142.5 3 72 107 5 

5 5 s 5 

95 140.9 4.08 106.7 

0.4 II 0.33 0.9 

NS NS NS NS 

AN AN AN AN 



試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 29-1-4. Biochemical findings of female rats at the end of the dosing period 

2-!BE 150m詠g

Female No. 

F04038 

F04039 

F04040 

F0404I 

F04047 

Numbernf females 

Mean 

S.D. 

Si胆ificance

Statistical method 

Total protein 

迎L

5.5 

5.6 

5.7 

6.1 

5.0 

5 

5.6 

0.4 

NS 

AN 

Albu面n

飢dL

3.8 

3.9 

3.8 

4.2 

3.5 

5 

3.8 

0.3 

NS 

AN 

AlG 

2.24 

2.29 

2.00 

2.21 

2.33 

s 

2.21 

0.13 

NS 

DU 

Glucose 

mg/dL 

105 

124 

99 

123 

116 

s 

113 

II 

NS 

AN 

Total cholesternl 

呵dL

37 

38 

ss 
52 

44 

s 

45 

8 

NS 

AN 

T呻yceride

m糾dL

31 

45 

43 

39 

31 

5 

38 

7 

NS 

AN 

Phospholipid 

mf!/dL 

93 

89 

112 

110 

88 

5 

98 

12 

NS 

AN 

AST 

u/L 
Ill 

83 

88 

72 

61 

s 

83 

19 

NS 

AN 

ALT 

U/L 

57 

46 

36 

34 

37 

5 

42 

10 

NS 

KW  

p
 

5

UiL
-
°
o
o
o
o
-
5
 

>' 

o
o
-
N
S
A
N
 

LDH 

u/L 

166 

72 

241 

367 

39 

5 

177 

133 

NS 

AN 

Bile acid 

1•mo!/L 

12.9 

8.5 

13.6 

8.9 

8.0 

5 

10.4 

2.7 

NS 

K W  

BUN 

吋 dL

16 

15 

14 

15 

12 

5 

14 

2 

NS 

AN 

Crealinine 

mrfdL 
0.6 

0.5 

0.5 

0.6 

0.4 

5 

0.5 

0.1 

NS 

AN 

Total bilirubin 
m訥dL

0.06 

0.06 

0.06 

0.04 

0.05 

5 

〇.OS

0.01 

NS 

KW  

ALP 

u/L 
278 

141 

317 

130 

147 

5 

203 

88 

NS 

AN 

!nor四icphosphorus 

mrfdL 
6.8 

6.6 

6.0 

6.3 

6.9 

5 

6.5 

0.4 

NS 

DU 

Ca 

mrfdL 
9.1 

9.5 

9.4 

9.3 

9.9 

5 

9.4 

0.3 

NS 

AN 

Na 

mEq/L 

140.2 

141.8 

141.0 

141.0 

142.3 

5 

141.3 

0.8 

NS 

AN 

よ＿
4
5
6
4
1
5
3
4
0
9
4
0
0
-
5
4
1
2
5
-
N
S
A
N

Cl 

mEq/L 

l06.9 

l05.8 

l06.9 

l06.9 

106.0 

s 

106.S 

0.6 

NS 

AN 

Si!ll'ificantly diffi町entfrom the control,.-oup (': P<0.05, ": P<0,01) 
NS: Not,i,,,.ifiamtly dilT=nt from the control,.-oup 
AN: Analysis by vari皿ce(one-way layout) 
DU: Analysis by Dunnett's test. 
KW: Analysis by Kruskal-Wallis'test (one-way layout) 
UA: Unable to be analyzed because the value in the treated,.-oup was the same as the value in the control,.-oup 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 29-2-1. Biochemical findings of female rats at the end of the dosing period, satellite group 
Control (vehicle water for injection) 

Female No. Total protein Albumin A/G Glucose Total cholesterol Triglyceride Phospholipid AST ALT r-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP Inorganic phosphorus Ca Na K Cl 

g/dL 迎L m,!dL m匹L m畝IL m',/dL u/L u/L VIL u/L μmol/L mpjdL mg/dL m畝dL U/L mr,dL mp/dL mEq/L mEq/L mEq/L 

F05049 5.3 38 2 53 86 35 7 74 85 30 

゜
58 12 6 16 07 0 II 159 51 87 142.S 3 67 108.7 

FOSOSO 5.7 38 2.00 143 62 38 113 55 26 so 6.4 17 06 0.07 223 60 9,3 141.I 411 107.4 

F05051 5.7 4.1 2 56 113 76 13 130 54 15 48 10.0 14 0.7 0.08 135 4.6 9.0 143.8 3.48 107.9 

F05052 59 4.1 2 28 129 76 14 129 60 21 91 65.S 21 08 0.09 169 4.7 9.4 143.9 3.38 107.7 

F05053 5、9 40 2.11 113 55 7 106 97 71 49 10.3 21 07 0 07 147 4.1 8.7 144.6 3.70 110.3 

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 s 5 5 5 5 s 

Mean S.7 4,0 2.30 117 61 16 110 70 33 59 21 0 18 0.7 0 08 167 4.9 9,0 143 2 3.67 108.4 

S.D 0,2 0.2 0.25 21 17 13 23 20 22 18 25 0 3 0 I 0.02 34 0.7 0.3 1.4 0.28 I 2 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 29-2-2. Biochemical findings of female rats at the end of the dosing period, satellite group 
2-IBE 150m詠g

Female No Total protein Albumin A/G Glucose Total cholesterol Triglyceride PhosphoHpld ASf ALT y-GTP LDH Bileacid BUN Creatinine Total bilirubin ALP lnorg,nic phosphorus Ca Na K Cl 

,ldL 迎L m駆dL mf!ldL m軌dL mrfdL u/L u/L UIL u/L μmol/L mr/dL mv/dL m,!dL u/L mf!/dL ml!fdL mEq/L mEq/L mEq/L 

F06059 51 3.8 2.92 126 60 20 105 68 26 48 16 I II 0.7 0.07 261 62 92 140.3 4.44 105.6 

F06060 5.4 37 2.18 102 56 15 94 52 20 30 53 19 06 0.05 146 4.7 92 142 8 3.96 109.0 

F06061 5.9 4.3 2 69 136 36 14 85 48 17 47 26.1 15 0.6 0.06 164 42 95 141 2 3.92 106.3 

F06062 58 4.3 2.87 97 58 17 109 92 38 65 22.7 22 0.7 0 06 150 5.2 9 5 141 9 3.79 1064 

F06063 52 37 2.47 123 32 ll 68 57 19 32 11.4 18 0.6 0 06 173 5.4 89 144 4 3.69 109.3 

Numberoffemales 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 s 5 s 5 

Mean 5.5 40 2.63 117 48 JS 92 63 24 

゜
44 16 3 17 06 0 06 179 5.1 9.3 142 I 3 96 107 3 

S.D. 0.4 03 0.31 17 13 3 16 18 ， 
゜

14 84 4 0 I 0 01 47 0.8 0.3 1.6 0.29 I 7 

Significmce NS NS NS NS NS NS NS NS NS NS NS NS NS NS ． NS NS NS NS NS NS 

St叫isticalmdhod TT TT TT TT TT AW  TT TT TT TT TT TT TT TT TT TT TT TT TT TT TT 

s;gnmcantly d;tTe,ent from the contml臣oup(* P<0.05, ** P<O 01). 

NS: Not,;gnmcantly d;rr,rent from the control group 

TT. Analysis by Student'st-test 

AW: Analy,;, by Asp in-Welch I-test 

U A. 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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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 29-3-1. Biochemical findings offemale rats at the end of the recovery period 

Control (vehicle: water for injection) 

F口 aleNo. Total protein Albu呻 AJG Glucose Total cholesterol Triglyceride Phospholipid AST ALT y-GTP LDH Bileacid BUN Creatinine Total bilirubin ALP Inorganic phosphorus Ca Na K Cl 

剥L 邸L m,!dL rnefdL m匹L mf!/dL U/L u/L u/L U/L μmoVL m,1dL mrfdL m-,/dL u/L mefdL mp/dL m恥/L mEq/L m阿A、

F05054 6.0 37 161 115 56 16 108 92 34 

゜
106 66.4 18 0.6 0 08 176 5.2 9.7 143 0 3 79 108.8 

F05055 56 4、I 2.73 134 68 17 122 56 24 

゜
89 IS 2 15 0.6 0 08 149 50 9.2 144.6 4.07 110.1 

F05056 58 43 2.87 118 70 14 121 57 20 

゜
67 13 2 18 0.7 0 10 202 51 9.5 144.0 3 68 109.0 

F05057 57 4.0 235 148 65 12 115 51 18 51 3.8 15 0.7 0 06 168 5.6 94 1428 3 92 109.1 

F05058 57 4.1 2.56 110 68 17 118 78 36 89 21.8 20 0.7 0 08 176 4.8 92 1429 3 52 108.4 

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 s 5 5 5 5 

Mean 5.8 4.0 2.42 125 6S 15 117 67 26 80 24.1 17 0.7 0.08 174 SI 9.4 143 5 3 80 109.1 

S.D. 0.2 0.2 0.49 16 6 2 6 17 8 21 24.5 2 0.1 0.01 19 0.3 0.2 08 0.21 0.6 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 29-3-2. Biochemical findings offemale rats at the end of the recovery period 
2-IBE 150m詠g

Female No. TotaJ protein Albumin AIG Glucose Total cholesterol Triglyceride Phospholipid AST ALT Y・GTP LDH Bile acid BUN Creatinine Total bilirubin ALP Ino屯叩icphosphorus Ca Na K Cl 

',!/dL 酌dL m匹L mf!/dL mefdL m,JdL u/L u/L u/L U/L μmoVL mfidL m迎L m'ifdL u/L mr/dL mr/dL mEq/L叫Sq/L mEq/L 

F06064 6.4 4.6 256 124 71 13 129 49 23 77 17.4 18 0.7 0.10 245 4.8 9.6 143.9 4.12 108 8 

F06065 6.2 46 288 127 77 26 140 55 18 207 16.0 IS 0.7 0.07 264 SI 9,5 143 7 3 63 107.6 

F06066 57 4.2 2.80 139 65 39 121 79 4l 77 10.3 16 0.6 0.06 224 5.2 9.6 142.7 3 80 108 6 

F06067 5.0 3.2 1.78 113 40 15 82 60 20 273 81 16 0.7 0.06 132 63 81 143 8 5.22 110.6 

F06068 5.9 4.2 2.47 126 64 19 114 81 32 134 13 4 19 0.6 0.06 199 5.0 9.5 143 7 3 89 108.3 

Number of females 5 5 5 5 5 s 5 s 5 s 5 5 5 5 5 5 5 5 5 

Mean 58 4.2 2 50 126 63 22 117 65 27 

゜
1S4 13.0 17 0,7 0.07 213 53 9.3 143 6 4 13 108.8 

S.D o.s 0.6 0.44 ， 14 11 22 14 10 

゜
8S 3,9 2 0.1 0.02 51 0.6 0.7 0、5 0.63 I.I 

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statfatical method AW  TT TT TT TI A W  AW  TT TT TT AW  AW TT TT TT TT TT TT TT TT TT 

Significantly different from the contro 1 group ("'P<0.05, "'"'P<O.O I). 

NS: Not significantly different恥mthe control group 

AW: Analysis by Asp in-Welch t-test 

TT: Analysis by Student's I-test 

U A・ 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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試験番号 R-12-014

Combi ned repeat dose and reproductive/development al t oxi city  screening t est of 2-i sobut oxy et hanol by oral administ rat ion i n rat s 

Appendi x 30-1-1 .  Org an weight s of male rat s at t he end of t he dosi ng peri od 

Control (vehicle: water for injection) 

Male No Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 
weight (g) (mg) (mrfg) (mg) (mf!/g) (mg) (mg/g) (mg) (mr}g) (mg) (mg/g) (mg) (mg/g) (mg) (mf/g) (mg) (mg/g) 

MOIOOI 518 9 2033 7 3 919 343.7 0.662 1690 2 3.257 14074.3 27.123 1593.1 3.070 1610 7 3 104 3203 8 6.174 768 6 1.481 

M01002 5411 2179.3 4.028 247.7 0.458 1379.7 2.550 13079.2 24.172 1922.1 3.552 1836 I 3.393 3758 2 6.945 970 7 I 794 

M01003 495.7 2147 9 4.333 290.9 0.587 1622.4 3.273 13474.S 27.183 1530.l 3.087 1582 6 3 193 3112 7 6.279 1157.7 2.335 

M01004 504.6 2061 3 4.085 360 6 0 715 1263.9 2.505 13092.7 25.947 1501.3 2.975 1489 6 2 952 2990.9 5 927 835.9 1657 

MOIOOS 460.2 2048 8 4.452 397 0 0 863 1386.1 3 012 12409.1 26.965 1430 I 3.108 1467.2 3.188 2897.3 6.296 699.7 1.520 

M01006 439.3 2032 7 4.627 262 I 0 597 1132 7 2 578 11000.4 25.041 1439.6 3.277 1366.3 3.110 2805.9 6.387 711.6 1.620 

MOI007 502 5 2115 3 4.210 310 5 0 618 15021 2 989 122916 24461 1623.6 3 231 1507 0 2.999 3130.6 6.230 862.0 1.715 

Number of males 7 7 7 7 7 7 7 

Mean 494.6 2088.4 4.236 316.1 0.643 1425.3 2.881 12774.S 25 842 15771 3 186 1551.4 3134 3128 5 6.320 858.0 1.732 

S.D. 34 5 59.1 0.250 54.1 0.125 195.9 0.333 990.6 1 294 168 3 0191 148.7 0.145 310 6 0 311 162 0 0.287 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 30-1-l(continued). Organ weights of male rats at the end of the dosing period 

Control (vehicle: water for injection) 

Male No. Testis(R) Testis(L) Testes Epididymis (R) Epididymis (L) Ep ididymides 

(mg) (mr/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mgg) (mg) (mg/g) 
MOIOOI 1748.5 3.370 1750.2 3.373 3498.7 6.743 587.2 1.132 601.4 1.159 1188.6 2.291 

M01002 1561.5 2.886 1530.5 2.828 3092.0 5.714 701.9 1.297 641.8 1.186 1343.7 2.483 

MOI003 1683.4 3.396 1664.9 3.359 3348.3 6.755 632.0 1.275 614.6 1.240 1246.6 2.515 

MOI004 1658.0 3.286 1678.1 3.326 3336.1 6.611 631.0 1.250 631.5 1.251 1262.5 2.502 

MOIOOS 1703.4 3.701 1655.7 3.598 3359.1 7.299 627.8 1.364 533.6 1.159 1161.4 2.524 

MOI006 1619.6 3.687 1588.3 3.616 3207.9 7.302 667.5 1.519 613.7 1.397 1281.2 2.916 

M01007 1735.3 3.453 1718.6 3.420 3453.9 6.873 670.6 1.335 662.8 1.319 1333.4 2.654 

Number of males 7 7 7 7 7 7 7 7 7 7 7 7 

Mean 1672.8 3.397 1655.2 3.360 3328.0 6.757 645.4 1.310 614.2 1.244 1259.6 2.555 

S.D. 66.0 0.275 74.9 0.261 139.4 0.534 37.4 0.118 41.0 0.088 68.1 0.192 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 30-1-l(continued). Organ weights of male rats at the end of the dosing period 

Control (vehicle: water for injection) 

Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland(R) Adrenal gland(L) Adrenal glands 

(mg) (mgg) (mg) (mg/g) (mg) (mgjg) (mg) (mg/g) (mg) (mgg) (mg) (mg/g) 

MOIOOI 420.5 0.810 1622.5 3.127 15.6 0.030 22.4 0.043 23.8 0.046 46.2 0.089 

M01002 422.2 0.780 2453.3 4.534 20.0 0.037 33.8 0.062 37.3 0.069 71.1 0.131 

M01003 647.6 1.306 1522.9 3.072 30.2 0.061 28.6 0.058 26.2 0.053 54.8 0.111 

M01004 728.3 1.443 1748.1 3.464 26.8 0.053 31.9 0.063 37.8 0.075 69.7 0.138 

M01005 620.7 1.349 1364.9 2.966 22.3 0.048 22.5 0.049 20.6 0.045 43.1 0.094 

M01006 633.7 1.443 1842.1 4.193 13.9 0.032 25.0 0.057 26.3 0.060 51.3 0.117 

M01007 667.7 1.329 1757.3 3.497 17.8 0. 03 5 20.7 0.041 23.6 0.047 44.3 0.088 

Number of males 7 7 7 7 7 7 7 7 7 7 7 7 

Mean 591.5 1.209 1758.7 3.550 20.9 0.042 26.4 0.053 27.9 0.056 54.4 0.110 

S.D. 121.2 0.288 346.1 0.597 5.9 0.012 5.1 0.009 6.8 0.012 11.7 0.020 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 30-1-2. Organ weights of male rats at the end of the dosing period 

2-田E15m誅g

Male No Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 

weight (g) (mg) (mrfg) (mg) (mf!!g) (mg) (mlfg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (m咋g)

M02013 4414 2054.4 4.654 157.9 0.358 1313.7 2.976 10815.2 24.502 1425 6 3 230 1333.2 3 020 2758 8 6.250 723.9 1.640 

M02014 452.0 1979.2 4.379 355.0 0.785 1451.1 3.210 121085 26.789 14113 3 122 1409.5 3118 2820 8 6.241 746.4 1.651 

M02015 431.1 1997.3 4.633 256.6 0.595 1321.7 3 066 10298 5 23 889 1298 8 3013 1282.2 2 974 2581 0 5 987 656.2 1522 

M02016 540 6 2036 5 3 767 399 0 0 738 1559.1 2 884 14120.2 26.119 1571.4 2 907 1676.7 3102 3248 I 6.008 770.2 1.425 

M02017 480 6 2047.3 4.260 502.1 1.045 1522 1 3 167 12654.2 26 330 1384 6 2 881 1441.4 2 999 2826 0 5.880 832.9 1.733 

M02018 426.l 19404 4.554 256.8 0 603 1254.4 2 944 10066.5 23 625 13715 3 219 1423.4 3.341 2794.9 6.559 798.4 1.874 

M02019 458.8 20190 4.401 211.9 0.462 1513 8 3 299 12605 8 27 476 1650 2 3 597 1545.3 3.368 3195.5 6.965 821 6 1.791 

M02020 547 7 21207 3 872 250 0 0.456 1529.6 2 793 15126.7 27 619 1858.7 3.394 2059.6 3.760 3918.3 7.154 1004 0 1.833 

M02021 527 2 21960 4.165 447 5 0.849 1541 7 2 924 14295 2 27115 1668.7 3 165 1683 0 3.192 3351.7 6.358 1165.7 2.211 

M02022 473 3 2064 7 4.362 291 4 0.616 1414.7 2.989 11957.7 25 265 1465.0 3.095 14140 2.988 2879.0 6.083 1165 2 2.462 

M02023 531 0 2062 S 3 884 329 0 0.620 1646 2 3.100 12887.9 24271 1738.9 3.275 1695.5 3.193 3434.4 6.468 728.5 1.372 

M02024 510 5 2011 8 3 941 321 4 0.630 1855 2 3.634 13272.3 25 999 1568.6 3 073 1587 8 3110 3156.4 6.183 1004.8 1.968 

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 485.0 2044.2 4.239 314.9 0.646 1493.6 3.082 12517.4 25.750 1534.4 3 164 1546 0 3 180 3080 4 6.345 868 2 1.790 

S.D 44.5 66.5 0.311 99.2 0.188 162.5 0.226 1583.4 1.411 169.8 0 201 213 3 0.224 376 0 0.390 173 7 0.315 

Si印ificance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN DU DU 

S如ificantlydifferent from the control group(* P<0.05, •• P<O 01) 

NS Not significantly different from the control group. 
AN: Analysis by variance (one-way layout) 
DU・ Analysis by Dunnett's test. 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 
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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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 30-l-2(continued). Organ weights of male rats at the end of the dosing period 

2-IBE 15 m詠g
Male No. Testis(R) Testis(L) Testes Epididymis (R) Epididymis (L) Epididymides 

(mg) (mgg) (mg) (m'Efg) (mg) (m't/g) (mg) (mg/g) (mg) (mgg) (mg) (m'lfg) 
M02013 1620.3 3.671 1593.8 3.611 3214.1 7.282 595.0 1.348 577.7 1.309 1172.7 2.657 

M02014 1643.7 3.637 1649.6 3.650 3293.3 7.286 549.2 1.215 557.7 1.234 1106.9 2.449 

M02015 1608.7 3.732 1609.6 3.734 3218.3 7.465 625.5 1.451 584.5 1.356 1210.0 2.807 

M02016 1939.4 3.587 2027.7 3.751 3967.1 7.338 621.9 l. 1 5 0 680.1 1.258 1302.0 2.408 

M02017 1769.3 3.681 1670.2 3.475 3439.5 7.157 680.9 1.417 650.1 1.353 1331.0 2.769 

M02018 1656.7 3.888 1587.0 3.724 3243.7 7.613 627.1 1.472 624.9 1.467 1252.0 2.938 

M02019 1734.2 3.780 1744.2 3.802 3478.4 7.582 615.9 1.342 633.8 1.381 1249.7 2.724 

M02020 1772.6 3.236 1728.5 3.156 3501.1 6.392 647.6 1.182 624.5 1.140 1272.1 2.323 

M02021 1643.7 3.118 1646.7 3.123 3290.4 6.241 642.4 1.219 642.6 1.219 1285.0 2.437 

M02022 1608.3 3.398 1595.6 3.371 3203.9 6.769 634.2 1.340 613.4 1.296 1247.6 2.636 

M02023 1651.3 3.110 1635.1 3.079 3286.4 6.189 574.5 1.082 584.0 1.100 1158.5 2.182 

M02024 1703.1 3.336 1698.4 3.327 3401.5 6.663 636.3 1.246 621.8 1.218 1258.1 2.464 

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 1695.9 3.515 1682.2 3.484 3378.1 6.998 620.9 1.289 616.3 1.278 1237.1 2.566 

S.D. 96.3 0.265 120.6 0.266 213.3 0.522 34.7 0.125 34.9 0.104 64.3 0.223 

Significance NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method KW  AN KW  AN KW  AN AN AN AN AN AN AN 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 

DU: Analysis by Dunnett's test. 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value m the control group. 
NA: Not analyzed. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 30-l-2(continued). Organ weights of male rats at the end of the dosing period 

2-IBE 15 m詠g
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland(R) Adrenal gland(L) Adrenal glands 

(mg) (mgg) (mg) (m'dg) (mg) (m臨） (mg) (rn't}g) (mg) (mgg) (mg) (mgg) 
M02013 587.4 1.331 1891.1 4.284 16.6 0. 03 8 30.4 0.069 28.6 0.065 59.0 0.134 

M02014 635.3 1.406 1539.2 3.405 25.8 0.057 25.0 0.055 22.3 0.049 47.3 0.105 

M02015 745.7 1.730 1235.5 2.866 27.8 0.064 30.1 0.070 29.3 0.068 59.4 0.138 

M02016 612.3 1.133 1450.8 2.684 32.9 0.061 22.7 0.042 29.4 0.054 52.1 0.096 

M02017 561.6 1.169 1802.7 3.751 16.5 0.034 25.1 0.052 24.6 0.051 49.7 0.103 

M02018 389.6 0.914 1742.7 4.090 17.0 0.040 25.3 0.059 26.9 0.063 52.2 0.123 

M02019 824.2 1.796 1947.8 4.245 19.1 0.042 22.6 0.049 27.9 0.061 50.5 0.110 

M02020 790.9 1.444 1420.6 2.594 21.0 0. 03 8 24.5 0.045 25.7 0.047 50.2 0.092 

M02021 478.2 0.907 1678.5 3.184 18.8 0.036 31.1 0.059 32.9 0.062 64.0 0.121 

M02022 507.7 1.073 1629.5 3.443 21.2 0.045 23.7 0.050 25.3 0.053 49.0 0.104 

M02023 503.8 0.949 1451.2 2.733 16.6 0.031 22.8 0.043 26.9 0.051 49.7 0.094 

M02024 607.7 1.190 1735.9 3.400 16.1 0.032 37.2 0.073 35.6 0.070 72.8 0.143 

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 603.7 1.254 1627.1 3.390 20.8 0.043 26.7 0.056 28.0 0.058 54.7 0.114 

S.D. 130.6 0.297 212.6 0.606 5.4 0.011 4.5 0.011 3.6 0.008 7.6 0.01 8 

Significance NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN AN AN AN AN 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by vanance (one-way layout). 
UA: Unable to be analyzed because the value m the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 30-1-3. Organ weights of male rats at the end of the dosing period 

2-IBE 50 m詠g

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 
weight (g) (mg) (mg/g) (mg) (m咋g) (mg) (mffg) (mg) (mg/g) (mg) (mf!!g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) 

M03025 570 7 2205 9 3 865 255 4 0.448 1659.9 2.909 15595.2 27.326 1974.4 3 460 1843 1 3.230 3817 5 6.689 1119 7 1.962 

M03026 478 2 1967 9 4.115 221 2 0.463 1452 8 3 038 12547.4 26 239 1399.9 2.927 1454 4 3 041 2854.3 5.969 1095.8 2.292 

M03027 530 S 2065 I 3.893 387 4 0.730 1474.4 2 779 14400.7 27146 1603.6 3.023 1574.1 2.967 3177.7 5 990 994.6 I 875 

M03028 544 7 2155 6 3.957 350 I 0.643 1652 9 3 035 14205.0 26.079 1644.5 3 019 1665.6 3.058 3310 I 6 077 790.8 1.452 

M03029 472.0 2051.1 4.346 357 2 0.757 1463 0 3 100 13163 6 27 889 1849.6 3.919 1684 8 3 569 3534.4 7.488 965.7 2.046 

M03030 428 5 2050 3 4.785 270 2 0.631 1260.2 2 941 10359.6 24.176 1347.7 3.145 1443.4 3.368 2791.1 6 514 693.9 1 619 

M03031 504 7 2095 5 4.152 310 9 0 616 1436.7 2 847 131591 26.073 1393.4 2,761 1356.1 2.687 2749 5 5 448 883 7 I 751 

M03032 531 5 1993 3 3 750 304 5 0 573 1733 3 3 261 15470.9 29.108 1964.0 3.695 1868.8 3.516 3832 8 7 211 1339.0 2 519 

M03033 508 8 2042 3 4.014 343 9 0.676 1459.8 2 869 15085 5 29.649 1938.7 3.810 2039 3 4.008 3978 0 7.818 887 6 1.744 

M03034 462 9 20711 4.474 320 5 0 692 1386.9 2 996 11987.6 25.897 1519.8 3.283 1423 3 3 075 2943 I 6.358 794 6 1.717 

M03035 497 9 2073 7 4.165 354 2 0 711 14214 2.855 12252.9 24.609 1742.3 3.499 17211 3 457 3463 4 6.956 979.1 1966 

M03036 533.0 2124.7 3.986 318.4 0.597 1655.9 3.107 15082.3 28.297 1981.7 3 718 1978 4 3 712 3960.1 7.430 1079.0 2.024 

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 505 3 2074.7 4.125 316 2 0 628 1504.8 2 978 13609.2 26.874 1696.6 3 355 1671 0 3 307 3367 7 6.662 968 6 1.914 

S.D 39.9 65 4 0.291 47 8 0 097 139.4 0138 1632 0 1.681 244.6 0.383 227 7 0.368 464 8 0.730 175 9 0 292 

S函ificance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN DU DU 

Significantly different from the control宮oup(* P<O 05, •• P<0.01) 

NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 

DU: Analysis by Dunnett's test. 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 

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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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 30-1-3(continued). Organ weights of male rats at the end of the dosing period 

2-IBESO m詠g
Male No. Testis(R) Testis(L) Testes Epididymis (R) Epididymis(L) Ep ididymides 

(mg) (mgg) (mg) (m?}g) (mg) (mgg) (mg) (mgg) (mg) (mg/g) (mg) (mg/g) 
M03025 1758.1 3.081 1746.0 3.059 3504.1 6.140 654.7 1.147 711.4 1.247 1366.1 2.394 

M03026 1626.9 3.402 1653.4 3.458 3280.3 6.860 587.6 1.229 560.3 1.172 1147.9 2.400 

M03027 1763.4 3.324 1741.9 3.284 3505.3 6.608 628.2 1.184 589.8 1.112 1218.0 2.296 

M03028 1614.1 2.963 1631.7 2.996 3245.8 5.959 547.2 1.005 526.5 0.967 1073.7 1.971 

M03029 1559.8 3.305 1556.6 3.298 3116.4 6.603 602.6 1.277 625.2 1.325 1227.8 2.601 

M03030 1528.5 3.567 1509.2 3.522 3037.7 7.089 591.7 1.38] 572.9 1.337 1164.6 2.718 

M03031 1399.0 2.772 1395.7 2.765 2794.7 5.537 572.8 1.135 568.4 1.126 1141.2 2.261 

M03032 1742.9 3.279 1648.5 3.102 3391.4 6.381 567.0 1.067 557.6 1.049 1124.6 2.116 

M03033 1698.0 3.337 1640.4 3.224 3338.4 6.56] 623.0 1.224 604.6 1.188 1227.6 2.413 

M03034 1696.7 3.665 1609.5 3.477 3306.2 7.142 644.0 1.391 603.3 1.303 1247.3 2.695 

M03035 1463.8 2.940 1443.6 2.899 2907.4 5.839 615.7 1.237 602.7 1.210 1218.4 2.447 

M03036 1600.4 3.003 1618.4 3.036 3218.8 6.039 643.6 1.208 633.1 1.188 1276.7 2.395 

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 1621.0 3.220 1599.6 3.177 3220.5 6.397 606.5 1.207 596.3 1.185 1202.8 2.392 

S.D. 117.7 0.269 107.0 0.240 221.5 0.504 34.0 0.113 47.3 0.111 78.0 0.218 

Significance NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method KW  AN KW  AN KW  AN AN AN AN AN AN AN 

Significantly different from the control group (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 
DU: Analysis by Dunnett's test. 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 
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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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 30-1-3(continued). Organ weights of male rats at the end of the dosing period 

2-IBESO m詠g
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland(R) Adrenal gland(L) Adrenal glands 

(mg) (mgg) (mg) (m'i!/g) (mg) (mg/g) (mg) (mgg) (mg) (mg/g) (mg) (mgg) 
M03025 734.6 1.287 1650.2 2.892 17.9 0.031 29.0 0.051 28.4 0.050 57.4 0.101 

M03026 648.9 1.357 1457.1 3.047 18.5 0.039 21.2 0.044 23.5 0.049 44.7 0.093 

M03027 634.0 1.195 1658.0 3.125 21.1 0.040 27.3 0.051 26.7 0.050 54.0 0.102 

M03028 643.3 1.181 2153.7 3.954 29.9 0.055 28.7 0.053 30.6 0.056 59.3 0.109 

M03029 740.2 1.568 1703.2 3.608 23.0 0.049 24.3 0.051 26.7 0.057 51.0 0.108 

M03030 551.7 1.288 1860.4 4.342 13.0 0.030 24.0 0.056 32.0 0.075 56.0 0.131 

M03031 518.3 1.027 1398.5 2.771 22.1 0.044 32.1 0.064 30.8 0.061 62.9 0.125 

M03032 616.9 1.161 1692.7 3.185 22.8 0.043 24.2 0.046 26.4 0.050 50.6 0.095 

M03033 559.9 1.100 1919.4 3.772 15.1 0.030 34.1 0.067 35.6 0.070 69.7 0.137 

M03034 635.0 1.372 1953.7 4.22] 25.8 0.056 26.2 0.057 28.7 0.062 54.9 0.119 

M03035 786.1 1.579 1622.0 3.258 16.4 0.033 22.9 0.046 24.4 0.049 47.3 0.095 

M03036 489.5 0.918 1591.7 2.986 20.5 0.038 32.7 0.061 35.2 0.066 67.9 0.127 

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 629.9 1.253 1721.7 3.430 20.5 0.041 27.2 0.054 29.1 0.058 56.3 0.112 

S.D. 91.2 0.199 215.4 0.533 4.7 0.009 4.2 0.007 3.9 0.009 7.7 O.Dl5 

Significance NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN AN AN AN AN 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 30-1-4. Organ weights of male rats at the end of the dosing period 

2ー田E150m詠g

Male No Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys 

weight (g) (mg) (mg/g) (mg) (mv}g) (mg) (mfig) (mg) (mfjg) (mg) (m匹 (mg) (mg/g) (mg) 

M04037 450.2 2085.7 4.633 203.6 0.452 1348 5 2 995 11234.5 24 954 1615 7 3 589 1463 1 3 250 3078 8 

M04038 453.5 1870 4 4.124 242.5 0 535 1465 4 3 231 11768 6 25 951 1555.4 3 430 1676 8 3 697 3232.2 

M04039 498 4 1978 6 3 970 223 5 0.448 1446.1 2 901 14530.9 29155 1781.0 3 573 1779.5 3.570 3560.5 

M04040 556 0 1995 0 3 588 304 9 0.548 1538 3 2.767 16027.3 28 826 1584.7 2 850 1538.2 2.767 3122.9 

M04041 420 5 1925 1 4.578 215.5 0.512 1231.6 2.929 9916.3 23 582 1406 5 3 345 1404 8 3 341 2811 3 

M04042 5291 2098 4 3.966 373.8 0.706 1828.2 3.455 16286.7 30 782 2057.9 3.889 1981.4 3 745 4039 3 

M04043 510.7 2048.6 4.011 4677 0.916 1723 5 3.375 14518 7 28 429 1598.9 3 131 1601 9 3137 3200 8 

Number of males 7 7 7 7 7 

Mean 488.3 2000 3 4.124 2902 0 588 1511 7 3 093 13469.0 27.383 1657.2 3 401 1635.1 3 358 3292 3 

S.D 48.5 83 9 0.368 98 8 0168 207 1 0.261 2490.6 2.591 208.0 0.338 198.2 0.346 397 4 

Si伊ificance NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN 

S面ificantlydifferent from the control group(*: P<0.05, ••: P<0.01) 

NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 
DU: Analysis by Dunnett's test. 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 

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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Spleen 

(m餡g) (mg) (mg/g) 

6.839 1150 6 2.556 

7.127 1168.1 2.576 

7.144 1892.0 3.796 

5.617 1237.3 2.225 

6.686 1129 9 2.687 

7.634 1451.7 2.744 

6.267 1552 0 3.039 

7 7 

6.759 1368.8 2.803 

0.659 281.8 0.501 

NS ＊＊ ＊＊ 

AN DU DU 



Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 30-1-4(continued). Organ weights of male rats at the end of the dosing period 

2-IBE 150 m詠g

Male No. Testis(R) Testis(L) Testes Epididymis (R) Epididym1s (L) 
(mg) (mgg) (mg) (mgg) (mg) (mg/g) (mg) (m'!}g) (mg) (mgg) 

M04037 1774.4 3.941 1719.1 3.819 3493.5 7.760 731.4 1.625 688.7 1.530 

M04038 1522.5 3.357 1520.6 3.353 3043.1 6.710 628.0 1.385 589.8 1.301 

M04039 1315.8 2.640 1291.0 2.590 2606.8 5.230 539.4 1.082 543.3 1.090 

M04040 1651.4 2.970 1693.5 3.046 3344.9 6.016 651.2 1.171 624.0 1.122 

M04041 1404.7 3.341 1377.9 3.277 2782.6 6.617 631.7 1.502 573.7 1.364 

M04042 1700.0 3.213 1646.7 3.112 3346.7 6.325 590.4 1.116 661.6 1.250 

M04043 1935.3 3.790 1974.9 3.867 3910.2 7.657 695.2 1.361 661.5 1.295 

Number of males 7 7 7 7 7 7 7 7 7 7 

Mean 1614.9 3.322 1603.4 3.295 3218.3 6.616 638.2 1.320 620.4 1.279 

S.D. 215.6 0.448 229.7 0.447 443.7 0.891 63.6 0.205 53.4 0.148 

Significance NS NS NS NS NS NS NS NS NS NS 

Statistical method KW  AN KW  AN KW  AN AN AN AN AN 

Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 
DU: Analysis by Dunnett's test. 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 
UA: Unable to be analyzed because the value in the treated group was the same as the value m the control group. 
NA: Not analyzed. 
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Ep ididymides 

(mg) (mgg) 

1420.1 3.154 

1217.8 2.685 

1082.7 2.172 

1275.2 2.294 

1205.4 2.867 

1252.0 2.366 

1356.7 2.657 

7 7 

1258.6 2.599 

109.1 0.346 

NS NS 

AN AN 



Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 30-l-4(continued). Organ weights of male rats at the end of the dosing period 

2-IBE 150 m詠g

Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland(R) Adrenal gland(L) 

(mg) (m'/}g) (mg) (mgg) (mg) (mg/g) (mg) (mgg) (mg) (mgg) 

M04037 644.7 1.432 1946.5 4.324 15.3 0.034 20.7 0.046 23.2 0.052 

M04038 762.9 1.682 1640.0 3.616 22.1 0.049 28.3 0.062 30.6 0.067 

M04039 653.9 1.312 1827.1 3.666 19.5 0.039 34.9 0.070 33.6 0.067 

M04040 755.2 1.358 2196.4 3.950 27.6 0.050 31.0 0.056 32.3 0.058 

M04041 642.2 1.527 2002.6 4.762 16.2 0.039 26.7 0.063 27.1 0.064 

M04042 483.7 0.914 1310.1 2.476 20.8 0.039 25.4 0.048 22.8 0.043 

M04043 469.8 0.920 1450.2 2.840 26.6 0.052 27.8 0.054 28.9 0.057 

Number of males 7 7 7 7 7 7 7 7 7 7 

Mean 630.3 1.306 1767.6 3.662 21.2 0.043 27.8 0.057 28.4 0.058 

S.D. 116.4 0.292 316.5 0.797 4.7 0.007 4.4 0.009 4.2 0.009 

Significance NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN AN AN 

Significantly different from the control宦oup(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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Adrenal glands 

(mg) (mgg) 

43.9 0.098 

58.9 0.130 

68.5 0.137 

63.3 0.114 

53.8 0.128 

48.2 0.091 

56.7 0.111 

7 7 

56.2 0.116 

8.5 0.017 

NS NS 

AN AN 



試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 30-2-1. Organ weights of male rats at the end of the recovery period 

Control (vehicle: water for injection) 

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 

weight (g) (mg) (mf!/g) (mg) (mg/g) (mg) (mgg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (m飢g) (mg) (mg/g) 

M01008 465 8 1901.1 4.081 242.9 0.521 13187 2 831 11072.7 23.771 1436.6 3 084 14141 3 036 2850.7 6.120 879 6 1.888 

M01009 565 I 2057 2 3.640 186.4 0.330 1662.2 2 941 13829.7 24.473 1757.4 3 110 1766 5 3126 3523.9 6.236 767.7 1359 

MOIOIO 442.7 1999.8 4.517 242.0 0 547 1299.3 2.935 11442 6 25 847 1351.2 3 052 1406 7 3178 2757.9 6.230 736 0 1.663 

MO!Oll 458.1 1930.8 4.215 295 6 0 645 1397.2 3.050 11208 4 24467 1515.2 3 308 1478.4 3.227 2993.6 6.535 817 2 1.784 

MOIOI2 465.2 1938 5 4.167 239 3 0514 1289.2 2 771 9983.1 21.460 1365.0 2.934 1317.5 2.832 2682 5 5 766 718 9 1.545 

Number of males 5 5 5 

Mean 479 4 1965 5 4.124 2412 0 511 1393.3 2.906 11507.3 24 004 14851 3.098 1476 6 3 080 2961 7 6.177 783.9 1.648 

S.D 48 8 62 6 0.316 38 6 0 114 156.2 0.108 1414.1 I 609 165.6 0 136 171.9 0.156 335 0 0.277 65.3 0.206 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 30-2-l(continued). Organ weights of male rats at the end of the recovery period 

Control (vehicle. water for injection) 

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididyrnides 
(mg) (mgg) (mg) (m咋g) (mg) (mg/g) (mg) (mgjg) (mg) (mgg) (mg) (mgg) 

M01008 1878.3 4.032 1811.6 3.889 3689.9 7.922 675.4 1.450 647.6 1.390 1323.0 2.840 

M01009 1909.7 3.379 1907.9 3.376 3817.6 6.756 673.9 1.193 695.6 1.231 1369.5 2.423 

M01010 1777.8 4.016 1831.4 4.137 3609.2 8.153 616.6 1.393 623.1 1.407 1239.7 2.800 

MOJOII 1617.1 3.530 1551.8 3.387 3168.9 6.917 588.9 1.286 601.1 1.312 1190.0 2.598 

M01012 1651.5 3.550 1688.2 3.629 3339.7 7.179 600.4 1.291 632.5 1.360 1232.9 2.650 

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 1766.9 3.701 1758.2 3.684 3525.1 7.385 631.0 1.323 640.0 1.340 1271.0 2.662 

S.D. 131.0 0.302 139.8 0.329 265.1 0.620 41.0 0.100 35.4 0.071 73.1 0.167 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 30-2-l(continued). Organ weights of male rats at the end of the recovery period 

Control (vehicle: water for mJect10n) 

Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands 

(mg) (mg/g) (mg) (mgg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mgg) 
MOI008 432.0 0.927 915.8 1.966 25.9 0.056 26.5 0.057 25.8 0.055 52.3 0.112 

MOI009 732.3 1.296 1432.7 2.535 17.5 0.031 29.7 0.053 31.9 0.056 61.6 0.109 

MOIOIO 745.0 1.683 1324.0 2.991 18.1 0.041 23.0 0.052 25.7 0.058 48.7 0.110 

MO!Oll 534.2 1.166 1312.6 2.865 18.1 0.040 20.4 0.045 23.1 0.050 43.5 0.095 

M01012 512.1 1.101 1216.4 2.615 13.6 0.029 21.2 0.046 22.7 0.049 43.9 0.094 

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 591.1 1.235 1240.3 2.594 18.6 0.039 24.2 0.051 25.8 0.054 50.0 0.104 

S.D. 140.0 0.284 196.9 0.397 4.5 0.011 3.9 0.005 3.7 0.004 7.4 0.009 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 30-2-2. Organ weights of male rats at the end of the recovery period 

2-IBE 150 m詠g

Male No. Body Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) 

weight (g) (mg) (ml!fg) (mg) (mf!ig) (mg) (m臨） (mg) {mg/g) (mg) {mg/g) 

M04044 517.9 675.3 1.304 1983.3 3.830 15.1 0.029 34.8 0.067 34.0 0.066 

M04045 488.0 540.9 1.108 1278.0 2.619 21.2 0.043 24.6 0.050 26.0 0.053 

M04046 513.6 790.4 1.539 2033.2 3.959 18.8 0.037 20.3 0.040 21.0 0.041 

M04047 596.9 556.2 0.932 999.8 1.675 19.1 0.032 32.1 0.054 32.8 0.055 

M04048 478.2 411.9 0.861 1452.1 3.037 12.8 0.027 21.6 0.045 25.0 0.052 

Number of males 5 5 5 5 5 5 5 5 5 5 5 

Mean 518.9 594.9 1.149 1549.3 3.024 17.4 0.034 26.7 0.051 27.8 0.053 

S.D. 46.7 143.7 0.277 449.3 0.936 3.4 0.006 6.4 0.010 5.5 0.009 

Significance NS NS NS NS NS NS NS NS NS NS NS 

Statistical method TT TT TT TT TT TT TT TT TT TT TT 

Significantly different from the control group (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control宮oup.

TT: Analysis by Student's I-test. 
UA: Unable to be analyzed because the value in the treated f!!OUp was the same as the value in the control f!!Oup. 

NA: Not analyzed. 
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Adrenal glands 

(mg) (mg/g) 

68.8 0.133 

50.6 0.104 

41.3 0.080 

64.9 0.109 

46.6 0.097 

5 5 

54.4 0.105 

11.9 0.019 

NS NS 

TT TT 



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 30-2-2(continued). Organ weights of male rats at the end of the recovery period 

2-IBE 150 m詠g

Male No. Testis(R) Testis(L) Testes Epididymis(R) Epididymis (L) 

(mg) (mg/g) (mg) (m臨） (mg) (mg/g) (mg) (mg/g) (mg) (mgg) 

M04044 1672.2 3.229 1604.6 3.098 3276.8 6.327 695.8 1.344 613.8 1.185 

M04045 1735.8 3.557 1677.6 3.438 3413.4 6.995 616.5 1.263 626.2 1.283 

M04046 1547.9 3.014 1606.5 3.128 3154.4 6.142 647.0 1.260 578.0 1.125 

M04047 1903.1 3.188 2027.2 3.396 3930.3 6.585 640.3 1.073 647.0 1.084 

M04048 1476.3 3.087 1551.4 3.244 3027.7 6.331 572.0 1.196 583.8 1.221 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 1667.1 3.215 1693.5 3.261 3360.5 6.476 634.3 1.227 609.8 1.180 

S.D. 166.6 0.209 191.9 0.153 349.2 0.330 45.2 0.101 29.0 0.078 

Significance NS ＊ NS ＊ NS ＊ NS NS NS ＊＊ 

Statistical method TT TT TT TT TT TT TT TT TT TT 

Significantly different from the control group (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

TT: Analysis by Student's t-test. 

AW: Analysis by Aspin-Welch t-test. 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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Epididymides 

(mg) (mg/g) 

1309.6 2.529 

1242.7 2.547 

1225.0 2.385 

1287.3 2.157 

1155.8 2.417 

5 5 

1244.1 2.407 

59.8 0.156 

NS ＊ 

TT TT 



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 30-2-2(continued). Organ weights of male rats at the end of the recovery period 

2-IBE 150m詠g

Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland(R) Adrenal gland(L) 

(mg) (mg/g) (mg) (m'l}g) (mg) (mg/g) (mg) (m<g/g) (mg) (mg/g) 

M04044 675.3 1.304 1983.3 3.830 IS.I 0.029 34.8 0.067 34.0 0.066 

M04045 540.9 1.108 1278.0 2.619 21.2 0.043 24.6 0.050 26.0 0.053 

M04046 790.4 1.539 2033.2 3.959 18.8 0.037 20.3 0.040 21.0 0.041 

M04047 556.2 0.932 999.8 1.675 19.1 0.032 32.1 0.054 32.8 0.055 

M04048 411.9 0.861 1452.1 3.037 12.8 0.027 21.6 0.045 25.0 0.052 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 594.9 1.149 1549.3 3.024 17.4 0.034 26.7 0.051 27.8 0.053 

S.D. 143.7 0.277 449.3 0.936 3.4 0.006 6.4 0.010 5.5 0.009 

Significance NS NS NS NS NS NS NS NS NS NS 

Statistical method TT TT TT TT TT TT TT TT TT TT 

Significantly different from the control四oup(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

TT: Analysis by Student's t-test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 

324 

試験番号 R-12-014

Adrenal glands 

(mg) (mgg) 

68.8 0.133 

50.6 0.104 

41.3 0.080 

64.9 0.109 

46.6 0.097 

5 5 

54.4 0.105 

11.9 0.019 

NS NS 

TT TT 



試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-1-1. Organ weights of female rats at the end of the dosing period 

Control (vehicle: water for injection) 

Female No Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mrfg) (mg) (mg/g) (mg) (mrjg) (mg) (mg/g) (mg) (mwg) (mg) (my/g) 

FOIOOI 272 3 1921 9 7.058 145 9 0.536 1084.3 3.982 9715 2 35 678 914.3 3 358 900.0 3305 1814.3 6.663 870.9 3.198 
F01002 313 3 19646 6.271 139.4 0.445 879.8 2.808 9613.7 30 685 997.7 3 184 975.2 3.113 1972.9 6.297 674.9 2.154 

FOI003 316 0 1883 7 5.961 225 4 0.713 981.0 3.104 9537.5 30 182 907.9 2 873 899.3 2.846 1807.2 5.719 674.7 2.135 

F01004 2741 1830.6 6.679 100.7 0.367 923 2 3 368 8797.4 32 096 8781 3 204 851.9 3.108 1730.0 6.312 738 9 2.696 

FOI005 311 7 1870 2 6 000 212 7 0 682 918.l 2.945 9299.4 29 834 1033.6 3 316 997 9 3 201 2031.5 6.517 611.6 1.962 

F01006 292.6 1816.4 6.208 127.9 0.437 945.8 3 232 9343 7 31 933 875.9 2.994 905.5 3 095 1781 4 6 088 681 0 2 327 

F01007 329.0 1838.1 5.587 145.9 0.443 1056.4 3 211 9610.6 29 212 953.6 2.898 1027.4 3 123 1981 0 6.021 712 5 2166 

F01008 277.0 2001.7 7.226 64 0 0 231 874 0 3 155 9310.6 33 612 1054 5 3.807 955.4 3.449 2009 9 7 256 525 5 1897 

F01009 296.8 1834.9 6.182 188 6 0 635 1025.3 3 455 10112.8 34.073 928.3 3.128 914.0 3.080 1842 3 6.207 654.4 2.205 

FOIOIO 297.9 1825 7 6.129 146 7 0.492 976 5 3 278 10007.7 33.594 974 8 3 272 898 2 3 015 1873 0 6.287 673.0 2.259 

FO!Oll 320.5 1872 2 5 841 182 5 0 569 999 8 3 120 9026.8 28.165 992.5 3 097 10132 3 161 2005 7 6.258 701.1 2.188 
FOIOl2 371.8 2079.7 5.594 297 9 0 801 11118 2 990 11362.5 30.561 1306.2 3.513 1202 4 3 234 2508 6 6.747 880.3 2.368 

Number offemales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 3061 1895.0 6.228 164.8 0.529 981 3 3 221 9644.8 31635 984 8 3.220 961 7 3144 1946 5 6.364 699.9 2.296 

S.D. 27 9 82.2 0.521 61.7 0.161 77.5 0.300 656.5 2249 116.4 0 263 93.3 0.149 204 5 0.395 98 2 0 348 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-1-1 (continued). Organ weights of female rats at the end of the dosing period 

Control (vehicle. water for injection) 

Female No Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands 

(mg) (m'lfg) (mg) (mg/g) (mg) (mg/g) (mg) {mg/g) (mg) (mゆ (mg) (mg/g) (mg) (m'lfg) (mg) (mg/g) 

FOIOOI 42 2 0 155 36 6 0 134 78 8 0289 616 5 2.264 21.4 0.079 32.6 0.120 31.3 0.115 63.9 0.235 

F01002 42.9 0.137 52 5 0.168 95 4 0.305 468 3 1 495 12 9 0 041 34.5 0.110 35.4 0.113 69.9 0.223 

FOI003 57.6 0 182 54 0 0 171 111.6 0 353 653 6 2 068 21.4 0 068 31.8 0.101 31.5 0.100 63.3 0.200 

F01004 57.6 0.210 55.9 0.204 113.5 0.414 669.4 2.442 13 6 0 050 30 I 0 llO 29 0 0.106 59.l 0.216 

F01005 41.0 0.132 34.6 0.111 75.6 0.243 518.1 1.662 19.2 0 062 31 4 0 IOI 37 l 0.119 68.5 0.220 

F01006 64 5 0.220 78.9 0.270 143.4 0.490 736.0 2.515 17.3 0.059 32 4 0111 39 8 0.136 72.2 0.247 

F01007 64 7 0 197 46.4 0 141 I I I.I 0 338 631.0 1.918 26.0 0.079 33.0 0 100 35 7 0.109 68 7 0.209 

FOIOOS 48 3 0 174 56 0 0 202 104 3 0 377 638 8 2.306 13.7 0.049 29.5 0.106 32.3 0.117 61 8 0.223 

F01009 39 1 0 132 61 3 0 207 100.4 0 338 824.3 2.777 14.8 0,050 31.2 0 105 31 0 0 104 622 0.210 

FO!O!O 48 9 0 164 414 0 139 90 3 0.303 778.9 2.615 22.3 0.075 32 8 0 110 316 0.106 64.4 0.216 

FO!Oll 67.0 0 209 45 4 0 142 112.4 0.351 695.0 2.168 19.3 0.060 30 5 0 095 34 S 0 108 65.0 0.203 

FOIOl2 45 0 0.121 66.9 0 180 l l l 9 0.301 762.6 2.051 19.9 0.054 28 5 0 077 32 6 0 088 61.1 0.164 

Number offemales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Me皿 51.6 0.169 52.5 0.172 104.1 0.342 666,0 2.190 18 5 0 061 31 5 0.104 33.5 0.110 65.0 0.214 

S.D. 10.2 0. 0 3 5 12.8 0.044 18.1 0.064 103.8 0 379 41 0013 1.7 0.011 3.1 0.012 4.0 0.020 
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試験番号 R-12-014

Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-1-2. Organ weights offemale rats at the end of the dosing period 

2-IBE 15 m詠g

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 

weight (g) (mg) (mf,jg) (mg) (mtyg) (mg) (mfig) (mg) (mr}g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) 

F02013 298 9 1893.5 6.335 153 8 0.515 955.7 3 197 9961.0 33.326 892 0 2.984 935 6 3 130 1827.6 6.114 721 2 2.413 

F02014 301.9 1941.7 6.432 176 5 0.585 951 1 3 ISO 10654.2 35.290 968.8 3.209 963 3 3.191 1932 1 6.400 748 5 2.479 

F02015 305.3 1792.9 5.873 251 7 0 824 947.0 3.102 9510.9 31 153 964 3 3 159 930.9 3.049 1895.2 6.208 626 2 2.051 

F02016 286 0 1863.6 6.516 169 6 0.593 877 9 3 070 9034.4 31.589 1022 2 3.574 983 8 3.440 2006.0 7 014 681 6 2.383 

F02017 336 7 1976.3 5 870 252.8 0.751 1095 2 3 253 11405 2 33.873 1086.8 3.228 1092 9 3.246 2179.7 6.474 677 0 2.011 

F02018 350 7 1925.6 5.491 248 3 0.708 1079.7 3 079 10492.2 29.918 1229 9 3 507 12202 3.479 2450.1 6 986 9024 2.573 

F02019 312 0 1947.6 6.242 182.4 0.585 968 4 3 104 9926.4 31.815 1034.0 3.314 981 0 3.144 2015.0 6.458 672 7 2156 

F02020 299.l 1965 5 6.571 237.0 0.792 10219 3 417 9292.0 31.067 1027.4 3.435 1036 6 3.466 2064.0 6.901 683 2 2.284 

F02021 320 7 1875.9 5.849 227.1 0.708 1097.6 3 423 9848 7 30710 969.7 3 024 1017 3 3.172 1987.0 6.196 743 4 2.318 

F02022 310.8 1885.0 6.065 318.8 1.026 1013.8 3 262 9192.6 29 577 1062.1 3.417 1057 5 3.403 2119.6 6.820 671 7 2161 

F02024 298.4 1979.9 6.635 245 4 0.822 961.6 3 223 10307.1 34 541 967 5 3.242 927 7 3.109 1895 2 6.351 9262 3104 

Number of females 11 11 11 11 11 11 II II 11 11 11 II 11 11 II II 11 

Mean 311.0 1913.4 6.171 223 9 0.719 997 3 3 207 9965.9 32 078 1020.4 3.281 1013.3 3.257 2033 8 6.538 732.2 2.358 

S.D 18.8 57.3 0.368 48 7 0147 70.8 0.125 712.8 I 901 88 3 0 189 87.3 0 159 1725 0.333 96.7 0.304 

Si副ficance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method KW  AN KW  AN AN AN DT KW DU AN DU AN DU AN DU DT DT 

Significantly different from the control穿oup(*. P<0.05, **: P<0.01) 

NS Not significantly different from the control gn,up. 

KW・ Analysis by Kruskal-Wallis'test (one-way layout) 

AN: Analysis by variance (one-way layout). 

DT: Analysis by Dunnett type mean rank test. 

DU. Analysis by Dunnett's test 

UA-Unable to be analyzed because the value in the treated f!fOup was the same as the value in the control f!foup. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-1-2(continued). Organ weights of female rats at the end of the dosing period 

2-IBE 15 m詠g

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands 

(mg) (m'lfg) (mg) （呻g) (mg) (mg/g) (mg) (m't/g) (mg) (mg/g) (mg) (mg/g) (mg) (m'lfg) (mg) (mrfg) 

F02013 42.0 0.141 50.8 0 170 92.8 0 310 518 4 I 734 11 2 0.037 41.6 0.139 43.8 0.147 85.4 0.286 

F02014 59.1 0.196 50.5 0.167 109.6 0.363 446 4 1.479 13 6 0.045 41.0 0.136 44.3 0.147 85.3 0.283 

F02015 46.6 0.153 37.2 0.122 83.8 0.274 660 8 2164 12.8 0.042 39.8 0.130 40.1 0.131 79.9 0.262 

F02016 45 5 0.159 47.0 0.164 92.5 0.323 602.6 2 107 15.3 0 053 33.4 0.117 39.2 0.137 72 6 0.254 

F02017 64.5 0.192 64.4 0.191 128.9 0.383 668 3 l 985 19.4 0.058 31.3 0.093 34.0 0.101 65 3 0 194 

F02018 44.2 0.126 60 7 0 173 104.9 0 299 654.8 l.867 16.3 0.046 33 8 0.096 38 2 0.109 72.0 0.205 

F02019 42.2 0.135 47.1 0 151 89 3 0 286 633.9 2.032 10.3 0.033 38.8 0 124 37 7 0.121 76.5 0.245 

F02020 42 9 0.143 50,6 0.169 93.5 0.313 645.6 2.158 15 7 0 052 33.4 0.112 45.1 0.151 78 5 0262 

F02021 51 0 0.159 49.7 0.155 100.7 0.314 541.4 1.688 18 5 0 058 35.4 0.110 35.6 0.111 71 0 0 221 

F02022 43.8 0.141 44.2 0.142 88.0 0.283 585.1 I 883 18 I 0.058 27.5 0.088 35.1 0.113 62 6 0201 

F02024 62.3 0.209 51.6 0.173 113.9 0.382 645 9 2 165 18.4 0.062 28.4 0.095 33 1 0.111 61.5 0.206 

Number of females II 11 11 II 11 11 11 11 11 II 11 11 11 11 II II 

Mean 49.5 0.159 50 3 0 162 99 8 0 321 600 3 1.933 15.4 0.049 34.9 0 113 38 7 0.125 73.7 0.238 

S.D. 8.5 0.027 7.3 0 018 13 5 0.039 71 I 0.227 3.1 0.010 49 0 018 42 0.018 8.3 0.034 

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN KW  AN KW  AN KW  AN AN AN AN KW  AN DU AN DT AN 

Si郡ficantlydifferent from the oontrol group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 

AN: Analysis by variance (one-way layout) 

DT: Analysis by Dunnell type mean rank test 

DU: Analysis by Dunnett's test. 

UA: Unable to be analyzed because the value in the treated !!fOUp was the same as the value in the control郡oup

NA: Not analyzed. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-1-3. Organ weights of female rats at the end of the dosing period 

2-IBESO m詠g

Female No Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mr}g) (mg) (mr/ro (mg) (ml!/g) (mg) (mg/g) (mg) (mg/g) 

F03025 306.6 1820.6 5.938 152.3 0.497 1013 6 3 306 9533 8 31 095 1001.6 3.267 984.9 3.212 1986 5 6.479 825 0 2.691 

F03026 293.8 1881.2 6.403 204 3 0.695 932 4 3174 9078 9 30 902 964.8 3.284 926.9 3.155 1891.7 6.439 1348 8 4.591 

F03027 307.4 1816.8 5.910 174.7 0.568 1008 3 3 280 9663.4 31436 854.4 2.779 856.9 2.788 1711.3 5.567 1134 5 3.691 

F03028 306.2 1889.4 6.170 92.1 0.301 971 5 3 173 101812 33 250 1007.0 3 289 1009.4 3.297 2016.4 6.585 838 3 2.738 

F03029 303.4 1777 5 5 859 216.7 0.714 1011.2 3.333 10853 6 35.773 1029.3 3.393 1016 2 3.349 2045.5 6.742 711 0 2.343 

F03030 321.9 1971.4 6124 326.2 1.013 1110.7 3.450 10075 2 31 299 1042.0 3 237 1058 I 3.287 2100.1 6.524 1165 1 3.619 

F03031 312 I 1873 7 6.004 153 9 0.493 989.9 3.172 9717.0 31.134 948 5 3.039 918 0 2.941 1866 5 5.980 999.5 3.202 

F03032 315 3 1871 5 5 936 202 6 0.643 1125.8 3 571 9666.6 30.658 1001.8 3.177 1009 9 3 203 2011.7 6.380 944.l 2.994 

F03033 308.6 1864 9 6.043 175 2 0 568 1035.4 3 355 10060.4 32.600 1002.1 3 247 974 7 3158 1976.8 6.406 743 9 2,411 

F03034 306.1 1880.5 6.143 123 3 0.403 1021.6 3 337 10248 9 33.482 929 5 3.037 912.1 2.980 1841 6 6.016 1297.7 4.239 

F03035 299.7 1864.4 6.221 237.8 0 793 1070.8 3 573 9765 6 32.585 915 6 3.055 900.4 3 004 1816.0 6.059 722 7 2.411 

F03036 308.9 1866.1 6.041 267.4 0 866 965.3 3 125 9993 4 32 352 1054 7 3.414 1086.5 3.517 2141 2 6 932 719.6 2 330 

Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 307.5 1864.8 6.066 193 9 0 630 10214 3 321 9903 2 32 214 979 3 3 185 971.2 3.158 1950.4 6.342 954.2 3105 

SD 71 47.2 0.155 63.9 0.201 57.5 0 151 441 6 I 466 58 5 0 180 69 0 0.201 126.3 0.376 232 6 0.773 

Si印ificance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS ．． ＊＊ 

Statistical method KW  AN KW  AN AN AN DT K W  DU AN DU AN DU AN DU DT DT 

Significantly different from the control笞oup(*: P<0.05, **: P<0.01) 

NS: Not significantly different from the control宮oup

KW・ Analysis by Kruskal-Wallis'test (one-way layout) 

AN: Analysis by variance (one-way layout). 

DT: Analysis by Dunnett type mean rank test 

DU: Analysis by Dunnett's test. 

UA: Unable to be analyzed because the value in the treated宦oupwas the same as the value in the control !',OUp 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-1-3(continued). Organ weights offemale rats at the end of the dosing period 

2-IBE50 m詠g

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands 

(mg) (m'dg) (mg) (m'lfg) (mg) (m'lfg) (mg) (m'lfg) (mg) (m'l/g} (mg) (mg/g) (mg) (mgg) (mg) (m'lfg) 

F03025 51.6 0.168 57.1 0.186 108.7 0.355 671.4 2190 17 4 0 057 36 7 0.120 41.2 0.134 77.9 0.254 

F03026 51.6 0.176 46.5 0.158 98.1 0.334 722.6 2.459 14 l 0 048 27 9 0.095 28.2 0.096 56.1 0.191 

F03027 62.3 0.203 59.2 0.193 121.5 0.395 657.3 2 138 17 8 0 058 32.0 0.104 32.3 0.105 64.3 0.209 

F03028 56.9 0.186 39.5 0.129 96.4 0.315 560 6 I 831 115 0.038 35.6 0.116 40.0 0.131 75.6 0.247 

F03029 54 6 0.180 51.9 0. l 7 l 106.5 0.351 537.1 1.770 18.3 0 060 45 2 0.149 47.1 0.155 92.3 0.304 

F03030 63.3 0.197 502 0 156 113 5 0 353 714.4 2 219 14.2 0.044 35.3 0.110 38.8 0121 741 0.230 

F03031 48.6 0.156 57.0 0 183 105 6 0 338 673 7 2 159 13,4 0.043 33.8 0.108 35.0 0 112 68 8 0220 

F03032 53.9 0.171 66.7 0.212 120 6 0 382 602.4 1.911 16.2 0.051 37.6 0.119 40.0 0 127 77 6 0.246 

F03033 64 7 0 210 46 5 0 151 111 2 0.360 793 0 2.570 15.7 0.051 37.1 0 120 416 0135 78 7 0 255 

F03034 54.9 0 179 68 I 0.222 1230 0.402 733 6 2 397 10 2 0.033 41.7 0.136 46.7 0 153 88 4 0 289 

F03035 54.3 0.181 43.7 0.146 98.0 0 327 694 7 2 318 20 3 0.068 30.7 0.102 33.8 0.113 64 5 0215 

F03036 52.4 0.170 50.1 0.162 102.5 0.332 554.8 1.796 21 9 0 071 38.5 0.125 38.9 0.126 77.4 0.251 

Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 55 8 0 181 53.0 0.172 108.8 0.354 659.6 2.147 15.9 0.052 36 0 0 117 38.6 0.126 74,6 0.243 

SD 5 I 0.016 88 0 028 9.4 0.027 80.3 0.269 3.5 0.012 4.7 0 015 5.6 O.Ql8 10.2 0.032 

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN KW  AN KW  AN KW  AN AN AN AN KW  AN DU AN DT AN 

Significantly different from the control l!l"oup (*: P<O 05, ••· P<O 01) 

NS: Not significantly different from the control group 

KW: Analysis by Kruskal-Wallis'test (one-way layout) 

AN: Analysis by variance (one-way layout) 

DT: Analysis by Dunnell type mean rank test 

DU: Analysis by Dunnett's test 

UA-Unable to be analyzed because the value in the treated邸 upwas the same as the value in the control !!fOUp. 

NA-Not analyzed. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-1-4. Organ weights offemale rats at the end of the dosing period 

2-IBE 150 mg/kg 

Fema1eNo Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 

weight (g) (mg) (m飢g) (mg) (mrfg) (mg) (mr}g) (mg) (ml!fg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) 

F04037 286 3 19471 6.801 189 7 0.663 958.3 3.347 8029.0 28.044 989 8 3 457 9441 3 298 1933 9 6.755 874.5 3.054 

F04038 305 0 1856.3 6.086 186.8 0.612 1165.7 3.822 10538.l 34.551 1106.4 3 628 1052 I 3.450 2158 5 7.077 1186.0 3 889 

F04039 307 0 1968 4 6.412 178.4 0.581 1170.4 3.812 9938.4 32.373 1112.S 3 624 11171 3 639 2229.6 7.263 1470 4 4 790 

F04040 323 9 1953 4 6.031 287 9 0.889 1089.7 3.364 10028.5 30.962 1061.1 3.276 990.0 3 056 2051 I 6.333 1482.0 4 575 

F04041 286 6 1981 8 6.915 248 0 0.865 1015.1 3 542 9633 6 33 613 881 7 3 076 928 3 3.239 1810.0 6.315 939.1 3 277 

F04042 294.7 1954.7 6.633 154 4 0.524 1045.7 3 548 10431 0 35 395 1050.1 3 563 1048 3 3 557 2098.4 7.120 1269.2 4.307 

F04043 329 2 1973.7 5 995 163 3 0.496 1096 0 3 329 11460.1 34 812 1077.9 3 274 1108.3 3 367 2186.2 6,641 924.7 2.809 

F04044 235 5 1817 5 7.718 139 0 0.590 857 4 3 641 8033 I 34111 909 9 3 864 889 0 3 775 1798.9 7.639 877.0 3.724 

F04045 309.4 1905.8 6.160 149.8 0.484 1074.4 3.473 10963 3 35 434 1098.6 3 551 1047 2 3 385 2145 8 6.935 966.0 3.122 

F04046 287 6 1908 9 6.637 254 2 0 884 942 4 3 277 10079.3 35 046 1093.5 3.802 1094.0 3 804 2187.5 7.606 716 8 2.492 

F04047 288 6 1837.2 6.366 209 7 0.727 948 2 3 286 10317.4 35 750 1062.2 3 681 1094.2 3.791 2156.4 7.472 1581 5 5.480 

F04048 325 9 2015.4 6.184 167 3 0.513 1116.0 3 424 12325.8 37 821 1180.1 3.621 1152.2 3.535 2332 3 7156 13056 4.006 

Numberoffemales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 298.3 1926.7 6.495 194.0 0.652 1039.9 3.489 101481 33 993 1052.0 3 535 1038 7 3 491 2090.7 7.026 1132.7 3.794 

S.D 25 3 62 I 0.493 46.8 0154 97.2 0 190 1231.4 2 545 85 7 0.229 83.3 0.236 164 7 0.448 286 4 0 889 

Sil!llificance NS NS NS NS NS NS NS NS ＊＊ NS ＊＊ NS ＊＊ 

Statistical method KW  AN KW  AN AN AN DT KW DU AN DU AN DU AN DU DT DT 

Significantly different from the control group(* P<O 05, •• P<0.01) 

NS Not significantly different from the control group 

KW  Analysis by Kruskal-Wallis'test (one-way layout) 

AN  Analysis by variance (one-way layout) 

DT Analysis by Dunnett type mean rank test. 

DU Analysis by Dunnett's test 

UA  Unable to be analyzed because the value in the treated !!)"OUp was the same as the value in the control !!)"OUp 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-1-4(continued). Organ weights of female rats at the end of the dosing period 

2-IBE 150 mglkg 

Female No Ovary (R) Ovary {L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland(L) Adrenal g)ands 

(mg) (mgg) (mg) (mg/g) (mg) (mg/g) (mg) (mp/g) (mg) (mg/g) (mg) (mg/g) (mg) (mrfg) (mg) (mgg) 

F04037 53 4 0 187 51.9 0 181 105 3 0.368 818.3 2 858 16.3 0.057 23 8 0.083 26.5 0.093 50.3 0.176 

F04038 51 7 0.170 53.4 0 175 105.l 0.345 774 2 2.538 14.0 0 046 39.0 0.128 42 2 0.138 81.2 0.266 

F04039 53 7 0.175 42 2 0 137 95.9 0.312 759 5 2.474 17.7 0 058 31.0 0.101 36.6 0.119 67.6 0.220 

F04040 47.6 0.147 55 I 0.170 102.7 0 317 565.6 1.746 17.5 0.054 38.5 0 119 42.8 0.132 81.3 0 251 

F04041 44.5 0.155 59 2 0.207 103.7 0.362 527 5 1.841 11.7 0 041 31.3 0 109 36 3 0.127 67.6 0.236 

F04042 53.2 0 181 55.6 0.189 108.8 0 369 767.l 2.603 16.1 0.055 27.9 0 095 31.2 0.106 59.1 0 201 

F04043 49.7 0 151 51 0 0.155 100.7 0 306 490.0 1.488 15 6 0.047 35.1 0.107 39.2 0.119 74 3 0 226 

F04044 38.1 0 162 43.3 0.184 81.4 0 346 543.1 2.306 15 I 0.064 31.1 0 132 31.5 0.134 62.6 0 266 

F04045 54.7 0.177 60 5 0, 1 9 6 115.2 0 372 653 3 2.112 24.1 0. 07 8 40.4 0131 35.8 0.116 76.2 0 246 

F04046 51.3 0.178 39 9 0 139 91.2 0.317 564 9 1.964 12.9 0 045 37.0 0 129 38 5 0.134 75.5 0 263 

F04047 51.2 0.177 49 3 0 171 100.5 0.348 652 6 2.261 21.7 0 075 33.3 0.115 37 0 0.128 70.3 0.244 

F04048 57.7 0.177 42 7 0.131 100.4 0.308 726 5 2 229 10.7 0 033 29.9 0.092 35 2 0.108 65.1 0.200 

Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 50.6 0 170 50.3 0.170 100 9 0 339 653.6 2.202 16.1 0.054 33 2 0 112 36.1 0.121 69.3 0.233 

SD 5.2 0.013 6.9 0.024 8.6 0 026 113.4 0.394 3.9 0.013 5.0 0 017 4.6 0.014 9.2 0.029 

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN KW  AN KW  AN KW  AN AN AN AN KW  AN DU AN DT AN 

Significantly different from the control group (*: P<0.05, ••· P<O 01) 

NS. Not significantly different from the control l!l'oup. 

KW. Analysis by Kruskal-Wallis'lest (one-way layout). 

AN. Analysis by variance (one-way layout). 

DT. Analysis by Dunne((type mean rank test. 

DU. Analysis by Dunnett's test 

UA. Unable to be analyzed because the value in the treated g,oup was the same as the value in the control g,oup 

NA: Not analyzed 
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試験番号 R-12-014

Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-2-1. Organ weights of female rats at the end of the dosing period, satellite group 

Control (vehicle: water for injection) 

Female No Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mgg) (mg) (mf/g) (mg) (mf/g) (mg,) (mf!/g) (mg) (mwg) (mg) (rng/g) 

F05049 275.1 1796.7 6.531 187 2 0 680 786.1 2 858 6452.0 23 453 873.2 3.174 837 7 3 045 1710.9 6.219 556.1 2.021 

F05050 335 5 1866.0 5.562 370 4 1.104 919 0 2.739 8047.7 23.987 1066.8 3.180 1117.3 3 330 2184.1 6.510 596.4 1.778 

F05051 266 8 1831.5 6.865 225 8 0 846 834 7 3.129 6780.6 25 415 904.0 3.388 894.4 3 352 1798.4 6.741 611.4 2.292 

F05052 253.7 1842 8 7.264 286 0 1127 844 3 3 328 6677.7 26 321 8551 3 371 878.2 3.462 1733.3 6.832 567.4 2.236 

F05053 282.9 1986 8 7.023 423.9 1.498 912 2 3.224 7123.4 25.180 812.5 2 872 841.4 2.974 1653.9 5 846 499 3 1.765 

Number offemales 5 5 5 5 

Mean 282.8 1864 8 6.649 298 7 1.051 859 3 3.056 7016.3 24.871 902.3 3 197 913.8 3.233 1816.1 6.430 5661 2.018 

S.D. 31.4 72 7 0.663 98.4 0.311 56.0 0.249 625.3 1.150 97.7 0 208 116.3 0.211 212 I 0.403 43.4 0.247 

333 



試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-2-l(continued). Organ weights offemale rats at the end of the dosing period, satellite group 

Control (vehicle: water for injection) 

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands 

(mg) (mg/g) (mg) (m'!}g) (mg) (m畝g) (mg) (m'lfg) (mg) (m咋g) (mg) (m'lfg) (mg) (m'lfg) (ml!J (m'lfg) 

F05049 68 9 0.250 43.3 0.157 112 2 0.408 371.4 I 350 10.1 0.037 33 l 0 120 36.7 0133 69 8 0 254 

F05050 37 5 0 112 41.4 0.123 78 9 0 235 562.5 1.677 13.9 0.041 31 2 0 093 34.1 0.102 65 3 0 195 

F05051 38 9 0 146 41.2 0.154 80 I 0 300 1015.3 3 805 11 5 0.043 32 6 0 122 32.6 0 122 65 2 0 244 

F05052 38 2 0 151 49.0 0.193 87 2 0 344 948.9 3.740 12.7 0.050 27.4 0 108 29.7 0.117 57.1 0 225 

F05053 53.5 0 189 32 I 0.113 85.6 0 303 800 2 2.829 18.3 0.065 36.1 0 128 38.7 0.137 74.8 0.264 

Number of females 5 5 5 5 5 5 5 

Mean 47.4 0.170 41.4 0.148 88.8 0.318 739 7 2.680 13.3 0 047 32.l 0.114 344 0.122 66.4 0.236 

S.D. 13.7 0.053 61 0.032 13.5 0,064 269 5 I 139 3.1 0.011 3.2 0.014 35 0.014 6.5 0.027 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-2-2. Organ weights of female rats at the end of the dosing period, satellite group 

2-IBE 150 m誅g

Female No Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys 

weight (g) (mg) (m剖g) (mg) (mrfg) (mg) (mgg) (mg) (mf!/g) (mg) (mg/g) (mw (mrfg) (mg) 

F06059 287 8 1969.0 6.842 397.9 1.383 9494 3.299 77915 27.073 951.0 3 304 921 0 3.200 1872 0 

F06060 288 6 1908 0 6.611 401.0 1389 939 2 3 254 8471.7 29.354 946.2 3 279 949.8 3.291 18960 

F06061 279 0 1876 0 6.724 333.4 1195 1050.8 3 766 7701.7 27 605 952.4 3 414 916.7 3.286 18691 

F06062 279.9 1944.5 6.947 286.6 1.024 912 S 3.260 8066.9 28 821 926.2 3.309 895.8 3 200 1822 0 

F06063 296 2 1806 I 6.098 349.5 1180 1104.3 3 728 7576.0 25 577 1033.8 3 490 949.9 3 207 1983 7 

Number offemales 5 5 5 5 5 

Mean 286.3 1900.7 6.644 353.7 1.234 991.2 3.461 79216 27 686 961.9 3 359 926 6 3 237 1888.6 

SD 7.1 63 6 0.330 47.8 0.154 82.1 0 262 356.5 1.492 41.5 0.090 23.2 0.047 59.6 

S面ificance NS NS NS NS NS NS NS NS NS NS 

Statistical method AW  TT TT TT TT TT TT TT TT TT TT AW  AW  AW  

Significantly different from the control臣oup(*・ P<O 05, **: P<0.01). 

NS: Not significantly differeot from the control郡 up

AW・ Analysis by Aspin-Welch t-test 

TT・ Analysis by Student's t-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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Spleen 

(mlefg) (mg) (mglg) 

6.505 922 3 3.205 

6.570 1123 3 3 892 

6.699 738.4 2.647 

6.509 782.9 2.797 

6.697 1088 8 3 676 

5 5 5 

6.596 931 I 3 243 

0.097 173 9 0.540 

NS ＊＊ 

AW  AW  TT 



Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-2-2(continued). Organ weights of female rats at the end of the dosing period, satellite group 

2-IBE 150 m詠g

Female No. Ovary(R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) 
(mg) (m畝g) (mg) (m営g) (mg) (m齢 (mg) (mg/g) (mg) {m'lfg) (mg) (mg/g) (mg) (mg/g) 

F06059 31.6 0.110 49.6 0.172 81.2 0.282 652 9 2 269 16 0 0 056 32.6 0.113 36.7 0.128 

F06060 41.3 0.143 33.3 0.115 74.6 0.258 438.5 I 519 24.4 0 085 34.0 0.118 36.3 0.126 

F06061 57.4 0.206 55.1 0.197 112.5 0.403 1033.4 3.704 14 6 0 052 23 9 0 086 30.7 0.110 

F06062 34.8 0 124 26.9 0 096 61.7 0.220 479.9 1.715 10.9 0.039 25.0 0 089 26.3 0.094 

F06063 59.6 0.201 59.3 0 200 118 9 0 401 368 1 1243 12.8 0.043 32.4 0.109 37 5 0 127 

Number offemales 5 5 

Mean 44 9 0 157 44 8 0 156 89 8 0.313 594.6 2.090 15.7 0.055 29 6 0 103 33.5 0.117 

S.D. 12 9 0 044 141 0 048 24 8 0084 266 8 0.977 5.2 0.018 47 0 015 48 0.015 
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method TT TT TT TT TT TT TT TT TT TT TT TT TT TT 

Si即ificantlydifferent from the control group (*: P<0.05, ••· P<O 01) 

NS: Not significantly different from the control group 
AW: Analysis by Aspin-Welch I-test. 
TT: Analysis by Student's !-test 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed 
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Adrenal glands 

(mg) (my/g) 

69.3 0.241 

70.3 0.244 

54.6 0.196 

51.3 0.183 

69 9 0 236 

63.1 0.220 

9.3 0.028 

NS NS 

TT TT 



試験番号 R-12-014

Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-3-1. Organ weights offemale rats at the end of the recovery period 

Control (vehicle: water for injection) 

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 

weight (g) (mg) (mf!/g) (mg) (mg/g) (mg) (mgg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mr}g) (mg) (mf/g) 

F05054 278.1 1865.6 6.708 272 7 0.981 9707 3 490 8662 5 31 149 921.2 3 312 906 7 3 260 1827.9 6.573 1237.6 4.450 

F05055 293.3 1981.5 6.756 261 4 0 891 822 3 2.804 6584.8 22 451 958.2 3 267 908 4 3 097 1866 6 6.364 573.4 1.955 

F05056 338.1 1968.3 5.822 282.6 0.836 934 5 2.764 76314 22 571 943.8 2 791 917 3 2.713 1861 1 5 505 558 9 1.653 

F05057 293.7 1864.7 6.349 200.2 0.682 893 9 3 044 7189.5 24 479 880.5 2 998 826 4 2.814 1706 9 5 812 544 9 1.855 

F05058 295.5 1694.9 5 736 215 7 0.730 9221 3 120 68414 23 152 838.7 2 838 782 0 2.646 1620 7 5 485 636 2 2.153 

Number of females 5 5 5 5 5 5 5 5 

Mean 299 7 1875 0 6.274 246 5 0 824 908.7 3.044 7381.9 24.760 908.5 3. 04 1 868.2 2.906 1776.6 5.948 710.2 2.413 

S.D 22 6 114 8 0.480 36 4 0121 55.6 0.292 816.5 3.661 48.8 0.240 60.6 0.262 108.4 0.498 296.9 1.153 
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試験番号R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-3-l(continued). Organ weights offemale rats at the end of the recovery period 

Control (vehicle: waler for injection) 

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands 

(mg) (mgg) (mg) (mg/g) (mg) (mg/g) (mg) (m'lfg) (mg) (my/g) (mg) (m'lfg) (mg) (mp/g) (mg) (m鋲g)

F05054 67.8 0.244 36.6 0.132 104.4 0.375 873.1 3.140 13.0 0.047 28.6 0 103 35 7 0.128 64 3 0.231 

F05055 44.2 0.151 37.l 0.126 81.3 0.277 817.0 2.786 18.0 0.061 33.9 0116 33 7 0115 67 6 0230 

F05056 52 S 0 155 43 2 0.128 95.7 0.283 395.9 1.171 21.0 0.062 31.8 0094 33 I 0 098 64 9 0.192 

F05057 49 9 0 170 60 6 0206 110.5 0.376 459.4 1.564 15.0 0.051 29.2 0.099 29.5 0100 58 7 0 200 

F05058 27.4 0 093 29.9 0101 57 3 0 194 332 2 1 124 16.1 0.054 26.6 0.090 25.4 0.086 52 0 0 176 

Number of females 5 5 5 5 5 5 

Mean 48.4 0.163 41 5 0 139 89 8 0 301 575 5 I 957 16.6 0.055 30.0 0.100 31.5 0.105 61.5 0.206 

S.D. 14 6 0.054 11 7 0 040 212 0 077 250 9 0.942 3.0 0,006 2.9 0.010 4.1 0.016 62 0.024 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-3-2. Organ weights of female rats at the end of the recovery period 

2-IBE 150 mglkg 

Female No Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys 

weight (g) (mg) (mg/g) (mg) (mrfg) (mg) (mrfg) (mg) (mg/g) (mg) (m畝g) (mg) (mwg) (mg) 

F06064 304.8 1800.7 5.908 252 5 0.828 921.5 3 023 6820.4 22 377 10080 3 307 970 5 3184 1978 5 

F06065 318.6 1848 I 5.801 317.1 0.995 959.9 3.013 8173.3 25 654 990.6 3 109 898 8 2.821 1889 4 

F06066 334.0 1907 I 5.710 298.0 0 892 1170.4 3.504 8520.8 25 511 1000.8 2 996 997 0 2.985 1997 8 

F06067 314 3 16971 5.400 260.5 0 829 967 4 3.078 8102 7 25 780 1032.0 3 283 955.0 3.038 1987 0 

F06068 295.4 1945 2 6 585 419.3 1.419 1062.1 3 595 8032 9 27193 1240.4 4199 1186 8 4.018 2427 2 

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 313.4 1839.6 5.881 309.5 0.993 1016.3 3.243 7930.0 25.303 1054.4 3.379 1001.6 3.209 2056.0 

S.D. 14.6 97.0 0.437 66.9 0.248 100 5 0 283 648.0 1.770 105.1 0.476 109.6 0.470 212.0 

Significance NS NS NS NS NS NS NS NS NS NS NS 

Statistical method TT TT TT TT TT TT TT TT TT TT TT TT TT TT 

Significantly different from the control group(*・ P<O 05, ••· P<0.01) 

NS. Not significantly different from the control group 

TT: Analysis by Student's t-test 

AW: Analysis by Aspin-Welch t-test. 
UA: Unable to be analyzed because the value in the treated宮oupwas the same as the value in the control group 
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Spleen 

(mg/g) (mg) (mrfg) 

6.491 673.7 2.210 

S 930 731.4 2.296 

5 981 729.3 2184 

6.322 565.1 1.798 

8 217 667 6 2.260 

5 5 5 

6.588 673.4 2.150 

0.940 67.5 0.201 

NS NS NS 

TT AW  AW  



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 31-3-2(continued). Organ weights of female rats at the end of the recovery period 

2-IBE 150 m詠g

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) 

(mg) (m'lfg) (mg) (mg/g) (mg) (my/g) (mg) (my/&) (mg) (mg/g) (mg) (m~g) (mg) (m'lfg) 

F06064 39 I 0.128 42 9 0.141 82.0 0.269 782.8 2.568 15.7 0.052 32.7 0.107 30.4 0100 

F06065 48 7 0.153 40 7 0.128 89.4 0.281 596.9 1.874 15.0 0.047 32.l 0.101 33 8 0 106 

F06066 43 2 0.129 41.3 0.124 84.5 0.253 1401.0 4.195 11.4 0 034 35 8 0107 40 3 0 121 

F06067 55 0 0 175 53.8 0.171 108.8 0.346 401.3 1.277 20.7 0 066 30 6 0097 32 5 0 103 

F06068 50.7 0.172 41.0 0.139 91 7 0 310 4614 1.562 14 9 0.050 35.6 0.121 36.6 0.124 

Number of females 5 5 5 5 5 

Mean 47.3 0.151 43.9 0 141 91 3 0 292 728 7 2 295 15.5 0.050 33.4 0.107 34.7 0.111 

S.D. 6.3 0.023 56 0 018 10.5 0 037 403.4 I 166 3.3 0.01 I 2.3 0.009 3.8 0.011 

S面ificance NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method TT TT TT TT TT TT TT TT TT TT TT TT TT TT 

Significantly different from the control 1/TOUp (*: P<0.05, ••: P<0.01). 

NS: Not significantly different from the control !!)"OUp. 
TT: Analysis by Student's I-test. 

AW: Analysis by Asp in-Welch I-test 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control笞oup.
NA: Not analyzed. 
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Adrenal glands 

(mg) (mg/g) 

63 I 0 207 

65 9 0 207 

76 1 0.228 

63.1 0.201 

72.2 0.244 

5 

68.1 0.217 

5.8 O.Ql8 

NS NS 

TT TT 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 32-1. Macroscopic findings of male rats at the end of the dosing period 

Group 

Animal No. Findin答

Epididynus 

Nodule, yellowish white, 

caudal, unilateral 

Control (Vehicle) 2-IBE 15 mg/kg 2-IBESO m詠g 2-IBE 150 mg/kg 

MO! MO I MO! MO I MO I MO! MO I M02 M02 M02 M02 M02 M02 M02 M02 M02M02 M02 M02 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M04 M04 M04 M04 M04 M04 M04 

001 002 003 004 005 006 007 013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 043 

p
 

p
 

Forestomach 

Edematous, mucosa 

Kidney 

Pale colored area, bilateral p - - - - - - - - -

p
 

p
 

Spleen 

Enlar~ment p p p p p p p 

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

Vehicle: water for injection 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 32-2. Macroscopic findings of male rats at the end of the recovery period 

Group Control (Vehicle) 2-IBE 150 m詠g

Findin答 Animal No. 
MOl MOl MOl MOl MOl M04M04M04M04M04 

008 009 010 011 012 044 045 046 047 048 

Kidney 

Enlargement, bilateral p - -

Skin 

Alopecia, both forelimbs p - -

Spleen 

Enlargement - - p p -

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

Vehicle: water for injection 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 33-1. Macroscopic findings of female rats at the end of the dosing period 

Findin笞

Group 

Animal No. 

Fate 

Control (Vehicle) 2-JBE 15 m詠g 2-IBE 50 m詠g 2-IBE 150m詠g

FOi FOi FOi FOi FOi FOi FOi FOi FOi FOi FOi FOi F02 F02 F02 F02 F02 F02 F02 F02 F02 F02 F02 F02 F03 F03 F03 F03 F03 F03 F03 F03 F03 F03 F03 F03 F04 F04 F04 F04 F04 F04 F04 F04 F04 F04 F04 F04 

001 002 003 004 005 006 007 008 009 010 Oil 012 013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 043 044 045 046 047 048 

NP 

Adrenal gland 

Enlar即ment,bilateral 

Forestomach 

Edematous, mucosa 

Glandular stomach 

Dark colored spot, mucosa 

Liver 

Enlargement 

Nodule, caudal lobe, hard, 

mosaic 

Lung 

Dark colored area, all lobes 

Dark colored spot, left lobe, 

dorsal 

Lymph node, submandibular 

Enlargement 

Skin 

Alopecia, both forelimbs/neck 

Spleen 

Enlargement 

Tail 

Loss, edge, dark color 

p
 

p
 

Thymus 
Small p

 

p 

p 

p 

p 

p 

p 

p 

p - - - - p - - - - p 

p p p p p p p p p p - p p 

p p 

p - - - - - p 

Notes) -: No abnormal changes P: Non-g;aded change 

Vehicle: water for injection 

Fate: blanks, Subjected to autopsy on day 5 oflactation; NP, Not pregnant. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 33-2. Macroscopic findings of female rats at the end of the dosing period, satellite group 

Group 

Findings Animal No. 

Forestomach 

Edematous, mucosa 

Spleen 

Enlargement 

Control(Vehicle) 

FOS FOS FOS FOS FOS 
049 050 051 052 053 

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

Vehicle: water for injection 

2-IBE 150 m詠g

F06 F06 F06 F06 F06 
059 060 061 062 063 

- - p - -

p p p - p 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 33-3. Macroscopic findings of female rats at the end of the recovery period 

Group 

Findin答 Animal No. 

Kidney 

Enlargement, bilateral 

Rough surface, bilateral 

Spleen 

Enlargement 

Rough surface, 

Control(Vehicle) 

F05 F05 F05 F05 FO5 

054 055 056 057 058 

adhesion with connective tissue P -

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

Vehicle: water for injection 

2-IBE 150 m詠g

F06 F06 F06 F06 F06 

064 065 066 067 068 

- - p 

- - - - p 

- p -

345 

試験番号 R-12-014



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 34-1. Histopathological findings of male rats at the end of the dosing period 

試験番号R-12-014

Group control(Velucle) 2-IBE15m述g 2-IBE50m述g 2-IBE150m叫平

Findings Animal No. 
MO! MO! MO! MO! MO! MO! MO! M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 M04 M04 M04 M04 M04 M04 M04 

001 002 003 004 005 006 007 013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 043 

Bram 

Spinal cord 

Pituitary gland 
Rcmnan~ Rathkc's pouch 

Submandibular gland 

Sublingual gland 

Lymph node, subrnandibular 

Thyroid gland 
Ectopic thym~ tissue 

Parathyroid gland 

Th)'111US 

Heart 

Cellular intihration, inllammatory, ventricle, right, 
subcpicard叫focal

Cellular intihration, mononuclear cell, septum, focal 

Trachea 

Lung 
Accwnulation, foam cell, alveolus 

Bronchus 

士

Notes) -: No abnormal changes土 Ve巧slight+ : Slight 2+: Moderate 3+: Marked 

P : Non-graded ehange NE: Not e.amincd M: Missing A: Autolysis 
Vehicle: water for injeetion 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 
p 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 
p 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

士

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

士 ± 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 
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Combined repeat dose and reproductive/ developmental toxicity  screening test of 2-isobutoxy ethanol by oral administration in rats 

Appendix 34-1 (continued). Histopathological findings of male rats at the end of the dosing period 

Findings 

Liver 
Deposit, pigment, brown, Kupffer cell 
Fatty change, hcpatocyte, periportal 
Hcmatopoicsis, cxtramedullary 
Mi:rogranuloma 
Single cell necrosis 

Group 

Animal No. 

control(vchicle) 
MO! MO! MO! MO! MO! MO! MO! 

001 002 003 004 005 006 007 

NE NE 

2-IBE15m述g
M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 

013 014 015 016 017 018 019 020 021 022 023 024 

NE NE NE NE NE NE NE 

Pancreas 

lnfiltration,futty 
Single cell nccros~ 

NE NE 

士 士

Stomach NE NE 

Duodenum NE NE 

Jcjun皿

ー
ー
一
士
＋
―

ー
ー
一
士
十
＿

一

士

一

士

・

-
+
—
士
一

NE NE 

Ileum NE NE 

Cecum NE NE 

Colon NE NE 

Rectum NE NE 

Lymph node, mesenter~ NE NE 

Spleen 
Deposit, pigment, brown + + + 

Hcmatopoicsis, cxtramcdull江y + 十 士

Increase, red 

Notes) -: No abnormal changes ±: Very slight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined M: Missing A: Autolysis 
Vch~lc: water tor injection 

NE NE 
+ 2+ 

+ 2+ 

一

士

・

士

―

一

士

・

士

士

一

士

一

士

―

一

土

―

―

―

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

2+ + 

士士

NE NE NE NE NE NE NE 

+ 2+ 2+ 

＋ ＋士

2-IBE50m述g
MO3MO3MO3MO3MO3MO3MO3MO3MO3MO3MO3MO3 

025 026 027 028 029 030 031 032 033 034 035 036 

NE NE NE NE NE NE NE 

± 

± 
± 
士

士

十

一

土

士

士
士
•
十
士

•
士
一
士
―

-
+
 .
.
.
 
NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE 

2+ 2+ 2+ 3+ 2+ 

2++2+3+3+ 

-----

2•IBE150呵

M04 M04 M04 M04 M04 M04 M04 

037 038 039 040 041 042 043 

NE NE 

士

＋

士

土

士

＋

士

士

士

―

土

士

士

士

＋

―

士

士

士

士

＋

―

十
一
士
＋
―

NE NE 

士

±
 

NE 

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

2+ 2+ 2+ 2+ 2+ 2+ 2+ 

2+ 2+ 3+ 3+ 3+ 3+ 2+ 

—士＋ ＋士士士
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Combi ned repeat dose and reproductive/development al t oxicity  screening t est of 2-i sobut oxy et hanol by oral administrat ion i n rat s 

Appendi x 34-1 (continued). Hist opathological finding s of male rat s at t he end of t he dosi ng peri od 

Findings 

Kidney 

Group 

Animal No. 

control(Vehicle) 2-IBE 15m述g 2-IBE50m述g 2-IBE150m述g
MDI MDI MDI MDI MDI MDI MDI MD2 MD2 MD2 MD2 MD2 M02 MD2 M02 MD2 M02 MD2 M02 M03 M03 M03 M03 MD3 MD3 MD3 M03 M03 M03 M03 M03 MD4 M04 MD4 M04 MD4 M04 MD4 

001 OD2 003 004 005 006 007 013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 D3D D31 D32 D33 034 035 036 037 038 039 040 041 042 043 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

Basophilic tubule, cortex 
Cellular infiltration, lymphocyte, interstitial 

Cyst,medulla 
Deposit, pigment, brown, proximal tubule 

Urinary bladder 

Adrc皿!gland

Testis 
Atrophy, seminitcrous tubule, bilateral 

Epidklymis 
Granuloma, spcnnatic, unilateral 

Prostate 

Cellular infiltration, lymphocyte, interstitial 

Seminal vesicle 

Coagulating gland 

Eyeball 

Hardcrian gland 

Sciatic nerve 

Skeletal muscle 

Femur 

＋ 

± 士

——士——

士 士士

士＿ ・士 士

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 
p 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

士士士士

p 
＋士＋士十

士士

NE NE 

NE NE 

NE NE 

NE 
p 

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

Marrow,fcmur 

Hyperplasia, crythroblast 

Notes) -: No abnonnal changes ±; Very slight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined M: Missing A: Auto!)'Sis 
Vehicle: water for injection 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

• • • • ± ± ＿士—- 士士＋ ＋ ＋ 

348 



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 34-2. Histopathological findings of male rats at the end of the recovery period 

Group Control (Vehicle} 

Findings Animal No. 
MOI MOI MOI MOI MOI 

008 009 010 011 012 

Brain NE NE NE NE NE 

Spinal cord NE NE NE NE NE 

Pituitary gland NE NE NE NE NE 

Submandibular gland NE NE NE NE NE 

Sublingual gland NE NE NE NE NE 

Lymph node, submandibular NE NE NE NE NE 

Thyroid gland NE NE NE NE NE 

Parathyroid gland NE NE NE NE NE 

Thymus NE NE NE NE NE 

Heart NE NE NE NE NE 

Trachea NE NE NE NE NE 

Lung NE NE NE NE NE 

Bronchus NE NE NE NE NE 

Notes) -: No abnormal changes士： Veryslight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined M: Missing A: Autolysis 

Vehicle: water for injection 

2-IBE 150 m辿逗
M04 M04 M04 M04 M04 

044 045 046 047 048 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 34-2(continued). Histopathological findings of male rats at the end of the recovery period 

Findings 

Group 

Animal No. 

Control(Vehicle) 

MO! MO! MO! MO! MO! 

008 009 010 011 012 

2-IBE l50m述g
M04 M04 M04 M04 M04 

044 045 046 047 048 
Liver 

Deposit, pigment, brown, Kupffer cell 
Fatty change, hepatocyte, periportal 

Hyperplasia, bile duct 

Microgranuloma 

Single cell necrosis 

士

士

一

士

1

ー
士

—+-

ー

士

士

士

ー

士

一

士

士

ー
士

-
+
 

-
+
-

ー
士

ー
士

ー
士

ー

土

士

Pancreas NE NE NE NE NE 

Stomach NE NE NE NE NE 

Duodenum NE NE NE NE NE 

Jejunum NE NE NE NE NE 

Ileum NE NE NE NE NE 

Cecum NE NE NE NE NE 

Colon NE NE NE NE NE 

Rectum NE NE NE NE NE 

Lymph node, mesenteric NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

Spleen 
Deposit, pigment, brown + 2+ 2+ 

Hema topoiesis, extramedullary + 2十 士

Increase, red pu 

Notes) -: No abnormal changes士：Veryslight + : Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined M: Missing A: Autolysis 
Vehicle: water for injection 

2+ 
＋ 

2+ 

2+ 
＋

＋

 

2+ 

± 

2+ 
士

2+ 
士

士

2+ 
士
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 34-2(continued). Histopathological findings of male rats at the end of the recovery period 

Findings 

Kidney 

Group 

Animal No. 

Basophilic tubule, cortex 

Cellular infiltration, lymphocyte, interstitial 
Deposit, pigment, brown, proximal tubule 

Urinary bladder 

Adrenal gland 

Testis 

Epididymis 

Prostate 

Seminal vesicle 

Coab'lliating gland 

Eyeball 

Harderian gland 

Sciatic nerve 

Skeletal muscle 

Femur 

Marrow, femur 

Hyperplasia, erythroblast 

Skin 
Atrophy, hak follicle 

Control(Vehicle) 2-IBE 150mg/kg 

MO! MO! MOI MO! MO! M04 M04 M04 M04 M04 

008 009 010 01 I 012 044 045 046 047 048 

士士士—士 ———士士

ー 一 士

—士士士士

NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE ・NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE 

一士士—

± 

Notes) -: No abnormal changes士： Veryslight +: Slight 2+: Moderate 3+: Marked 

P :Non-graded change NE:Notexamined M:Missing A:Autolysis 
Vehicle: water for injection 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 35-1. Histopathological findings of female rats at the end of the dosing period 

Fin曲褐S

Brain 

Group 

A皿mINa

FaIC 

Conじol(V曲 lo)

FOi FOi FOi FOi FOi FOi FOi FOi FOi FOi FOi FOi 
001 002 003 004 005 006 007 008 009 010 Oil 012 

2-IBE50mWkg 
F03 F03 F03 F03 F03 F03 FO3 F03 F03 F03 F03 F03 

025 026 027 028 029 030 031 032 033 034 035 036 

2•IBE150m叫g

F04 F04 F04 F04 F04 F04 F04 F04 F04 F04 F04 F04 

037 038 039 040 041 042 043 044 045 邸 047 碑

NE NE NE NE 

- -
Sp血1cord NE NE NE NE 

- -
P血血w曲nd

Rcm皿 n,Rathko's po,oh 

Subman曲刀如,ghnd

NE NE NE NE 

- -

NE NE NE NE 
．．  

Sub血臣nl邑and NE NE NE NE 
·~ • 

Lymph aode, submaawbula, NE NE NE NE 

- -

Thr血gland

Ectopic th”止ti;suc

Parathyoughnd 

NE NE NE NE 

- -

NE NE NE NE 

—· 

Thymus 
Atrophy 

NE NE NE NE 
. .  

Hca" NE NE NE NE 
. .  

T『9Cha NE NE NE NE 

- -

Lung 
Accumu出tion, foamcc〖 alvco畑

cclluhrmr曲amn,macrop畑gc,alvcolus,
mch血 sbrownp加cnt

Tlucに皿ヽg,ploura,focal 

Bronchus 

NE NE NE NE 

- -

NE NE NE NE 

Nows) -; No ab,血叫changcs士：V叩 S袖I+ ; Slight 2+; Modorato 3+; Ma,kcd 

P;No吋 radodohangc NE, Not c,a面ncdM:Mss西 A;Autolyso

FaIC :bh咄s,Subjected lo a直opsyon day 5 of恥臼tioo;NP,Notpre郡ant.

vc抽 k:WaIC『focm知tion

NE NE NE 

- -
NE NE NE 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 35-l(continued). Histopathological findings of female rats at the end of the dosing period 
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Combined repeat dose and reproductive/ developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 35-l(continued). Histopathological findings of female rats at the end of the dosing period 

試験番号 R-12-014

Group Control(Voluolo) 2-IBE 15 m訊g 2-IBE 50m詠g 2-IBE150m詠g
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 35-2. Histopathological findings of female rats at the end of the dosing period, satellite group 

Findings 

Group 

Animal No. 

Control(Vehicle) 2-IBE l50m述g
F05 F05 F05 F05 F05 F06 F06 F06 F06 F06 

049 050 051 052 053 059 060 061 062 063 

Bram 

Spinal cord 

Pituitary gland 

Remnan~ Rathke's pouch 

Submandibular gland 

p
 

Sublingual gland 

Lymph node, submandibular 

Thyroid gland 

Ectopic thymic tissue p
 

p
 

Parathyroid gland 

Thymus 

Heart 

Cellular inftltration, mononuclear cell, septum, focal 

Trachea 

±
 

Lung 
Accumulation, foam cell, alveolus 

Granuloma, foreign body 

士

士

Bronchus 

Notes) -: No abnormal changes士： Veiyslight + : Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined M: Missing A: Autolysis 
Vehicle: water for injection 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 35-2(continued). Histopathological findings offemale rats at the end of the dosing period, satellite group 

Findings 

Group 

Animal No. 

Control(Vehicle) 

F05 F05 F05 FO5 FO5 

049 050 051 052 053 

2-IBE150m述g
F06 F06 F06 F06 F06 

059 060 061 062 063 
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Deposit, pigment, brown, Kupffer cell 

Fatty change, hepatocyte, periportal 
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Hematopoiesis, extramedullary 士士士

Increase. red oul 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 35-2(continued). Histopathological findings offemale rats at the end of the dosing period, satellite group 

Findings 

Group 

Aniina!No. 

Control(Vehicle) 

F05 F05 F05 F05 F05 

049 050 051 052 053 

2-IBE l50m述g
F06 F06 F06 F06 F06 

059 060 061 062 063 

Kidney 
Basophilic tubule, cortex 
Cellular inftltration, lymphocyte, interstitial 

Deposit, pigment, brown, proximal tubule 

Mineralization, medulla 

Urinary bladder 

Adrenal gland 

Ovary 

Uterus 

Vagina 

Eyeball 

Harderian gland 
Cellular inftltration, lymphocyte, interstitial 

士

士

＋ ＋ ＋士＋

士

士

Sciatic nerve 

Skeletal muscle 

Femur 

Marrow, femur 

HyPerplasia,erythroblast 

Notes) -: No abnormal changes士： Veryslight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined M: Missing A: Autolysis 

Vehicle: water for injection 

士 ＋ 士 ＋
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 35-3. Histopathological findings of female rats at the end of the recovery period 

Group Control ~ ehicle) 

Findings Animal No. 
F05 F05 F05 F05 F05 

054 055 056 057 058 

Brain NE NE NE NE NE 

Spinal cord NE NE NE NE NE 

Pituitary gland NE NE NE NE NE 

Submandibular gland NE NE NE NE NE 

Sublingual gland NE NE NE NE NE 

Lymph node, submandibular NE NE NE NE NE 

Thyroid gland NE NE NE NE NE 

Parathyroid gland NE NE NE NE NE 

Thymus NE NE NE NE NE 

Heart NE NE NE NE NE 

Trachea NE NE NE NE NE 

Lung NE NE NE NE NE 

Bronchus NE NE NE NE NE 

Notes) -: No abnormal changes士： Veryslight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined M: Missing A: Autolysis 

Vehicle: water for injection 

2-IBE 150m辿逗
F06 F06 F06 F06 F06 

064 065 066 067 068 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 

NE NE NE NE NE 
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Combined repeat dose and reproductive/developmental toxicity  screening test of 2-isobutoxy ethanol by oral ad m i n istrat ion in rats 

Appendix 35-3(continued). Histopathological finding s offemale rats at the end of the recovery period 

Group 

Findings Animal No. 

Liver 

Deposit, pigment, brown, Kupffer cell 

Fatty change, hepatocyte, periportal 

Hematopoiesis, extramedullary 
Microgranuloma 

Pancreas 

Stomach 
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Ileum 

Cecum 

Colon 

Rectum 

Lymph node, mesenteric 

Spleen 
Deposit, pigment, brown 

Edema, capsule, with infiltration of inflammatory cell 

Control(Vehicle) 

F05 F05 F05 F05 F05 

054 055 056 057 058 

- -±  

士—

土士士士士
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NE NE NE NE NE 

NE NE NE NE NE 
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NE NE NE NE NE 

2+ 2+ 2+ 2+ 2+ 

+ - -
Hematopoiesis, extramedullary 2十士士士十

Notes) -: No abnormal changes士： Veryslight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined M: Missing A: Autolysis 
Vehicle: water for injection 

2-IBE 150 mg/kg 

F06 F06 F06 F06 F06 

064 065 066 067 068 

士士士土士

士—
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士土土士士
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 35-3(continued). Histopathological findings of female rats at the end of the recovery period 

Findings 

Group 

Animal No. 

Control(Vehicle) 2-IBE 150m述g
FOS FOS FOS FOS FOS F06 F06 F06 F06 F06 

054 055 056 057 058 064 065 066 067 068 

Kidney 
Basophilic tubule, cortex 

Cellular inftltration, lymphocyte, interstitial 

Deposit, pigment, brown, proximal tubule 
Mineralization, medulla 

Urinary bladder 

Adrenal gland 

Ovary 

Uterus 

Vagina 

Eyeball 

Harderian gland 

Sciatic nerve 

Skeletal muscle 

Femur 

士

士

NE NE NE NE NE 

Marrow, femur 
Hvoemlasia. ervthroblast 

Notes) -: No abnormal changes士： Veryslight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined M: Missing A: Autolysis 

Vehicle: water for injection 
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——士—士
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 36-1. Results of observations about estrous cycle 

Control (vehicle: water for injection) 

Pre-mating period Mating period 

Animal Pre-treatment p_eriod 

no. Sta穿 Type Mean length 

(days) 

Stage 

Treatment period 

Type Mean length 

(days) 

Stage 

Times of vaginal 

estrus observed 

FOIOOI EDDPEDDPEDDP  E 4-day 4.0 DDPEDDPEDDPEDD  4-day 4.0 P PL 

FOI002 EDDPEDDPEDDP  E 4-day 4.0 DDPEDDPEDDPEDD  4-day 4.0 P PL 

FOI003 DDDE D D D P E D D D P  5-day 5.0 EDDDPEDDDPEDDD  5-day 5.0 P PL 

FOJ004 DPED D P E D D P E D D  4-day 4.0 PEDDPEDDPEDDPE  4-day 40 D D P PL 

F01005 EDDDEDDPEDDDE  4-day 4.0 DDPEDDPEDDPEDD  4-day 4.0 P E D D P PL 

F01006 EDDPEDDPEDDP  E 4-day 4.0 DDDPEDDPEDDDPE  4/5-day 4.5 PL 

F01007 DDPEDDPEDDPED  4-day 4.0 DPEDDPEDDPEDDP  4-day 4.0 PL 

FOJ008 EDDPEDDPEDDP  E 4-day 4.0 DDPEDDPEDDPEDD  4-day 4.0 P PL 

F01009 EDDPEEDDPEDDP  4/5-day 4.5 EDDPEDDPEDDPED  4-day 4.0 D P PL 

FOIOIO PEDD P E D D P E D D P  4-day 4.0 EDDPEDDPEDDPED  4-day 40 D P PL 

FOIOII DDP  EDDP  EDDP  ED  4-day 4.0 DPEDDPEDDPEDDP  4-day 40 PL 

FOIOl2 EDDPEDDDPEDDD  4/5-day 4.5 PEDDDPEDDDPEDD  5-day 5.0 P PL 

Mean 4.2 42 

S.D. 0.3 04 

(N) (12) (12) 

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug; SP, sperm positive 

2
 

I.I 

0.3 

(12) 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 36-2. Results of observations about estrous cycle 

2-IBE(¥5 m詠g)

Pre-mating period Mating period 

Animal Pr<>-treatment period 

no. Stage Type Mean length Stage Type Mean length Stage 

(days) (days) 

F02013 DDPEDDPEDDPED  4-day 40 DPEDDPEDDPEDDP  4-day 4.0 PL 

F02014 DDEDDPEDDPEDD  4-day 4.0 PEDDPEDDPEDDDE  4-day 4.0 D D P D D D PL 

F02015 PEDDPEDDPEDDP  4-day 4.0 EDDPEDDP EDD  PED  4-day 4.0 DP  PL 

F02016 DDEDDDEDDPEDD  4-day 4.0 PEDDPEDDPEDDDE  4--day 4.0 D D P PL 

F02017 PEDDPEDDPEDDP  4-day 4.0 EDDPEDDPEDDPED  4-day 4.0 DP  PL 

F02018 EDDDPEDDPEDDP  4/5-day 4.5 EDDPEDDPEDDPED  4-day 4.0 DP  PL 

F02019 DPEDDPEDDPEDD  4-day 4.0 PEDDPEDDPEDDPE  4-day 4.0 D D P PL 

F02020 EDDPEDDPEDDPE  4-day 4.0 DDPEDDPEDDPEDD  4-day 4.0 P PL 

F02021 EDDPEDDPEDDPE  4-day 4.0 DDPEDDPEDDPEDD  4-day 4.0 P PL 

F02022 EDDPEDDPEDDPE  4-day 40 DDDEDDDEDDDEDD  4-day 4.0 P PL 

F02023 EDDDPEDDPEDDP  4/5-day 45 EDDPEDDPEDDPED  4-day 4.0 D P E PL 

F02024 DDEDDDEDDDEDD  4-day 40 PEDDPEDDPEDDPE  4-day 4.0 D D P PL 

Mean 41 4.0 

S.D. 0.2 0.0 

(N) (12) (12) 

Significantly different from the control group(*: p<0.05, ••: p<0.01). 

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug 
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Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 36-3. Results of observations about estrous cycle 

2-IBE(50m詠g)

Pre-mating period Ma ting period 

Animal Pre-treatment period 

no. Stage Type Mean length Stage Type Mean length Stage 

(days) (days) 

F03025 DDEDDDPEDDDPE  5-day 5.0 DDDPEDDDPEDDDE  4/5-day 4.5 D D P PL 

F03026 DDDEDDDEDDPED  4-day 4.0 DPEDDPEDDPEDDP  4-day 4.0 PL 

F03027 DDDEDDDPEDDDP  5-day 5.0 EDDDPEDDPEEDDD  5-day 5.0 P PL 

F03028 DPEDDPEDDDEDD  4-day 4.0 P EDDP  EDDP  EDDP  E 4-day 4.0 D D P PL 

F03029 DDPEDDPEDDPED  4-day 4.0 DPEDDPEDDPEDDP  4-day 4.0 PL 

F03030 DDEDDDEDDPEDD  4-day 4.0 DEDDPEDDPEDDPE  4-day 4.0 D D P PL 

F03031 PEDDDEDDPEDDD  4-day 4.0 EDDPEDDPEDDDED  4-day 4.0 D P PL 

F03032 DDPEDDDEDDDED  4-day 4.0 DPEDDPEDDPEDDP  4-day 4.0 PL 

F03033 EDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD  4-day 4.0 P PL 

F03034 EDDPEDDPEDDPE  4-day 4.0 DDPEDDDEDDPEDD  4-day 4.0 P PL 

F03035 DDPEDDPEDDPED  4-day 4.0 DPEDDPEDDPEDDP  4-day 4.0 PL 

F03036 EDDPEDDPEDDPE  4-day 4.0 DDDEDDPEDDPEDD  4-day 4.0 P PL 

Mean 42 4.1 

S.D 04 0.3 

(N) (12) (12) 

Significantly different from the control group(*: p<O 05, **: p<0.01). 

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug; SP, sperm positive 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 36-4. Results of observations about estrous cycle 

2-IBE(ISO m詠g)

Pre-mating period Mating period 
------------~ 

Animal Pre-treatment period Treatment period 

no. Stage Type Mean length Stage Type Mean length Stage 

(days) (days) 

F04037 DPEDDPEDDPEDD  4-day 4.0 
PEDDPEDDPEDDPE  

4-day 40 D D P PL 

F04038 DDP  EDDP  EDDP  ED  4-day 4.0 
DDDEDDPEDDPEDD  

4-day 40 P PL 

F04039 DDP  EDDP  EDDP  ED  4-day 4.0 
DDPEDDPEDDPEDD  

4-day 4.0 P PL 

F04040 PEDDPEDDPEDDP  4-day 4.0 
EDDPEDDPEDDPED  

4-day 4.0 DP  PL 

F04041 EDDPEDDPEDDPE  4-day 4.0 
DDDEDDPEDDPEDD  

4-day 4.0 P PL 

F04042 DDEDDPEDDPEDD  4-day 4.0 
DEDDPEDDPEDDPE  

4-day 4.0 DD  PPL 

F04043 PEDDDPEDDPEDD  4/5-day 4.5 
PEDDPEDDPEDDDE  

4-day 4.0 D D P PL 

F04044 DDDPEDDPEDDPE  4-day 4.0 
EDDDDDDDDDDDDD  

uncycle D D P PL 

F04045 EDDDEDDDEDDDE  4-day 4.0 
DDDEDDPEDDPEDD  

4-day 40 P PL 

F04046 DDDEDDDEDDDED  4-day 4.0 
DDEDDDDPEDDPED  

irregular 5.0 DP  PL 

F04047 DDP  EDDP  EDDP  ED  4-day 4.0 
DDEDDPEDDPEDDP  

4-day 4.0 PL 

F04048 PEDDDEDDPEDDD  4-day 4.0 
EDDPEDDPEDDPED  

4-day 4.0 D P PL 

Mean 4.0 4.1 

S.D. 0.1 0.3 

(N) (12) (11) 

Significantly different from the control group(*: p<0.05, ••: p<O 01) 

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 3 7-1. Results of observations about reproductive performance 

Control (vehicle: water for injection) 

Male 

no. 

Female 

no. Copulation Conception 

Paring days 

until copulation 

M01001 

M01002 

M01003 

M01004 

M01005 

M01006 

M01007 

M01008 

M01009 

M01010 

M01011 

M01012 

FOlOOl 

F01002 

F01003 

F01004 

F01005 

F01006 

F01007 

F01008 

F01009 

F01010 

FOlOll 

F01012 

+
+
+
+
+
+
+
+
+
+
+
+
 

+
+
+
+
+
+
+
+
+
+
+
+
 

2

2

2

4

6

1

 ー

2

3

3

1

2

Total 

Mean 

S.D. 

(N) 

+: 12, -: 0 +: 12, -: 0 

2.4 

1.4 

(12) 

+, confrrmed 

-, not confrrmed 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 37-2. Results of observations about reproductive performance 

2-IBE (15 mg/kg) 

Male 

no. 

Female 

no. Copulation Conception 

Paring days 

until copulation 

M02013 

M02014 

M02015 

M02016 

M02017 

M02018 

M02019 

M02020 

M02021 

M02022 

M02023 

M02024 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F02019 

F02020 

F02021 

F02022 

F02023 

F02024 

+
+
+
+
+
+
+
+
+
+
+
+
 

+
+
+
+
+
+
+
+
+
+
 

ー

7

3

4

3

3

4

2

2

2

 

＋ 

4

4

 

Total 

Mean 

S.D. 

(N) 

+: 12, -: 0 +: 11, -: 1 

3.3 

1.5 

(12) 

+,confmned 

-, not conflfll1ed 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 37-3. Results of observations about reproductive performance 

2-IBE (50 mg/kg) 

Male 

no. 

Female 

no. Copulation Conception 

Paring days 

until copulation 

M03025 

M03026 

M03027 

M03028 

M03029 

M03030 

M03031 

M03032 

M03033 

M03034 

M03035 

M03036 

F03025 

F03026 

F03027 

F03028 

F03029 

F03030 

F03031 

F03032 

F03033 

F03034 

F03035 

F03036 

+
+
+
+
+
+
+
+
+
+
+
+
 

+
+
+
+
+
+
+
+
+
+
+
+
 

4

1

2

 4

1

4

3

1

2

2

1

2

 

Total 

Mean 

S.D. 

(N) 

+: 12, -: 0 +: 12, -: 0 

2.3 

1.2 

(12) 

+, confmned 

-, not confmned 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 37-4. Results of observations about reproductive performance 

2-IBE(150mg/kg) 

Male 

no. 

Female 

no. Copulation Conception 

Paring days 

until copulation 

M04037 

M04038 

M04039 

M04040 

M04041 

M04042 

M04043 

M04044 

M04045 

M04046 

M04047 

M04048 

F04037 

F04038 

F04039 

F04040 

F04041 

F04042 

F04043 

F04044 

F04045 

F04046 

F04047 

F04048 

+
+
+
+
+
+
+
+
+
+
+
+
 

+
+
+
+
+
+
+
+
+
+
+
+
 

4

2

2

3

2

4

4

4

2

3

1

3

 

Total 

Mean 

S.D. 

(N) 

+: 12, -: 0 +: 12, -: 0 

2.8 

1.0 

(12) 

+, confmned 

-, not confmned 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 38-1. Observation of offspring (F 1) 

Control (vehicle: water for injection) 

Dam No. Gestation Number of Number of Imp Ian- Delivery Number ofoffspringat birth Delivery Birth Live birth Number of live offspring External 

length corpora implan- talion index Number of Sex Dead index index index 4 days Sex Viability abnom叫itiesb) 

lutea talion index (dams) offspring Live ratio offspring (offspring) ratio index 

(days) scars （％） （％） Male Female Total （％） （％） （％） Male Female （％） (Number) (%) 

FOIOOI 23 13 13 100.0 ＋ 13 7 6 13 0.54 

゜
100.0 100.0 100.0 7 6 0.54 100.0 

゜
0.0 

F01002 22 17 16 94.1 ＋ 16 ， 7 16 0.56 

゜
100.0 100.0 1000 ， 7 0.56 100.0 

゜
0.0 

F0¥003 23 17 17 100.0 ＋ 14 ， 5 14 0.64 

゜
82.4 82.4 100 0 ， 5 0.64 100.0 

゜
0.0 

F01004 22 17 16 94.1 ＋ 16 5 11 16 0.31 

゜
100.0 100.0 100.0 5 11 0.31 100.0 

゜
00 

F01005 22 15 14 93 3 ＋ 14 ， 14 0.36 

゜
100.0 100.0 100.0 ， 0 36 1000 

゜
0.0 

FOI006 22 18 18 100 0 ＋ 17 11 6 17 0 65 

゜
94.4 94.4 100.0 II 6 0 65 100 0 

゜
0.0 

FOI007 22 16 15 93.8 ＋ 15 7 15 0 53 

゜
100.0 100.0 100.0 8 7 0 53 100.0 

゜
0.0 

FOI008 22 18 17 94.4 ＋ 14 6 8 14 043 

゜
82.4 82.4 100.0 7 042 85.7 

゜
0.0 

F01009 22 16 16 100.0 ＋ 16 7 ， 16 044 

゜
100.0 100.0 100.0 7 ， 044 100.0 

゜
0.0 

FOIOIO 22 15 14 93.3 ＋ 14 ， 14 0 36 

゜
100.0 100.0 100.0 ， 0 36 100.0 

゜
0.0 

FOIOII 22 17 16 941 ＋ 16 10 6 16 0 63 

゜
100.0 100.0 100.0 10 6 0 63 100.0 

゜
0.0 

F01012 23 17 17 100 0 ＋ 16 7 ， 16 0.44 

゜
94.1 94.1 100.0 7 8 0.47 93.8 

゜
0.0 

Number of dams 12 12 12 12 12 a) 12 12 12 12 12 12 12 12 12 12 12 

Total 196 189 181 89 92 181 

゜
88 90 

゜Mean 22 3 16.3 15.8 96.4 15.1 7.4 7.7 15.1 0.49 0.0 96.1 96.1 100.0 7.3 7.5 0.49 98.3 0.0 

S.D. 0.5 1.4 I 5 3.2 1.2 2.0 1.8 1.2 012 0.0 6.8 6.8 0.0 2.1 1.7 0.12 4.3 00 

％ 100.0 

+: Dams with live offspring,-: dams without live offspring, 

a): Number of dams with live offspring. 
b): Number of external abnonnalities in live offspring at birth. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 38-2. Observation of offspring (F 1) 
2-IBE 15 mg/kg 

Dam No. Gestation Number of 

length corpora 

lutea 

Number of 

implan-

talion 

scars 

14 

17 

13 

15 

17 

13 

15 

19 

16 

6 

Implan-
talion 

index 

（％） 

100.0 

100.0 

100.0 

100.0 

100.0 

92.9 

100.0 

90.S 

100.0 

100.0 

Number of 

offspring 

Number of offspring at birth 

Sex 

ratio 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F02019 

F02020 

F02021 

F02022 

F02023 

F02024 

Number of dams 

Total 

Mean 

S.D. 

％ 

S如ificance NS NS NS NS 

Statistical method AN KW  KW  AN 

Si印ificantlydifferent from the control group(*: P<0.05, **: P<0.01). 

+: Dams with live offspring,-: dams without live offspring, 
a): Number of dams with live offspring. 
b): Numberof external abnormalities in live offspring at birth. 

c): Failure of the copulation day 

NS:Not si画ficantlydifferent from the control group. 
AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control四oup
NA: Not analyzed. 

(days) 
23 14 
,) 17 

22 13 

22 15 

22 17 

22 14 

22 15 

22 21 

22 16 

23 6 

Not pregnant 

22 16 

10 II 

164 

14.9 

3.6 

22.2 

0.4 

16 

II 

161 

14.6 

3.4 

100.0 

II 

Delivery 
index 

(dams) 

芦
＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

a) II 

14 

15 

12 

15 

17 

13 

15 

14 

15 

6 

15 

II 

151 

13.7 

2.9 

NS 

KW  

Live 

Male Female 

5 9 

9 6 

5 7 

7 5 

8 9 

8 5 

7 8 

7 7 

9 4 

4 2 

77 

7.0 

1.7 

7
 

69 

6.3 

2.1 

Total 

14 

15 

12 

12 

17 

13 

15 

14 

13 

6 

15 

11 

146 

13.3 

2.8 

0.36 

0.60 

0.42 

0.58 

0.47 

0.62 

0.47 

0.50 

0.69 

0.67 

0.53 

11 

Delivery Birth 

Dead index index 

offspring (offspring) 

（％） 

100.0 

88.2 

92.3 

100.0 

100.0 

100.0 

100.0 

73.7 

93.8 

100.0 

0

0

0

3

0

0

0

0

2

0

 

0

1

5

5

0

 

一ー

O

L

93.8 

II 

（％） 

100.0 

88.2 

92.3 

80.0 

100.0 

100.0 

100.0 

73.7 

81.3 

100.0 

93.8 

II 

Live birth 

index 

（％） 

100.0 

100.0 

100.0 

80.0 

100.0 

100.0 

100.0 

100.0 

86.7 

100.0 

100.0 

II 

Number of live offspnng 
4 days Sex Viability 

ratio index 

Male Female (%) 

5 9 0.36 100.0 

9 6 0.60 I 00.0 

5 7 0.42 100.0 

7 5 0.58 I 00.0 

8 8 0.50 94.1 

8 5 0.62 100.0 

7 8 0.47 I 00.0 

5 5 0.50 71.4 

9 4 0.69 100.0 

4 2 0.67 100.0 

75 

6.8 

1.8 

7
 

66 

6.0 

2.0 

0.53 

11 

100.0 

11 

External 

abnormalities bl 

e
r
o
o
o
o
o
o
o
o
o
o
o
l
l
o
 

b
 

m
 

u
 m

 

（％） 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

11 

98.5 

3.4 

0.54 

0.10 

94.7 

8.1 

91.8 

9.6 

97.0 

6.9 

0.54 

0.10 

96.9 

8.6 

0.0 

0.0 

100.0 

NS 

KW  

NS 

AN 

NS 

AN 

NS 

AN 

NS 

AN 

NS 

AN 

NS 

AN 

NS 

AN 

NS 

KW  

NS 

AN 

NS 

AN 

NS 

KW  

NS 

KW  

NS 

AN 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 38-3. Observation of offspring (F 1) 
2-IBESOm詠g

Dam No. Gestation Number of Number of Implan- Delivery Number of offspring at birth Delivery Birth Live birth Number of live offspring External 

length corpora implan- talion index Number of Sex Dead index index index 4 days Sex Viability abnormalities bJ 

lutea talion index (dams) offspring Live ratio offspring (offspring) ratio index 

(days) scars （％） （％） Male Female Total （％） （％） （％） Male Female （％） (Number) (%) 

F03025 22 17 17 100.0 ＋ 17 ， 8 17 0.53 

゜
100.0 100.0 100.0 ， 8 0.53 100.0 

゜
0.0 

F03026 22 13 13 100.0 ＋ 12 6 6 12 0.50 

゜
92.3 92.3 100.0 6 6 0.50 100.0 

゜
0.0 

F03027 22 20 17 85.0 ＋ 14 7 7 14 0.50 

゜
82.4 82.4 100.0 7 6 0.54 92.9 

゜
0.0 

F03028 23 15 15 100.0 ＋ 15 6 ， 15 0.40 

゜
100.0 100.0 100.0 6 ， 0.40 100.0 

゜
0.0 

F03029 23 16 16 100.0 ＋ 15 8 7 15 0.53 

゜
93.8 93.8 100.0 8 7 0.53 100.0 

゜
0.0 

F03030 22 12 12 100.0 ＋ 12 5 6 II 0.45 100.0 91.7 91.7 6 0.45 100.0 

゜
0.0 

F03031 22 15 15 100.0 ＋ 14 7 6 13 0.54 I 93.3 86.7 92.9 7 6 0 54 100.0 

゜
0.0 

F03032 22 17 17 100.0 ＋ 17 ， g 17 0.53 

゜
100.0 100.0 100.0 ， 8 0 53 100.0 

゜
0.0 

F03033 22 18 17 94.4 ＋ 16 6 ， 15 0.40 94.1 88.2 93.8 6 ， 040 100.0 

゜
0.0 

F03034 22 22 21 95 5 ＋ 21 ， 11 20 0.45 I 100.0 95.2 95.2 8 10 0.44 90.0 

゜
0.0 

F03035 22 16 16 100.0 ＋ 13 5 8 13 0.38 

゜
81.3 81.3 100.0 5 g 0.38 100.0 

゜
0.0 

F03036 23 16 16 100.0 ＋ 16 10 6 16 0.63 

゜
100.0 100.0 100.0 10 6 0.63 100.0 

゜
0.0 

Number of dams 12 12 12 12 12 a) 12 12 12 12 12 12 12 12 12 12 12 

Total 197 192 182 87 91 178 4 86 89 

゜Mean 22.3 16.4 16.0 97.9 15.2 7.3 7.6 14.8 0.49 0.3 94.8 92.6 97.8 7.2 7.4 0.49 98.6 0.0 

S.D. 0.5 2.7 2.3 4.5 2.5 1.7 1.6 2.5 0.07 0.5 6.8 6.8 3.3 1.6 1.4 0.08 3.4 0.0 

％ 100.0 

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN KW  KW  AN KW  KW  AN AN AN AN AN AN AN KW  AN AN KW  KW  AN 

Significantly different from the control笞oup(*: P<0.05, ••: P<0.01). 

+・ Dams with live offspring,-: dams without live offspring 

a) Number of darns with live offspring. 
b) Number of external abnonnalities in live offspring at birth. 

NS Not significantly different from the control group. 
A N  Analysis by variance (one-way layout). 

KW  Analysis by Kruskal-Wallis'test (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 38-4. Observation of offspring (F 1) 
2-IBE 150 m詠g

DamNo Gestation Number of Number of Implan- Delivery Number ofoffspringat birth Delivery Birth Live birth Number of live offspring External 

length corpora implan- talion index Number of Sex Dead index index index 4 days Sex Viability abnormalities bl 

lutea talion index (dams) offspring Live ratio offspring (offspring) ratio index 

(days) scars （％） （％） Male Female Total （％） （％） （％） Male Female （％） (Number) (%) 

F04037 22 17 17 100.0 ＋ 16 ， 7 16 0.56 

゜
94.1 94.1 1000 

゜
1.00 6.3 

゜
00 

F04038 22 16 16 100.0 ＋ 16 10 6 16 0.63 

゜
100.0 100.0 100.0 10 6 0.63 100.0 

゜
00 

F04039 22 14 14 100.0 ＋ 12 8 4 12 0.67 

゜
85.7 85.7 100.0 8 4 0.67 100.0 

゜
0.0 

F04040 22 14 13 92.9 ＋ 13 6 7 13 0.46 

゜
100.0 100.0 100.0 6 7 0.46 100.0 

゜
0.0 

F04041 22 15 14 93.3 ＋ 14 6 8 14 0.43 

゜
100 0 100.0 100.0 6 8 043 100.0 

゜
0.0 

F04042 22 18 17 94.4 ＋ 17 ， 8 17 0.53 

゜
100 0 100.0 100.0 ， 8 0.53 100.0 

゜
0.0 

F04043 22 17 16 94.1 ＋ 15 12 15 0.20 

゜
93.8 93.8 100.0 3 II 0.21 93.3 

゜
0.0 

F04044 22 15 15 100.0 ＋ 12 5 7 12 0.42 

゜
80.0 80.0 1000 4 6 0.40 83.3 

゜
0.0 

F04045 23 17 17 100.0 ＋ 14 7 7 14 0.50 

゜
82.4 82.4 100.0 7 7 0.50 100.0 

゜
0.0 

F04046 22 16 15 93.8 ＋ 14 2 II 13 0.15 93.3 86.7 92.9 2 11 0.15 100.0 

゜
0.0 

F04047 22 15 15 100.0 ＋ 14 7 7 14 0.50 

゜
93.3 93.3 100.0 7 7 0 50 100.0 

゜
0.0 

F04048 23 16 15 93.8 ＋ 12 7 12 0.42 

゜
80.0 80.0 100.0 5 7 042 100.0 

゜
0.0 

Number of dams 12 12 12 12 12 •) 12 12 12 12 12 12 12 12 12 12 12 

Total 190 184 169 77 91 168 68 82 

゜Mean 22.2 15.8 15.3 96.9 14.1 6.4 7.6 14.0 0.46 0.1 91.9 91.3 99.4 5.7 6.8 049 90.2 0.0 

S.D. 0.4 1.3 1.3 3.3 1.7 2.4 2.1 1.7 0.15 0.3 7.9 8.0 2.0 2.8 2.9 0 22 26.9 0.0 

％ 100.0 

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN KW  KW  AN KW  KW  AN AN AN AN AN AN AN KW  AN AN KW  KW  AN 

Significantly different from the control group(*: P<0.05, ••: P<0.01). 

+: Dams with live offspring,-: dams without live offspring, 

a): Number of dams with live offspring. 

b): Number of external abnormalities in live offspring at birth. 

NS: Nots迦ificantlydifferent from the control group. 
AN: Analysis by variance (one-way layout). 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 

UA: Unable to be analyzed because the value in the treated g,oup was the same as the value in the control g,oup. 

NA: Not analyzed. 
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試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 39-1. Body weights of offspring (F1) before weaning 

Control (vehicle: water for injection) 
Dam No. Days after birth 

Male body weight Female body weight 

゜
4 

゜
4 

FOlOOl 7.0 (7) 10.9 (7) 6.8 (6) 10.7 (6) 

F01002 6.4 (9) 10.6 (9) 6.1 (7) 9.5 (7) 

F01003 6.8 (9) 10.9 (9) 6.5 (5) 10.3 (5) 

F01004 6.3 (5) 9.0 (5) 6.3 (11) 8.8 (11) 

FOIOOS 5.5 (5) 9:8 (5) 5.2 (9) 9.0 (9) 

F01006 6.3 (11) 8.1 (11) 6.2 (6) 8.1 (6) 

F01007 6.7 (8) 11.3 (8) 6.6 (7) 10.0 (7) 

F01008 6.4 (6) 7.4 (5) 6.2 (8) 7.4 (7) 

F01009 5.9 (7) 9.7 (7) 5.7 (9) 9.5 (9) 

F01010 6.8 (5) 10.2 (5) 6.1 (9) 10.9 (9) 

FOlOll 6.3 (10) 10.7 (10) 6.1 (6) 10.3 (6) 

F01012 7.0 (7) 11.4 (7) 6.7 (9) 11.3 (8) 

Number of dams 12 12 12 12 

Mean 6.5 10.0 6.2 9.7 

S.D. 0.4 1.3 0.4 1.2 

Each value shows mean per dam (g). 
Figures in parentheses indicate number of offspring 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-isobutoxyethanol by oral administration in rats 

Appendix 39-2. Body weights of offspring (F 1) before weaning 

2-IBE 15 m詠g

Dam No. 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F02019 

F02020 

F02021 

F02022 

F02023 

F02024 

Number of dams 

Mean 

S.D. 

Significance 

Statistical method 

Each value shows mean per dam (g). 

Male body weight 

゜7.3 (5) 

6.5 (9) 

7.4 (5) 

6.7 (7) 

6.2 (8) 

7.3 (8) 

6.8 (7) 

6.1 (7) 

7.5 (9) 

8.7 (4) 

Not pregnant 

6.5 (8) 

11 

7.0 

0.7 

NS 

AN 

Figures in parentheses indicate number of offspring 

4 

11.3 

IO. I 

10.6 

11.1 

9.2 

10.1 

10.7 

11.8 

11.7 

16.0 

10.4 

11 

11.2 

1.8 

NS 

AN 

Significantly different from the control group (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

Days after birth 

Female body weight 

゜(5) 7.2 (9) 

(9) 6.2 (6) 

(5) 7.2 (7) 

(7) 6.4 (5) 

(8) 5.8 (9) 

(8) 7.1 (5) 

(7) 6.5 (8) 

(5) 6.0 (7) 

(9) 6.7 (4) 

(4) 8.2 (2) 

(8) 6.3 (7) 

11 

6.7 

0.7 

NS 

AN 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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4 

11.6 (9) 

ro.o (6) 

10.3 (7) 

11.6 (5) 

9.3 (8) 

10.7 (5) 

9.7 (8) 

11.8 (5) 

11.7 (4) 

15.7 (2) 

9.8 (7) 

11 

11.1 

1.8 

NS 

AN 

試験番号 R-12-014



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 39-3. Body weights ofoffspring (F1) before weaning 

2-IBE 50 mg/kg 

Dam No. 

Male body weight 

゜
4 

F03025 6.0 (9) 9.1 (9) 

F03026 6.6 (6) 11.0 (6) 

F03027 7.0 (7) 10.0 (7) 

F03028 7.1 (6) 11.7 (6) 

F03029 7.1 (8) 10.8 (8) 

F03030 6.7 (5) 11.2 (5) 

F03031 6.4 (7) 10.2 (7) 

F03032 6.3 (9) 10.0 (9) 

F03033 6.5 (6) 11.0 (6) 

F03034 5.4 (9) 8.5 (8) 

F03035 6.2 (5) 10.8 (5) 

F03036 6.0 (10) 9.0 (10) 

Number of dams 12 12 

Mean 6.4 10.3 

S.D. 0.5 1.0 

Significance NS NS 

Statistical method AN AN 

Each value shows mean per dam (g). 

Figures in parentheses indicate number of offspring 

Significantly different from the control group (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

Days after birth 

Female body weight 

゜5.5 (8) 

6.4 (6) 

6.6 (7) 

6.7 (9) 

6.7 (7) 

6.4 (6) 

6.2 (6) 

5.8 (8) 

6.6 (9) 

5.0 (11) 

6.0 (8) 

5.8 (6) 

12 

6.1 

0.5 

NS 

AN 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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4 

9.3 (8) 

10.6 (6) 

9.7 (6) 

11.2 (9) 

10.8 (7) 

10.8 (6) 

10.1 (6) 

9.3 (8) 

IO.I (9) 

7.7 (10) 

10.2 (8) 

9.7 (6) 

12 

10.0 

0.9 

NS 

AN 

試験番号 R-12-014



Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by oral administration in rats 

Appendix 39-4. Body weights of offspring (F 1) before weaning 

2-IBE 150 mg/kg 

Dam No. 

Male body weight 

゜6.3 (9) 

4 

9.9 (1) F04037 

F04038 

F04039 

F04040 

F04041 

F04042 

F04043 

F04044 

F04045 

F04046 

F04047 

F04048 

6.5 (10) 10.2 (10) 

Number of dams 

Mean 

S.D. 

Significance 

Statistical method 

Each value shows mean per dam (g). 

6.8 (8) 

6.6 (6) 

6.6 (6) 

6.1 (9) 

6.5 (3) 

4.7 (5) 

6.8 (7) 

6.7 (2) 

5.1 (7) 

7.5 (5) 

12 

6.4 

0.8 

NS 

AN 

Figures in parentheses indicate number of offspring 

10.5 

11.0 

11.1 

8.8 

10.3 

8.0 

10.8 

9.6 

9.8 

12.7 

12 

10.2 

1.2 

NS 

AN 

Significantly different from the control group (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

(8) 

(6) 

(6) 

(9) 

(3) 

(4) 

(7) 

(2) 

(7) 

(5) 

Days after birth 

Female body weight 

゜6.2 (7) 

6.3 (6) 

6.6 (4) 

6.5 (7) 

6.4 (8) 

5.5 (8) 

6.4 (12) 

4.8 (7) 

6.5 (7) 

5.9 (11) 

5.0 (7) 

7.1 (7) 

12 

6.1 

0.7 

NS 

AN 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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4 

Total litter loss 

9.7 (6) 

11.1 (4) 

11.0 (7) 

10.5 (8) 

7.8 (8) 

10.2 (11) 

8.3 (6) 

10.3 (7) 

9.6 (11) 

9.4 (7) 

12.4 (7) 

11 

10.0 

1.3 

NS 

AN 

試験番号 R-12-014



試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by 

oral administration in rats 

Appendix 40-1. General conditions in offspring (F 1) before weaning 

Control (vehicle: water for injection) 

Dam No. Number of offspring Days after birth 

and general conditions 

゜
2 3 4 

FOIOOI Number of offspring 13 13 13 13 13 

General appearance, No abnormality 13 13 13 13 13 

F01002 Number of offspring 16 16 16 16 16 

General appearance, No abnormality 16 16 16 16 16 

F01003 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

F01004 Number of offspring 16 16 16 16 16 

General appearance, No abnormality 16 16 16 16 16 

F01005 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

F01006 Number of offspring 17 17 17 17 17 

General appearance, No abnormality 17 17 17 17 17 

F01007 Number of offspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

FOI008 Number of offspring 14 14 14 14 13 

General appearance, No abnormality 14 14 14 13 12 

General appearance, Death 

゜゜゜
1 

F01009 Number of offspring 16 16 16 16 16 

General appearance, No abnormality 16 16 16 16 16 

FOIOIO Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

FOIOI l Number of offspring 16 16 16 16 16 

General appearance, No abnormality 16 16 16 16 16 

F01012 Number of offspring 16 16 16 16 15 

General appearance, No abnormality 16 16 16 15 15 

General appearance, Death 

゜゜゜
I 

゜Number of offspring 181 181 181 181 179 

General appearance, No abnormality 181 181 181 179 178 

General appearance, Death 2 I 

Number of offspring 

377 



試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by 

oral administration in rats 

Appendix 40-2. General conditions in offspring (F 1) before weaning 

2-IBE 15 mg/kg 

Dam No. Number of offspring Days after birth 

and general conditions 

゜
I 2 3 4 

F02013 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

F02014 Number of offspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

F02015 Number of offspring 12 12 12 12 12 

General appearance, No abnormality 12 12 12 12 12 

F02016 Number of offspring 12 12 12 12 12 

General appearance, No abnormality 12 12 12 12 12 

F02017 Number of offspring 17 17 17 16 16 

General appearance, No abnormality 17 17 16 16 16 

General appearance, Death 

゜゜
l 

゜゜F02018 Number of offspring 13 13 13 13 13 

General appearance, No abnormality 13 13 13 13 13 

F02019 Number of offspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

F02020 Number of offspring 14 14 14 12 10 

General appearance, No abnormality 14 14 12 10 10 

General appearance, Death 

゜゜
2 2 

゜F02021 Number of offspring 13 13 13 13 13 

General appearance, No abnormality 13 13 13 13 13 

F02022 Number of offspring 6 6 6 6 6 

General appearance, No abnormality 6 6 6 6 6 

F02023 Not pregnant 

F02024 Number of offspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

Number of offspring 146 146 146 143 141 

General appearance, No abnormality 146 146 143 141 141 

General appearance, Death 3 2 

Number of offspring 
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試験番号R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by 

oral administration in rats 

Appendix 40-3. General conditions in offspring (F1) before weaning 

2-IBE 50 mg/kg 

Dam No. Number of offspring Days after birth 

and general conditions 

゜
2 3 4 

F03025 Number of offspring 17 17 17 17 17 

General appearance, No abnormality 17 17 17 17 17 

F03026 Number of offspring 12 12 12 12 12 

General appearance, No abnormality 12 12 12 12 12 

F03027 Number of offspring 14 14 13 13 13 

General appearance, No abnormality 14 13 13 13 13 

General appearance, Death 

゜
1 

゜ ゜ ゜F03028 Number of offspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

F03029 Number of offspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

F03030 Number of offspring 11 11 11 11 11 

General appearance, No abnormality 11 11 11 11 11 

F03031 Number of offspring 13 13 13 13 13 

General appearance, No abnormality 13 13 13 13 13 

F03032 Number of offspring 17 17 17 17 17 

General appearance, No abnormality 17 17 17 17 17 

F03033 Number of offspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

F03034 Number of offspring 20 20 20 19 18 

General appearance, No abnormality 20 20 19 18 18 

General appearance, Death 

゜゜ ゜F03035 Number of offspring 13 13 13 13 13 

General appearance, No abnormality 13 13 13 13 13 

F03036 Number of offspring 16 16 16 16 16 

General appearance, No abnormality 16 16 16 16 16 

Number of offspring 178 178 177 176 175 

General appearance, No abnormality 178 177 176 175 175 

General appearance, Death 1 1 

Number of offspring 

379 



試験番号 R-12-014

Combined repeat dose and reproductive/developmental toxicity screening test of 2-isobutoxyethanol by 

oral administration in rats 

Appendix 41-4. General conditions in offspring (F 1) before weaning 

2-IBE 150 m詠g

Dam No. Number of offspring Days after birth 

and general conditions 

゜
2 3 4 

F04037 Number of offspring 16 16 ， 
General appearance, No abnormality 16 ， 1 

General appearance, Death 

゜
7 8 

゜゜F04038 Number of offspring 16 16 16 16 16 

General appearance, No abnormality 16 16 16 16 16 

F04039 Number of offspring 12 12 12 12 12 

General appearance, No abnormality 12 12 12 12 12 

F04040 Number of offspring 13 13 13 13 13 

General appearance, No abnormality 13 13 13 13 13 

F04041 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

F04042 Number of offspring 17 17 17 17 17 

General appearance, No abnormality 17 17 17 17 17 

F04043 Number of offspring 15 15 14 14 14 

General appearance, No abnormality 15 14 14 14 14 

General appearance, Death 

゜ ゜ ゜゜F04044 Number of offspring 12 12 IO 10 10 

General appearance, No abnormality 12 IO 10 10 10 

General appearance, Death 

゜
2 

゜゜゜F04045 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

F04046 Number of offspring 13 13 13 13 13 

General appearance, No abnormality 13 13 13 13 13 

F04047 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

F04048 Number of offspring 12 12 12 12 12 

General appearance, No abnormality 12 12 12 12 12 

Number of offspring 168 168 158 150 150 

General appearance, No abnormality 168 158 150 150 150 

General appearance, Death 10 8 

Number of offspring 
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信頼性保証書

表題

試験番号

2ーイソブトキシエタノールのラットを用いる反復投与毒性•生殖発生毒性併合試験

R-12-014 

この試験に関する信頼性保証部門による査察および監査状況等は下記のとおりであった。

査察・監査項目 査察・監査年月日
運営管理者および試験

責任者への報告年月日

試験計画書 2012年 9月 12日 2012年 9月 12日

試験計画書変更書
R-12-014-No.l 2012年 11月 8日 2012年 11月 8日
R-12-014-No.2 2013年 1月 9日 2013年 1月 9日
R-12-014-No.3 2013年 3月21日 2013年 3月21日
R-12-014-No.4 2013年 4月 1日 2013年 4月 1日

動物の受入れおよび検疫 2012年 9月 19日 2012年 9月 19日

群分け、検体調製および含量試験 2012年 10月 1日 2012年 10月 1日

体重測定、給餌量測定、投与および 2012年 10月 2日 2012年 10月 2日
一般状態の観察

性周期観察 2012年 10月 3日 2012年 10月 3日

詳細な症状観察および機能検査 2012年 10月 9日 2012年 10月 9日

交尾確認 2012年 10月 17日 2012年 10月 17日

尿検査 2012年 11月 7、8日 2012年 11月 8日

分娩状態および出生児の観察 2012年 11月 8日 2012年 11月 8日

機能検査 2012年 11月 9、12日 2012年 11月 12日

出生児剖検、採血、血液学検査、血液 2012年 11月 13日 2012年 11月 13日

生化学検査、雌雄動物剖検、器官重量

測定および固定

病理組織学検査（標本作製：切り出し） 2012年 12月 3日 2012年 12月 3日

報告書草案および生データ 2013年3月25、26、28、29日、 2013年 4月 12日

4月 1~5、8~12日

最終報告書 2014年 1月 14日 2014年 1月 14日

試験は、「新規化学物質等に係る試験を実施する試験施設に関する基準について」（平成 23年

3月31日、薬食発 0331第8号、平成23・03・29製局第6号、環保企発第 110331010号）を遵守し

て実施され、また、この報告書は試験に使用された方法および手順を正確に記載し、記載された結

果は試験の生データを正確に反映していることを保証する。

2014年 1月 14日

一般財団法人食品薬品安全センター秦

信頼性保証部門責任者一
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