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要約

1-Ethoxy-2-(2-methoxyethoxy)ethane の反復投与毒性•生殖発生毒性併合試験を化審法ガイドライ

ンに従って実施した。被験物質を注射用水に希釈して 0、62.5、250ならびに 1000mg/kgの用量で、各

群とも雌雄各 12匹の Crl:CD(SD)ラットに強制経口投与した。雄は 42日間投与した後に剖検し、雌は

交配前 2週間および交配期間、妊娠期間を通して哺育 4日までの 41~46日間投与し、出生児は哺育

4日、母動物は哺育 5日に剖検した。また、 0および 1000mg/kgの用量に非交配雌(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 1000mg/kg群の雄 5匹は、 4213間投与し

た後に 14日間飼育して剖検した。

1．反復投与毒性および回復性

自発運動の低下が 1000mg/kg群の非交配雌を含む雌雄全例に、投与後の一過性の流涎が

1000 mg/kg群の雄および交配雌の一部に観察された。また、体重増加抑制が 1000mg/kg群の妊娠雌

に、摂餌量の低下が 1000mg/kg群の雄および非交配雌、さらには 250mg/kg群の分娩雌に認められ

た。血色素撼およびヘマトクリット値の低下が 1000mg/kg群の雄および非交配雌に、網状赤血球比率

の低下が 250mg/kg以上の雄および 1000mg/kg群の非交配雌に、 MCHCおよび血小板数の低下が

1000 mg/kg群の非交配雌に認められた。総蛋白濃度の低下とy-GTPの増加が 1000mg/kg群の雄に

認められ、尿中カリウムおよび塩素イオン濃度の低下が 1000mg/kg群の雄にみられた。胸腺重量の低

下、肝臓および腎臓の相対重量の増加が 1000mg/kg群の雄および非交配雌にみられ、雄ではさらに

精巣上体および前立腺の重量が低下した。胸腺髄質の萎縮、小葉中心性の肝細胞肥大および肝細胞

の曇りガラス変性が 1000mg/kg群の雄および非交配雌に観察され、小葉中心性の肝細胞肥大は

250 mg/kg群の雄にも認められた。また、 1000mg/kg群の雄では、精巣の精細管内で精子細胞の脱落、

生殖細胞層の空胞化および多核巨細胞が、精巣上体の管腔内で精子の減少および細胞残屑が、前立

腺の管腔内で内容液の減少がそれぞれ観察された。

回復観察では上記の毒性所見に回復性はみられたが、 1000mg/kg群の非交配雌に尿中電解質の

変動が、同群の雄に肝臓の相対重量の増加と精巣および精巣上体の病理所見が依然として観察された。

2.生殖発生毒性

性周期の延長が 1000mg/kg群の交配雌にみられ、同群では妊娠期間の延長、着床率（着床数／妊

娠黄体数）、出産率（生児出産雌数／妊娠動物数）、産児数、出産生児数、分娩率（産児数／着床痕数）、

生児出産率（出産生児数／着床痕数）および出生率（出産生児数／産児数）の低下がみられた。

3.無毒性量

250 mg/kg群の雄に網状赤血球比率の低下と小葉中心性の肝細胞肥大が、 250mg/kg群の分娩雌

に摂餌最の低下が観察さ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

62.5 mg/kg/ dayと判断された。また、性周期および妊娠期間の延長、出産率、着床率、産児数、出産生

児数、分娩率、生児出産率および出生率の低下が 1000mg/kg群で認められたことから、生殖発生毒性

に対する無毒性量は 250mg/kg/ dayと判断された。
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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 1-ethoxy-2-(2-methoxyethoxy)ethaneを反復

経口投与し、雌雄ラットに現れる一般毒性および回復性、ならびに生殖発生毒性を明らかにすることを目

的とした。

試験ガイドラインと GLP

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

3月 31日付け、薬食発 0331第 7号原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甚準」（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、「一般財団法人食品薬品

安全センター動物実験に関する指針（機関内規程）」（平成 2年 10月 1日、平成 25年 4月 1日改

定）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：1130230A)。なお、承認された動物実験計画からの変更はなかっ

た。

材料と方法

1.被験物質

被験物質である 1-ethoxy-2-(2-methoxyethoxy)ethane［化学名（別名） ：ジエチレングリコールエチル

メチルエーテル、 IUPAC名：1-エトキシー2-(2ーメトキシエトキシ）エタン、略称：EMEE、CAS番号： 1002-

67-l、分子式：C7Hl603、分子呈：148.20、ロット番号：AWM2005、含星：100.0％（キャピラリーカラム GC)、

不純物： 2,6-ジ—tーブチルー4ーメチルフェノール (BHT) : 30 ppm（安定剤として）、水分：0.1%、AnnexA)は、

無色澄明な液体である。被験物質は和光純薬工業株式会社から購入し（被験物質入手：2013年 6月
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14日および 2013年 7月 12日）、使用時まで密閉容器で室温（実測値 15.8~24.6℃)、遮光条件下で

保管した。 1-Ethoxy-2-(2-methoxyethoxy)ethaneの構造式を次に示す。

/o^°シ＾゜／

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、色調や性状、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：Q-13-009)。

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(5号室）に収容した。入荷日も含めて 15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、動物の一般状態を蜆察し、入荷日（検疫 1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l化番号を記入した動物カードを掛けて識別した。また、雌動物については、

検疫 3 日から毎日、性周期を観察した。入荷動物の入荷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

入荷時体重

検疫終了日

:2013年 10月 713 

：雄275.3~310.0g、雌 187.7~222.3g 

:2013年 10月21日

検疫終了時体重 ：雄 343.1~449.6g、雌213.6~314.8g 

検疫・馴化期間中の一般状態、詳細な症状観察および体重推移に試験実施に影響を及ぼすと判断さ

れる異常は認められなかった。なお、雌動物では、規則的な性周期の回帰が認められない 13匹を除外

し、検疫終了時の体重を基に体重別層化無作為抽出法により群分けを行った。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、雌雄各 2匹は採血練習に使用したが、残り

の雌雄は、他の目的に転用予定がなかったため、安楽死させた。

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

(220w X 270d X 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）。交配

雌は、妊娠 1813から哺育 4日までラット用プラスチック製繁殖ケージ(350wX400dX180h 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 22.0~24.5℃、湿度は 50.0~73.5％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ごとを確認した。
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3.投与検体

l)調製

被験物質を秤董し、媒体（日局注射用水、製造元：光製薬、製造番号：C2XCH1)を加え撹拌混和させ、

200 mg/mL液を調製した。さらに 200mg/mL液を媒体によって希釈し、 50ならびに 12.5mg/mL液を

段階的に調製した。調製した検体は冷蔵（実測値 l~6℃)、遮光下で保管し、安定性の保証期間内に

使用した。

2)安定性試験

注射用水を媒体とした 0.0100mg/mLおよび 200mg/mL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：Q-13-009)。

3)含鼠試験

初回に調製（調製日：2013年 10月 21日）した投与検体(12.5、50および 200mg/mL)について、被

験物質含最を測定した。その結果、平均含量は調製指示濃度の 98.5~100.0％であり、各測定値のばら

つきはそれぞれ平均値の 97.0~105.6％で規定範囲内にあった(AnnexB)。なお、投与検体中の被験物

質含最測定は AnnexCに従った。

4.投与最の設定および投与方法

本試験の投与量は、「1-Ethoxy-2-(2-methoxyethoxy)ethane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-13-001)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、注射用水）、 250、500および 1000mg/kgの EMEEを10週齢の雌雄各 3匹

の SD系ラットに 14日間、反復強制経口投与した結果、肝臓重量の増加および MCHCの低下が

500 mg/kg以上の群の雌で、自発運動の低下と血色素呈の低下が 1000mg/kg群の雌雄で、ヘマトク

リット値の低下と総蛋白濃度の低下が 1000mg/kg群の雄で認められたが、いずれも軽度な変化であっ

たことから、限度量の 1000mg/kgを本試験の高用董に設定し、以下公比 4で中用量には 250mg/kgを、

低用量には 62.5mg/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 41~46回）、交尾

が確認されなかった雌は剖検前日まで（総投与回数 52回）、分娩しなかった雌は妊娠 25日相当日まで、

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 48分）に投与した。投与容量は 5mL/kgとし、雌雄とも最新の

測定日の体重を基に投与液品を算出した。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。

，
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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 投与容星 動物番号

(mg/kg) (mg/mL) (mL/kg) 雄 雌

対照群
注射用水

゜ ゜
5 MOlOOl~M01012* FOlOOl~F01012 

（媒体）

低用量群 EMEE 62.5 12.5 5 M02013~M02024 F02013~F02024 

中用星群 EMEE 250 50 5 M03025~M03036 F03025~F03036 

高用最群 EMEE 1000 200 5 M04037~M04048* F04037~F04048 

対照群
注射用水

［非交配
（媒体） ゜ ゜

5 F05049~F05058* 

（サテライト）群］

高用呈群

［非交配 EMEE 1000 200 5 F06059~F06068* 

（サテライト）群］

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

5.検査法

1)親動物(F。)

①一般状態の観察

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

②回復および遅発毒性の観察

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

号の大きい各 5例を最終投与翌日（回復 1日）から 14日間、毎日 1回以上、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 1413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04分～14時40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

雄およびサテライト群の雌は、各群の動物番号の若い 5例について、投与 39日に自発運動量測定と

握力測定を実施し、投与 4213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。分娩雌については投与期間が近接し、出来るだけ分娩から 13数が経過した各群の 5例（高用量

群を除く）を選び、投与最終週に自発運動量測定、握力測定および刺激に対する感覚運動反応を検

査した。
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(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(Chatillon、ColumbusInstruments)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) 自発運動量測定

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

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

設置場所に運搬し、速やかに自発運動量測定を開始した。

⑤体重測定

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

よび剖検日に測定した。交配雌は投与 1、4、7、14日、妊娠 0、7、14、20日、哺育 0、4日および剖検日

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

⑥摂餌量測定

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

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

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

29~30、35~36、41~42、48~49日に測定した。

⑦尿検査

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

回復 13日における検査では回復例全例を検査した。

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

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

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

項目 測定法 使用機器

色調・濁度 視診

pH・潜血・蛋白・糖・ケトン体 試験紙法

ウロビリノーゲン・ビリルビン 同上

沈澄 鏡検

尿量 計量

比重 屈折法

ナトリウムイオン濃度 イオン電極法

カリウムイオン濃度 同上

塩素イオン濃度 同J:.

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）

自動分析装置JCA-BM6010（日本電子）

同上

同上
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⑧性周期観察

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

を除く全例の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（個体ごとの発情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は正常とみなした。

⑨交配

投与 15日の 16時 00分～16時 07分に同群内の雌雄を 1対 l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13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） X100,％〕、妊娠率〔（妊娠動物数／交尾した雌動物数） X

100,％〕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 1~4H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13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） X100，％〕を算出した。

⑪採血

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

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

（高用量群を除く）について採血を行った。サテライト群の雌の投与終了時剖検では各群の動物番号が

若い5例、回復15日における剖検では回復観察に供した全例について採血を行った。いずれも解剖前

18~24時間絶食させた後、腹部後大静脈から以下の（1）、 (2)、(3)の順に注射筒を換えて採血した。

(1)血液学的検査用：抗凝固剤 EDTA-2K

(2)血液学的検査用：抗凝固剤クエン酸ナトリウム

(3)血液生化学的検査用：抗凝固剤ヘパリン

⑫血液学的検森

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。
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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%)

血色素最(HGB)

平均赤血球容積(MCV)

血小板数(PLT)

ヘマトクリット値(HCT)

平均赤血球血色素星
(MCH) 

平均赤血球血色素濃度

(MCHC) 

活性化部分トロンホ＇プラスチン

時間 (APTT)

プロトロンビン時間(PT)

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)

光散乱検出法

同上

使用機器

血液自動分析装置

XT-2000iV（シスメックス）

同上

同上

同上

同上

同上

同上

同上

同上

同上

全自動血液凝固測定装置

CA-1000（シスメックス）

同上

⑬血液生化学的検脊

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、甲状腺の病理学的検査およびその他全ての検査項目

の結果から、本被験物質は中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。

項目

総蛍白濃度(TP)

測定法

ビウレット法

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)

ッーグルタミルトランスペプチダーセ＇活性

(y -GTP) 

アルカリフォスファターゼ活↑生(ALP)

アスパラキ＇ン酸アミノトランスフェラーセ＇活性

(AST) 

アラニンアミJトランスフェラーゼ活性(ALT)

乳酸脱水素酵素活性(LDH)

カルシウム濃度(Ca)

総l:::‘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)

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法、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

同上

JSCC標準化対応法

OCPC法

酵素法

モリプデン酸直接法

酵素サイクリング法

計算（rALB/(TP-rALB)) 

イオン電極法

同上

同上

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

上

上

上

上

上

上

上

上

上

上

上

上

同

同

同

同

同

同

同

同

同

同

同

同
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⑭剖検および器官重量

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 解剖時期 屠殺前の絶食

雄

投与終了時剖検例 投与42日の翌日 18~24時間絶食

回復観察例 回復 15日 18~24時間絶食

雌

分娩例 哺育4日の翌日 18~24時間絶食

未分娩例 妊娠26H相当日 実施せず

交尾が確認されなかった例（未交尾） 投与52日の翌日 実施せず

全哺育児が死亡した例 全哺育児の死亡日 実施せず

非交配群（投与終了時剖検例） 投与42日の翌日 18~24時間絶食

非交配群（回復観察例） 回復15日 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

腿骨骨髄、骨格筋、坐骨神経および病変部を採取し、保存した。肺および気管支は 15cm水柱以下の

圧力で、気管内に 10％中性緩衝ホルマリン溶液 5mL以下を注入し固定してから摘出して同固定液に保

存した。精巣および精巣上体はブアン液に固定（長期保存は 1潤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、未交尾例、末分娩例および全哺育児が死亡した例の器官重量値は評価対象から除外した。

⑮病理組織学的検査

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

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

各 5例、さらには高用量群の全哺育児が死亡した分娩雌のうち動物番号の若い 5例については、組織

学的検査対象器官のヘマトキシリン・エオジン(HE)標本を作製し、病理組織学的検査を実施した。高用

量群で被験物質によると考えられる変化が認められた器官・組織については、他の全ての用量群と回復

観察例についても病理組織学的検査を実施し、剖検時に肉眼的異常がみられた器官・組織に関しても

同様に HE標本を作製し、病理組織学的検査を実施した，

2)出生児(F1)

①出生児の観察

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） XlOO,%]、出産率［（生児
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出産雌数／妊娠動物数） XlOO,%]および出生率［（出産生児数／産児数） XlOO,%]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） XlOO,%]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（妊娠率）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的検査所見のうち、グレード分けしたデータは Mann-

Whitneyの U検定により、また陽性グレードの合計値は Fisherの直接確率の片側検定により対照群との

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

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

2013年 12月 13日11:00~14:40に受変電設備の定期点検のために停電し、それに伴い動物飼育

室内の照明が消え、同日の 11:00~14:43に空調が停止した。しかし、いずれの動物の一般状態にも上

述事象に起因したと考えられる変化は認められず、飼育室の温湿度(21.5~23.0℃、 57.0~63.0%)は許

容範囲内であったことから、試験への影響はないと判断した。

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

に従わなかったこと」はなかった。
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試験成績

1.親動物

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

雄では、 1000mg/kg群の全例において投与 1日から自発運動の低下が主として投与後に観察され

たが、その頻度は投与回数が増すにつれて減少した。同群の雄では、投与 35日から投与後に一過性

の流涎が最大 6例に観察された。 250mg/kg以下の群の雄に一般状態の異常は観察されなかった。

雌でも雄と同様に、 1000mg/kg群の交配雌および非交配雌の全例において投与 1日から自発運動

の低下が投与後に観察され、流涎も交配雌 1例に認められた。 250mg/kg群の交配雌 1例においては、

妊娠 8日から立毛が観察され、哺育 l日まで継続してみられた。その他、対照群の非交配雌 l例に前

肢の脱毛が投与 25日から解剖日まで観察された。

回復観察中の雌雄に、一般状態の異常は観察されなかった。

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

投与 15日のハンドリング時にやや抵抗し、接触に対してやや過敏に反応した例が 1000mg/kg群の

交配雌 1例に、投与 36日にわずかな立毛が 250mg/kg群の交配雌 l例に観察されたが、雄および非

交配雌を含む雌とも、被験物質投与の影響を示す変化は認められなかった。

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

雄では、投与期間ならびに回復期間を通して、被験物質投与の影響を示す体重の変化は認められな

かった。

交配雌の交配前の体重、ならびに非交配雌の投与期間および回復期間の体重には、被験物質投与

の影響を示す変化は認められなかった。

妊娠雌では、 1000mg/kg群の妊娠 20日の体重が対照群と比較して有意に減少したが、哺育期間中

の体重には被験物質投与の影蓉を示す変化は認められなかった。

4)摂餌量（Table11-1~Table 14, Appendix 11-1-1~Appendix 14-3) 

雄では、 1000mg/kg群の投与 1~2日および投与 41~42日の摂餌量が対照群と比較して有意に低

下した。回復期間の摂餌量に被験物質投与の影響を示す変化は認められなかった。

非交配雌では、 1000mg/kg群の投与 7~8日および投与 41~42日の摂餌量が対照群と比較して有

意に低下したが、回復期間の摂餌呈に被験物質投与の影響を示す変化は認められなかった。

交配雌では、交配前および妊娠期間の摂餌量に被験物質投与の影響を示す変化は認められなかっ

たが、 250mg/kg群の哺育 3~4日の摂餌量が対照群と比較して有意に低下した。
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5)機能検査

①刺激に対する感覚運動反応 (Table15~Table 16, Appendix 15-1~Appendix 16-5) 

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（Table17~Table 19, Appendix 17-1~Appendix 19-2) 

雄では、投与最終週に測定した前肢および後肢の握力に、被験物質投与の影響を示す変化は認め

られなかった。

分娩雌の握力測定では、 250mg/kg以下の群に被験物質投与の影響を示す変化はみられなかった。

非交配雌の握力測定では、被険物質投与の影響を示す変化は認められなかった。

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

投与最終週に実施した雌雄の自発運動呈測定では、区画移動数および立ち上がり回数ともに被験物

質投与の影警を示す変化は認められなかった。

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

雄では、投与最終週において 1000mg/kg群のカリウムおよび塩素イオン濃度が対照群と比較して有

意に低下したが、回復観察中の尿検査では被験物質投与の影響を示す変化は認められなかった。

非交配雌では、投与期間中の尿検査において被験物質投与の影響を示す変化は認められなかった

が、回復 13日の尿検査では 1000mg/kg群の尿比重、ナトリウム、カリウムおよび塩素イオン濃度が対照

群と比較して有意に低下した。

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

①雄動物

投与終了時の雄では、 1000mg/kg群の血色素量とヘマトクリット値が対照群と比較して有意に低下し、

250 mg/kg以上の群の網状赤血球比率が対照群と比較して有意に低下した。

回復終了時の雄では、 1000mg/kg群の MCV（平均 48.4fL)およびMCH（平均 16.6pg)が対照群の

MCV（平均 51.6fL)および MCH（平均 17.8pg)と比較して有意に低下したが、その差はわずかであり、

投与終了時に認められていない変化であることから、被験物質投与の影響ではないと判断した。

雄（回復終了時）

MCV 

MCH 

試険数＊

4 

4 

サンプル数

20 

20 

平均

50.9 

17.7 

平均士2SD

47.9-53.8 

16.9-18.4 

*: 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
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②雌動物

投与終了時の 250mg/kg以下の群の分娩雌では、いずれの検査項目についても対照群と比較して

有意差は認められなかった。

投与終了時の非交配雌では、 1000mg/kg群の血色素量、ヘマトクリット値、 MCHC、血小板数および

網状赤血球比率が対照群と比較して有意に低下した。

回復終了時の非交配雌では、いずれの検査項目についても対照群と 1000mg/kg群の間で有意差は

認められなかった。

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

①雄動物

投与終了時の雄では、 1000mg/kg群の総蛋白濃度およびナトリウムイオン濃度が対照群と比較して

有意に低下し、同群のy-GTPおよび BUNが対照群と比較して有意に増加した。その他、 1000mg/kg 

群の APLが対照群と比較して有意に低下したが、増加とは逆の変化であることから、被験物質の影孵で

はないと判断した。また、 62.5mg/kg群の胆汁酸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。

回復終了時の雄では、 1000mg/kg群のリン脂質濃度が対照群と比較して有意に増加したが、投与終

了時にはみられていない変化であり、被験物質投与の影響ではないと判断した。

②雌動物

投与終了時の分娩雌では、 62.5および 250mg/kg群のクレアチニン濃度が対照群と比較して有意に

低下したが、増加とは逆の変化であり、腎臓への影響を示すものではなかった。

投与終了時の非交配雌では、 1000mg/kg群の ASTが対照群と比較して有意に低下したが、異常を

示す増加の変化ではなかった。その他に被験物質投与の影響を示す変化は認められなかった。

回復終了時の非交配雌では、いずれの検査項目についても対照群と 1000mg/kg群の間で有意差は

認められなかった。

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

①雄動物

投与終了時の雄では、 1000mg/kg群の胸腺、精巣上体および前立腺の絶対重量と相対重贔が対照

群と比較して有意に低下し、同群の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。

回復終了時の雄では、 1000mg/kg群の精巣上体（左）の絶対重量が対照群と比較して有意に低下し、

同群の肝臓の相対重星が対照群と比較して有意に増加した。

②雌動物

投与終了時の分娩雌では、 250mg/kg群の心臓および腎臓の絶対重呈が対照群と比較して有意に

低下した。

投与終了時の非交配雌では、 1000mg/kg群の胸腺の絶対重量と相対重量が対照群と比較して有意
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に低下し、同群の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。

回復終了時の非交配雌では、対照群と 1000mg/kg群の器官重量に被験物質投与の影響を示す変

化は認められなかった。

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

・①雄の投与終了時剖検例

1000 mg/kg群では 2例に胸腺の小型化が認められたほか、両側の精巣に小型化あるいは水腫様、

両側の精巣上体に水腫様および前立腺の小型化がそれぞれ 1例観察された。また、 62.5mg/kg群に

牌臓の大型化が、 250mg/kg群に両側の腎臓の大型化が各 1例みられた。一方、対照群に肉眼的な異

常所見は認められなかった。

②雄の回復観察例

1000 mg/kg群では、両側の精巣に小型化および水腫様が 1例みられ、精巣上体では両側の小型化

が 1例、両側の水腫様が 4例に観察された。対照群では、精巣および精巣上体に片側の小型化が認め

られた。

③分娩雌の投与終了時剖検例

62.5 mg/kg群の 1例および 250mg/kg群の 2例の腺胃粘膜に暗色域が観察された。また、

62.5 mg/kg群に両側の瞥臓に腎孟の拡張が、 250mg/kg群の胸腺に小型化、肝臓に散在した白色域

あるいは横隔膜結節、牌臓の漿膜と癒着、縦隔リンパ節の大型化がそれぞれ 1例みられた。なお、

1000 mg/kg群には、投与終了時（哺育 4日）までに哺育児が生存した分娩例はなかった。

④全哺育児が死亡した例

全哺育児が死亡した 1000mg/kg群の 8例のうち 2例に牌臓の大型化が観察されたが、それ以外の

異常所見は認められなかった。なお、対照群、 62.5および 250mg/kg群には、全哺育児が死亡した分

娩雌はいなかった。

⑤末分娩例、不妊例および未交尾例

分娩しなかった 1000mg/kg群の 4例および 250mg/kg群の 1例のうち、 1000mg/kg群の 3例およ

び 250mg/kg群の 1例は不妊であったが、 1000mg/kg群の 1例は、子宮に着床跡が認められた。これ

らの動物のうち、 1000mg/kg群の不妊 1例では子宮に腔の拡張が観察された。

交尾しなかった 250mg/kg群の 1例には、異常はなかった。

⑥非交配雌の投与終了時剖検例

対照群の 1例に前肢の脱毛がみられたが、それ以外に肉眼的な異常所見は認められなかった。

⑦非交配雌の回復観察例

1000 mg/kg群の 1例の回腸から直腸までの腸管内（盲腸・結腸を含む）にガスが貯留していた。それ

以外に肉眼的な異常所見は認められなかった。
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11)病理組織学的検査所見（Table33-1~Table 34-2, Appendix 33-1~Appendix 34-2) 

①雄の投与終了時剖検例

投与終了時剖検例のうち、採血を行った対照群および 1000mg/kg群の 5例について病理組織学的

検査を実施した。さらに被験物質の影響が示唆された肝臓、胸腺、精巣、精巣上体および前立腺は、

62.5および250mg/kg群の 5例についても病理組織学的検査を実施した。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的検査を実施した。病理組織所見は、以下の通りである。

胸腺では、 1000mg/kg群の観察した全例に髄質の萎縮が蜆察された(Photo1)。この変化は、 62.5お

よび 250mg/kg群にはみられず、対照群と比較してその変化の程度および頻度は有意に増強していた。

肺では、 1000mg/kg群の 2例の肺胞に泡沫細胞の集族が、対照群および 1000mg/kg群の各 l例

に小肉芽腫が観察されたが、両群間に程度および頻度の差は認められなかった。また、対照群に限局

性の動脈壁への鉱質沈着、 1000mg/kg群に限局性の出血あるいは限局性の骨化生がみられたが、い

ずれも軽微な変化であった。

肝臓では、 1000mg/kg群の観察した全例および250mg/kg群の 3例に小葉中心性の肝細胞肥大が

認められ、そのうち 1000mg/kg群では、全例の肝細胞に曇りガラス変性が観察された(Photo2)。これら

の変化は、対照群および 62.5mg/kg群ではみられず、 1000mg/kg群の変化は、対照群と比較してその

程度および頻度が増強していた。一方、対照群および 62.5mg/kg群の全例、 250mg/kg群の 2例、

1000 mg/kg群の 3例に門脈周囲性の肝細胞の脂肪化が、対照群の 4例、 62.5、250および

1000 mg/kg群の各 l例に小肉芽腫が観察されたが、対照群と各被験物質群との間に程度および頻度

の差は認められなかった。

牌臓では、対照群および 1000mg/kg群の全例に髄外造血および褐色色素の沈着が観察されたが、

両群間に程度の差は認められなかった。また、剖検時に肉眼的な異常所見が認められた 62.5mg/kg群

の 1例では、髄外造血および褐色色素の沈着が観察されたが、他の例と比較するとやや褐色色素の沈

着が多かった。

腎臓では、対照群の 4例および 1000mg/kg群の 3例の皮質に好塩基性尿細管が、両群の各 1例

に好酸性小体が観察されたが、両群間に頻度および程度の差は認められなかった。その他、対照群の

髄質に嚢胞がみられた。また、剖検時に肉眼的な異常所見が認められた 250mg/kg群の 1例では、皮

質に好塩基性尿細管および髄質に嚢胞がみられた。

精巣では、 1000mg/kg群の全例の両側で、精細管内に円形の精子細胞や伸長した精子細胞の脱落

が認められた(Photo3)ほか、精細管内の生殖細胞層に空胞化ならびに多核巨細胞が観察され、そのう

ち変化の程度が強い例では、精母細胞が精細管内に脱落していた。これらの変化は、対照群、 62.5およ

び 250mg/kg群ではみられず、 1000mg/kg群の変化は、対照群と比較してその程度および頻度が増強

していた。一方、 62.5あるいは 250mg/kg群のそれぞれ 1例には、限局性の精細管萎縮が観察された

ほか、精細管内に多核巨細胞を伴う例もみられた。

精巣上体では、 1000mg/kg群の全例の両側で、管腔内に精子の減少および細胞残屑が観察され

(Photo 4)、1000mg/kg群の変化は、対照群と比較してその程度および頻度が増強していた。一方、同
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様の組織変化は、 62.5および 250mg/kg群でも各 1例に観察されたが、いずれも精巣に限局性の精細

管萎縮が観察された例であった。

前立腺では、 1000mg/kg群の全例の管腔内に内容液の減少が観察された。これらの変化は、対照群、

62.5および250mg/kg群ではみられず、 1000mg/kg群の変化は、対照群と比較してその程度および頻

度が増強していた。その他、対照群の 2例、 62.5および 250mg/kg群の各 4例、 1000mg/kg群の 3例

の間質にリンパ球浸潤が観察されたが、対照群と各被験物質群との間に程度および頻度の差は認めら

れなかった。

その他、対照群および 1000mg/kg群の膵臓に、膵管の増生を伴う腺房細胞の限局性の萎縮が、

1000 mg/kg群の下垂体に嚢胞あるいは甲状腺に鯉後体がみられたが、いずれも被験物質投与の影響

を示す変化ではないと判断した。

その他の組織学的検査対象器官・組織には、組織学的な異常所見は認められなかった。

②雄の回復観察例

回復 15日に剖検した対照群および 1000mg/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、胸腺、精巣、精巣上体および前立腺について病理組織学的検査を

実施した。病理組織所見は、以下の通りである。

胸腺では、 1000mg/kg群の 2例に髄質の萎縮が観察されたが、対照群との間に頻度および程度の

差は認められなかった。

肝臓では、 1000mg/kg群の例には、投与終了時に観察された小葉中心性の肝細胞肥大は認められ

なかった。また、対照群の全例、 1000mg/kg群の 2例に門脈周囲性の肝細胞の脂肪化が観察されたが、

対照群と 1000mg/kg群との間に程度および頻度の差は認められなかった。その他、 1000mg/kg群に

小肉芽腫が 1例、対照群に限局性の壊死巣が 1例にみられた。

精巣では、 1000mg/kg群の全例の両側で、精細管内に精子細胞や精子の脱落ならびに生殖細胞層

に空胞化が認められ、そのうち 4例の精細管内には精母細胞の脱落が、 3例には限局性の精細管萎縮

ならびに多核巨細胞が観察された。これら 1000mg/kg群の精子細胞および精母細胞ならびに生殖細

胞層の組織変化は、対照群と比較して程度または頻度が増強していた。対照群にも片側あるいは両側

で限局性の精細管萎縮が 2例、多核巨細胞が 1例に観察された。

精巣上体では、 1000mg/kg群の全例の両側の管腔内に細胞残屑および精子の減少が観察され、対

照群と比較して頻度が増強していた。これらの変化は、対照群の 1例でも観察されたが、精巣に精細管

萎縮がみられ、かつ片側の精巣上体に小型化が認められた例であった。

前立腺では、 1000mg/kg群の例には、投与終了時に観察された管腔内の内容液の減少は認められ

なかった。その他、対照群の 3例の間質にリンパ球浸潤が観察された。

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分娩雌のうち、採血を行った対照群および 250mg/kg群の 5例について、

病理組織学的検査を実施した。また、剖検時に異常が認められた器官についても病理組織学的検査を

実施した。病理組織所見は、以下の通りである。
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肺では、 250mg/kg群の 3例の肺胞に泡沫細胞の集籐が観察されたが、対照群との間に程度および

頻度の差は認められなかった。

肝臓では、 250mg/kg群の例には、雄の投与終了時に観察された小葉中心性の肝細胞肥大は認めら

れなかった。また、対照群の 3例および 250mg/kg群の 2例に門脈周囲性の肝細胞の脂肪化が、対照

群および 250mg/kg群の各 2例に小肉芽腫が観察されたが、対照群との間に程度および頻度の差は

認められなかった。その他、 250mg/kg群の例には、被膜に線維化を伴う横隔膜結節あるいは限局性の

壊死巣が認められたが、被験物質投与の影習を示す変化ではないと判断した。

胃では、 250mg/kg群の 2例の腺胃粘膜にびらんが観察され、そのうち l例には粘膜固有層に水腫

を伴っていたが、対照群との間に程度および頻度の差は認められなかった。その他、 250mg/kg群の

1例に腺胃の粘膜固有層に固有胃腺の限局性の拡張がみられた。また、剖検時に肉眼的な異常所見が

認められた 62.5mg/kg群の 1例では、腺胃粘膜にびらんが観察された。

牌臓では、対照群および 250mg/kg群の全例に髄外造血および褐色色素の沈着が観察されたが、

対照群との間に程度の差は認められなかった。その他、 250mg/kg群の 1例では、漿膜に炎症細胞の

浸潤がみられた。

腎臓では、対照群の 2例および 250mg/kg群の 1例の皮質に好塩基性尿細管が観察されたが、対

照群との間に頻度および程度の差は認められなかった。その他、 250mg/kg群の 1例の皮髄境界部に

鉱質沈着がみられた。また、剖検時に肉眼的な異常所見が認められた 62.5mg/kg群の 1例では、腎孟

が拡張しており、皮質に好塩基性尿細管がみられた。

その他、対照群の下垂体に嚢胞が、 250mg/kg群の甲状腺に異所性胸腺がみられたほか、剖検時に

肉眼的な異常所見が認められた 250mg/kg群の 1例の縦隔リンパ節では、炎症細胞を伴う水腫がみら

れたが、いずれも被験物質投与の影響を示す変化ではないと判断した。

その他の組織学的検査対象器官・組織には、組織学的な異常所見は認められなかった。

なお、対照群の 1例の上皮小体がスライド標本上になかったため、観察することが出来なかったが、評

価への影響はないと判断した。

④全哺育児が死亡した例

全哺育児が死亡した 1000mg/kg群の分娩雌のうち 5例の組織学的検査対象器官・組織ならびに病

変部を病理組織学的に検査した。

肺では、肺胞に泡沫細胞の集族、限局性の炎症細胞浸潤、漿膜下に水腫および限局性の動脈壁ヘ

の鉱質沈着が 1例に観察されたが、この例以外に変化はみられなかった。

肝臓では、全例に小葉中心性の肝細胞肥大が認められ、そのうちの 4例に肝細胞に曇りガラス変性

が観察された。また、門脈周囲性の肝細胞の脂肪化が 3例に、小肉芽腫あるいは限局性の壊死巣が各

1例観察された。

牌臓では、全例に髄外造血および褐色色素の沈着が認められ、そのうち 1例の漿膜には、炎症細胞

の浸潤が観察された。

腎臓では、 3例の皮質に好塩基性尿細管が、 1例の皮質に硝子円柱が観察されたが、いずれも軽微
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な変化であった。

卵巣では、 4例に性周期が回帰していると考えられる排卵直後の卵胞が認められた。

その他、下垂体の嚢胞あるいは甲状腺の鯉後体がみられた。

また、雄の 1000mg/kg群で変化の認められた胸腺には、組織学的な変化は観察されず、その他の組

織学的検査対象器官・組織には、組織学的な異常所見は認められなかった。

⑤未分娩例、不妊例および未交尾例

1000 mg/kg群の 3例および 250mg/kg群の 2例の雌動物には、病理組織学的な異常所見はみられ

なかったが、 1000mg/kg群で剖検時子宮に肉眼的な異常所見が認められた不妊の 1例では、粘膜お

よび腔内に好中球浸潤が中等度に観察された。

⑥非交配雌の投与終了時剖検例

投与終了時に剖検した対照群および 1000mg/kg群の非交配雌各 5例について、病理組織学的検

査を実施した。また、剖検時に異常が認められた器官についても病理組織学的検査を実施した。病理組

織所見は以下の通りである。

胸腺では、 1000mg/kg群の 2例の髄質に萎縮が認められた。

肺では、 1000mg/kg群の 2例の肺胞に泡沫細胞の集族が、対照群の 1例に限局「生の骨化生が観察

されたが、対照群との間に程度および頻度の差は認められなかった。

肝臓では、 1000mg/kg群の全例に小葉中心性の肝細胞肥大が認められ、そのうちの 2例の肝細胞

に曇りガラス変性が観察された。これらの変化は対照群ではみられず、肝細胞肥大は対照群と比較して

程度および頻度が増強していた。その他、 1000mg/kg群の 5例および対照群の 2例に門脈周囲性の

肝細胞の脂肪化が観察されたが、対照群との間に程度および頻度の差はなかった。

牌臓では、対照群および 1000mg/kg群の全例に髄外造血および褐色色素の沈着が観察されたが、

対照群との間に程度の差は認められなかった。

腎臓では、対照群の皮質に好塩基性尿細管、髄質に嚢胞、漿膜下に限局性の線維化が、

1000 mg/kg群の皮髄境界部に鉱質沈着がそれぞれ 1例みられた。

その他、対照群には心臓に限局性の心筋の変性／線維化、ハーダー腺の間質にリンパ球浸潤が、

1000 mg/kg群には下垂体の嚢胞、甲状腺に鯉後体、卵巣に卵胞嚢胞が各 1例にみられたが、被験物

質投与の影響を示す変化ではないと判断した。

その他の組織学的検査対象器官・組織には、組織学的な異常所見は認められなかった。

なお、対照群の 1例の上皮小体がスライド標本上になかったため、観察することが出来なかったが、評

価への影響はないと判断した。

⑦非交配雌の回復観察例

回復 15日に剖検した対照群および 1000rrig/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および胸腺について病理組織学的検査を実施した。病理組織所見は、

以下の通りである。

肝蔵では、対照群および 1000mg/kg群の全例に門脈周囲性の肝細胞の脂肪化が、 1000mg/kg群
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の 1例に限局性の壊死巣が観察されたが、対照群と 1000mg/kg群との間に程度および頻度の差は認

められず、胸腺の髄質の萎縮あるいは肝臓の肝細胞肥大も回復観察例には認められなかった。

2.生殖能力

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

4あるいは 5日間隔の性周期が投与開始後にそれ以外の性周期に変化した動物が、 1000mg/kg群

で 12例中 7例にみられ、その頻度は対照群と比較して有意に増加し、同群の投与開始後の平均発情

回帰日数が対照群と比較して有意に延長した。

1000 mg/kg群では、全例で交尾が確認されたが、 3例は不妊であった。 250mg/kg群では、交尾が

確認されなかった例が 1組みられ、さらに不妊例が 1例みられた。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に被験物質投与の影響を示す変化は認めらなかった。

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

1000 mg/kg群の妊娠期間が対照群と比較して有意に延長した。また、同群の出産率は対照群と比較

して有意に低下した。

3)分娩および哺育状態

分娩状態の観察では、 1000mg/kg群の 8例中 6例は生存児が確認されなかったことから分娩不良と

判断され、残りの 2例についても哺育 1日には全哺育児が死亡した。 250mg/kg以下の群においては、

いずれの分娩雌とも分娩状態は良好で、哺育状態にも異常は観察されなかった。

4)黄体数、着床数および着床率（Table37, Appendix 37-1~Appendix 37-4) 

1000 mg/kg群の着床率が対照群と比較して有意に低下した。黄体数および着床数には、対照群と各

被験物質群との間に有意差は認められなかった。

3.出生児

1)生存（Table37, Appendix 37-1~Appendix 37-4) 

1000 mg/kg群の産児数、出産生児数、分娩率、生児出産率および出生率が、対照群と比較して有意

低下し、同群の哺育 4日の生存率は 0％を示した。 250mg/kg以下の群では、いずれの項目についても

対照群と比較して有意差は認められなかった。哺育 0日の生児に外表奇形は観察されなかった。

2)体重 (Table38, Appendix 38-1~Appendix 38-4) 

雌雄とも 250mg/kg以下の群の哺育 0日または哺育 4日の哺育児体重に被験物質投与の影響を示

す変化は認められなかった。
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3)出生児観察(Table39~Table 40, Appendix 39-1~Appendix 39-4) 

出生児の一般状態観察では、 1000mg/kg群の 2腹中 1腹で哺育 0日に哺育不良が観察され、いず

れも哺育 1日に全哺育児が死亡した。 250mg/kg以下の群の出生児には、被験物質投与の影響を示す

一般状態の変化はみられなかった。

死亡児の剖検では、 1000mg/kg群の雌 1例に全身浮腫が観察された他、対照群の雄 1例に外脳、

二分脊椎、開眼および水腎の複合奇形が観察されたが、被験物質投与の影響を示す異常は認められな

かった。哺育4日の生存児の剖検では、異常は認められなかった。
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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 l-ethoxy-2-(2-methoxyethoxy)ethane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.反復投与毒性および回復性

一般状態観察では、投与初期に 1000mg/kg群の非交配雌を含む雌雄の全例で自発運動の低下が

観察された。したがって、被験物質は麻酔作用を示すと考えられるが、本被験物質と同じエーテル結合

を有するジエチルエーテルに比べるとその作用は弱いものと推察される。その他、 1000mg/kg群の雄

の数例に一過性の流涎が観察されたが、詳細な症状観察や機能検査で神経毒性を示す影響が観察さ

れなかったことから被験物質の刺激による変化と推察された。

摂餌贔の測定では、 1000mg/kg群の雄および非交配雌で被験物質投与の影響と考えられる摂餌呈

の低下が認められたが、体重推移には影響を示す変化はなかった。なお、 1000mg/kg群の妊娠雌では、

胎児の子宮内死亡あるいは発育抑制に関連したと推察される体重増加抑制が妊娠末期にみられ、

250 mg/kg群においては哺育 3日の摂餌量が低下した。

尿検査では、カリウムおよび塩素イオン濃度の低下が 1000mg/kg群の雄にみられ、被験物質投与の

影響が示唆されたが、腎臓の病理組織学的検査で関連する異常は認められていないことから、その原因

は不明であった。なお、類似物質のエチレングリコールモノメチルエーテル(CAS番号： 109-86_4)を投

与したラットにおいても尿比重の低下が報告されているが、腎臓の病理組織検査では異常は認められい

ない4)。

血液学的検査では、 1000mg/kg群の雄および非交配雌の血色素量とヘマトクリット値が低下し、さら

に250mg/kg以上の雄および 1000mg/kg群の非交配雌で網状赤血球比率が低下した。 1000mg/kg 

群の非交配雌では MCHCと血小板数も低下したことから、被験物質投与による赤血球への影響が疑わ

れたが、赤色尿や牌臓での髄外造血の九進などは観察されなかった。なお、類似物質の 2-(1ブチルエ

トキシ）エタノールでは、溶血性貧血が報告されている見

器官重最測定では、 1000mg/kg群の雄および非交配雌の胸腺と雄の精巣上体および前立腺の重量

が低下し、病理組織学的検査では 1000mg/kg群の雄と非交配雌に胸腺の萎縮が、同群の精巣では精

細管内に精子細胞の脱落や生殖細胞層の空胞化が、精巣上体では管腔内に精子の減少および細胞

残屑が観察され、前立腺では管腔内に内容液の減少が認められた。これらの変化は被験物質投与によ

る影響と考えられる。類似物質のジエチレングリコールジメチルエーテル(CAS番号： 111-96-6)を投与し

た Crl:CDラットでも精巣、精巣上体、精嚢および前立腺重量の低下がみられ、精子形成サイクルの全ス

テージに影轡が及んでいたことが報告されている2)。また、胸腺の萎縮についても類似物質のエチレング

リコールモノメチルエーテル(CAS番号：109-86-4)を投与したマウス3)、ラット4)およびウサギ4)で報告され
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ている。

1000 mg/kg群の雄および非交配雌では、肝臓および腎臓の相対重量が増加した。肝臓の病理組織

学的検査では、 1000mg/kg群の雄および非交配雌、さらには同群の全哺育児が死亡した分娩雌に小

葉中心性の肝細胞肥大が認められ、肝細胞に曇りガラス変性が観察された。これらの変化は、被験物質

投与による薬物代謝酵素の誘導に関連した変化と考えられる。小葉中心性の肝細胞肥大は 250mg/kg 

群の雄でも認められたが、同群の分娩雌にはこれらの変化はなかった。なお、類似物質のジエチレングリ

コールジメチルエーテル(CAS番号： ll1-96-6)では、反復投与により肝臓の P-450酵素を誘導すること

が確認されている見

血液生化学的検査では、 1000mg/kg群の雄に総蛋白濃度の低下とy-GTPの増加が認められ、これ

らは肝機能の低下を示唆する変化と推察されるが、 BじN（平均 17mg/dL)の増加とナトリウムイオン濃度

（平均 143.6mEq/L)の低下は、いずれも背最データの範囲内（下表参照）であることから、偶発的な変

化と判断した。

雄（投与終了時）

BUN 

ナトリウムイオン濃度

試験数＊

4 

4 

サンプル数

20 

20 

平均

16 

143.6 

平均土2SD

12-20 

142.2-145.0 

*: 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

回復観察中の一般状態、詳細な症状観察、体重推移、摂餌量に被験物質投与の影響を示す変化は

認められなかった。しかし、尿検査では尿比重、ナトリウム、カリウムおよび塩素イオン濃度の低下が

1000 mg/kg群の非交配雌にみられた。尿中電解質の変動は、投与期間中の雄に観察されており、回復

観察中の雄でも有意差はないが電解質濃度の低下傾向がみられていることから、被験物質投与の影響

が考えられた。器官重量測定では、精巣上体の重量低下と肝臓の相対重量の増加が 1000mg/kg群の

雄でみられ、病理組織学的検査では、精巣の精細管内に精子細胞の脱落、生殖細胞層の空胞化なら

びに多核巨細胞が、精巣上体の管腔内に精子の減少および細胞残屑がそれぞれ観察された。これらは

いずれも投与終了時にも認められていることから、回復性に乏しい変化と考えられるが、回復期間終了時

の非交配雌では、胸腺の萎縮あるいは肝細胞肥大は観察されなかった。

2.生殖発生毒性

1000 mg/kg群において投与開始後の性周期が変動した動物が増加し、発情回帰日数が延長した。

また、同群では全例で交尾が確認されたが、 3例は不妊であった。 1000mg/kg群の妊娠例でも妊娠期

間が延長し、着床率（着床数／妊娠黄体数）が低下した。また、同群では分娩不良が観察され、出産率

（生児出産雌数／妊娠動物数）が低下した。これらの変化は、いずれも雌の内分泌系への被験物質の影

響と考えられるが、不妊については雄の精巣および精巣上体に認められた異常が原因の可能性も考え

られる。
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試験番号 R-13-002

1000 mg/kg群では、産児数および出産生児数が減少して分娩率（産児数／着床痕数）、生児出産率

（出産生児数／着床痕数）および出生率（出産生児数／産児数）が低下した。さらに、同群では哺育不良も

観察され、新生児生存率（出産生児数／産児数）が 0％を示した。これらの変化も、雌の分娩および哺育に

関連する内分泌系への被験物質の影響と考えられ、死亡児および哺育 4日の生存児の剖検では、被験

物質投与の影響を示す異常が認められていないことから、次世代への直接影響を示唆するものではな

いと考えられる。

3.無毒t生董

250 mg/kg群の雄に網状赤血球比率の低下と小葉中心t生の肝細胞肥大が、 250mg/kg群の分娩雌

に摂餌量の低下が観察さ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

62.5 mg/kg/ dayと判断された。また、 1000mg/kg群では性周期および妊娠期間の延長、出産率、着床

率、産児数、出産生児数、分娩率、生児出産率および出生率の低下が認められたことから、生殖発生毒

性に対する無毒性畢は 250mg/kg/ dayと判断された。
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試験番号 R-13-002

Photo 1 Thymus of a male rat (Animal No. M04037) orally administered with 1000 mg/kg of EMEE. 

Atrophy of medulla is observed. (Hematoxylin-Eosin stain) 

Photo 2 Liver of a male rat (Animal No. M0404 l) orally administered with I 000 mg/kg of EMEE. 

Hypertrophy ofhepatocyte and ground glass appearance are observed in the centrilobular zone. 

(Hematoxylin-Eosin stain) 
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試験番号 R-13-002

Photo 3 Testis of a male rat (Animal No. M04039) orally administered with 1000 mg/kgofEMEE. 

Exfoliation of spermatocyte, spermatid and sperm into lumen of seminiferous tubules is observed. 

(Hematoxylin-Eosin stain) 

Photo 4 Epididymis ofa male rat (Animal No. M04039) orally administered with 1000 mg/kg ofEMEE. 

Cell debris and decreased sperm cells are observed in the lumen. (Hematoxylin-Eosin stain) 
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Annex A 

財国造人會品暮品蜜今センター御中

Code No.044-32575 

ジエチレングリコールエチルメチルエーテル

(1 /1) 

規格／等縁

Lot No. 

戴量

検査項目

外観
密震C20"C)

属折寧n20/D

水分

含量（キャビラリーカラムQC)
検査年月日

判定 合格

検査成績書

和光特縁

AWM2005 

500ml x 2 

検査成績

雛色、盪明の濃体

D.923r/ml 
1.410 

0.1% 

100.0% 

2013/06/04 

検査責任者
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爆格値

試験番号R-13-002

2013年6月14日
和光純菓工業株式会社

雛色～ほとんど繍色澄明の液体

0.918~0.928&/mf 
（実測値暢告）

0.1％以下

98.0％以上

咸績書発行書号 9031637 



Annex B 

含 量試験結果

/ •, 

， 

I 

I 

l 

l 

I 

被験（対照）物質： l-Ethoxy--2-(2-methoxyethoxy)ethane 

ロメ番号： AWM2005

媒体：注射用水

試料 調製濃度 測定濃度 平均測定濃度

番号 (A) (8) (C) 

(mg/mL) (mg/mL) (mg/mL) 

1 12.5 12.5 12.5 

2 12.8 

3 12.2 

4 50.0 49.3 49.8 

5 49.4 

6 50.6 

7 200 208 197 

8 191 

， 192 

含最の判定基準（溶液）

含量

8/AX 100 

（％） 

100.0 

102.4 

97.6 

98.6 

98.8 

101.2 

104.0 

95.5 

96.0 

試験番号 R-13-002

SOP/CHE/001 

採用開始 2013年4月19日

試験番号： R-13-002

調製年月日： 2013年10月21日

測定年月日： 2013年10月21日

平均含量 ばらつき

B/CXlOO 

（％） （％） 

100.0 100.0 

102.4 

97.6 

99.5 99.0 

99.2 

101.6 

98.5 105.6 

97.0 

97.5 

が の90.0~110.0% l のまつが ． の90.0~110.0%2
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Annex C 

投与検体中の被験物質濃度測定法

試験操作は特に規定する場合を除き室温下で行う。

1.試薬

蒸留水(HPLC用、以下、水）

アセトン(HPLC用）

2. 使用機器

和光純薬工業

和光純薬工業

電子天秤(RC210Dまたは R200D) ザルトリウス

試験番号 R-13-002

ガスクロマトグラフ 島津製作所

構成： GC-17A（ガスクロマトグラフ）、 AOC-20i（オートインジェクタ）、 C-R7A（データ処理装置）

3. 標準溶液の調製

被験物質約 50mgを精密に呈り採り、水に溶かし正確に 10mLする。この液 1mLを正確に採り、

水を加えて正確に 50mLとして標準原液（約 0.1mg/mL)とする。標準原液を l、1、2.5及び 5mL 

ずつ正確に採り、それぞれ水を加えて正確に 20、10、10及び 10mLとして標準溶液（約 5、10、

25及び 50μg/mL、St1~4)とする。標準原液及び標準溶液は測定日ごとに n=lで調製する。

4.試料溶液の調製

1)投与検体約 12.5mg/mL 

投与検体 1mLを正確に採り、水を加えて正確に 100mLとする。この液 2mLを正確に採り、水を

加えて正確に 10mLとして試料溶液とする（約 0.025mg/mL、希釈率 500)。試料溶液の調製は投

与検体の採取から n=3とする。

2)投与検体約 50mg/mL 

投与検体 1mLを正確に採り、水を加えて正確に 100mLとする。この液 1mLを正確に採り、水を

加えて正確に 20mLとして試料溶液とする（約 0.025mg/mL、希釈率 2000)。試料溶液の調製は

投与検体の採取から n=3とする。

3)投与検体約 200mg/mL 

投与検体 1mLを正確に採り、水を加えて正確に 100mLとする。この液 1mLを正確に採り、水を

加えて正確に 100mLとして試料溶液とする（約 0.02mg/mL、希釈率 10000)。試料溶液の調製は

投与検体の採取から n=3とする。

5.投与検体中被験物質の濃度測定法

標準溶液（St1~4)及び試料溶液をそれぞれ下記の試験条件でガスクロマトグラフィーにより試験を

行う。標準溶液は各濃度 3回ずつ、試料溶液はそれぞれ 1回ずつ測定し、標準溶液から作成した

検量線を用いて試料溶液中の被験物質濃度を求め、これに希釈率を乗じて投与検体中の被験物

質濃度を算出する。また、投与検体の媒体(n=l)を 1回測定し、被験物質に相当するヒ°ークがない

ことを確認する。

試験条件

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（ヘリウム）80kPa 

カラム Rtx-1301（内径 0.32mm、長さ 30m、膜厚1.5μm)、RESTEK
キャリアガス ヘリウム(He、70kPa) 

カラム温度 70℃(0.5分）、 15℃／分、 200℃

注入口温度 250℃ 

検出器温度 250℃ 

注入量 1 μL 

注入方式 スプリット（スプリット比 1:25)

オートインジェクタ洗浄溶媒アセトン
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システム適合性

6. 数値の取り扱い

試験番号 R-13-002

測定開始前に水を 1回、測定開始前及び測定終了後にシステム適合

性用溶液（St3)を1回ずつ、測定する。溶媒のクロマトグラム上の測定

対象物質の保持時間付近に妨害ヒ°ークがないことを確認する。また、

システム適合性用溶液において保持時間とヒ°ーク面積の変動（測定開

始前に対する測定終了後の偏差％）を確認する。変動の許容基準は保

持時間が士3.0％以内、ピーク面積が士5.0％以内を目安とする。

l)投与検体の濃度は、四捨五入して、有効数字3桁目まで表示する。

2) 標準溶液の濃度は、切り捨てて、有効数字4桁目まで表示する。

3)試験結果における測定濃度(mg/mL)及びその平均は四捨五入して有効数字3桁で表示する。

4)含量（％）、平均含墓（％）及びばらつき（％）は四捨五入して、小数第1位まで表示する。

5)システム適合性における偏差％は四捨五入して、小数第1位まで表示する。

34 



試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 1-1. General conditions of male rats 
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試験番号R-13---002

Combined repeat  dose and reproductive/developmental  t oxicity screening  t est of l-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rat s 

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

Group 

Control (vehicle: water for injection) 

EMEE 1000m誅g

Number of males 

and general conditions 

Number of males 
General appearance, No abnormality 

Number of males 

General ~earance, 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

 

l

-

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 S 

1

1

-

5

5

-

5

5

 

1

2

-

5

5

-

5

5

 

1

3

-

5

5

-

5

5

 

1

4

-

5

5

-

5

5

 

I

S

-

5

5

-

5

5
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試験番号R-13---002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 2-1. General conditions of female rats 
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試験番号R-13--002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 2-2. General conditions of female rats, satellite group 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

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

Number offeu叫es
and雰neralconditions 

Number of fem如

General appearance, No abnormality 
Numberoff血血

General ap_p_earance, No abnormality 

Group 

Control (vehicle: water for injection) 

EMEE 1000m詠g

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
 

l
-
5
5
-
5
5
 

Days of recovery 
7 8 9 10 

s s s s 
s s s s 
s s s s 
s s s s 

1
1
-
5
5
-
5
5
 

1
2
-
5
5
-
s
s
 

1
3
-
5
5
-
5
5
 

1
4
-
5
5
-
5
5
 

l
s
-
s
s
-
5
5
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 3. General conditions in dams during pregnancy 

Group 

Control (vehicle: water for injection) 

EMEE 62.5 m就g

EMEE 250m詠g

EMEE 1000m詠g

Number of dams 

and雰neralconditions 

N wnber of dams 

General appearance, No abnorn呻ty

Fur, Hair, Coat, Piloerection 

Nwnberofdams 

General appearance, No abnormality 
Fur, Hair, Coat, Piloerection 

Nwnberofdams 

General appearance, No abno皿 ality

Fur, Hair, Coat, Piloerection 

N wnber of dams 

General appearance, No abno皿 ality

Fur, Hair, Coat, Piloerection 

Days of pregnancy 
0 1 2 3 4 5 6 7 8 9 IO 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 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

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

12 12 12 12 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 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

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 9 9 9 9 9 9 9 9 9 9 9 9 

00000000000000 0 0 1 1 1 1 1 1 1 1 1 1 1 1  

9 9 9 9 9 9 9 9 9 9 9 9 9 999999999999999  

9999999999999999999999999999  

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 

Pre: Before administration, Post: after administration. 

Group 

Control (vehicle: water for injection) 

EMEE 62.Sm詠g

EMEE 250 mg,'kg 

EMEEIOOOm炉g

Number of dams 

and general conditions 

Number of dams 

General appearance, No abnormality 

Fur, Hair, Coat, Piloerection 

Mouth, Salivation 

Behavior, Decrease in locomotor activity 

Number of dams 

General appearance, No abnormality 
Fur, Hair, Coat, Piloerection 

Mouth, Salivation 

Behavior, Decrease in locomotor activity 

Number of dams 

General appearance, No abnonnality 

Fur, Hair, Coat, Piloerection 

Mouth, Salivation 

Behavior, Decrease in locomotor activity 

Number of dams 

General appearance, No abnormality 

Fur, Hair, Coat, Piloerection 

Mouth, Salivation 

Behavior, Decrease in locomotor activity 

Pre: Before administration, Post: after administration. 

Days of pre卸ancy

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 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 5 5 0 0 0 0 0 0 0 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 0 0 0 0 0 0 0 

0000000000000000000000000  

0000000000000000000000000  

0000000000000000000000000  

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 8 0 0 0 0 0 0 0 

12 12 12 12 12 12 12 12 12 12 12 12 12.12 12 12 8 8 0 0 0 0 0 0 0 
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10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 0 0 0 0 0 0 0 

9999999999999999990000000  

l I I Ill  I 11111 1 1 1 1 1 1 0 0 0 0 0 0 0  
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99999999999999999966111  l 1 

999798989898989898661  l 1 l I 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 4. General conditions in dams during lactation 

Group Number of dams Days oflactation 

and general conditions 

゜
2 3 4 5 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre 

Control (vehicle: water for injection) Number of dams 6 6 12 12 12 12 12 12 12 12 12 

General appearance, No abnormality 6 6 12 12 12 12 12 12 12 12 12 

Fur, Hair, Coat, Piloerection 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜Mouth, Salivation 

゜゚
0. 0 

゜゚ ゜゚ ゜゚ ゜EMEE 62.5m祉g Nwnber of dams 7 7 12 12 12 12 12 12 12 12 12 

General appearance, No abnormality 7 7 12 12 12 12 12 12 12 12 12 

Fur, Hair, Coat, Piloerection 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜Mouth, Salivation 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜EMEE 250m詠g Number of dams 2 2 10 10 10 10 10 10 10 10 10 

General appearance, No abnormality 2 2 ， ， 10 IO 10 10 10 10 IO 

Fur, Hair, Coat, Piloerection 

゜゚
1 1 

゜゚ ゜゚ ゜゚ ゜Mouth, Salivation 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜EM EE I 000 mg/kg Nwnber of dams 8 2 2 

゜゚ ゜゚ ゜゚ ゜゚General appearance, No abnormality 8 I 2 

゜゚ ゜゚ ゜゚ ゜゚Fur, Hair, Coat, Piloerection 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜Mouth., Salivation 

゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜Pre: Before administration, Post: after administration. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 5. Detailed clinical observations of male rats 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

Findings 

[Urination] 

（釦quency/30sec)

Initial nunber 

Group of 

an血 Is

Control (vehicle: water for面ection) 12 

回 EE(62.S呵kg) 12 

EMEE (250四kg) 12 

EMEE (1000 Ill西） 12 

Control (vehicle: water for injection) 12 

回 EE(62.Stll心） 12 

FM:EE (250 mg/kg) 12 

EMEE (1000呵西） 12 

Pre-trealmlnt 

8 15 

。b
。

0

0

 

。
[Defecation] 

(fiequency/30sec) 

b
 o

l
o
o
 

l゚
o
 

0

0

1

0

 

Days of treatment Days of recovery 
a 

24 30 36 42 7 14 

゜ ゜ ゜ ゜ ゜ ゜゜ ゜ ゜I 1 

゜゜ ゜
I 

゜ ゜
゜ ゜ ゜ ゜ ゜ ゜゜ ゜ ゜ ゜゜ ゜ ゜ ゜゜ ゜ ゜ ゜ ゜ ゜•therecove可testwas perfom叫in5 animals for each of the O and 1000町/kggroups 

b 
Values represent total score of each group. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 6-1. Detailed clinical observations of female rats 

Initial nwrber 

Fmdmgs Group or Pre-treatrn:nt Days oftrea血nt The lactation period 

an血し 15 24 刃 x 42 49 

[Posturemhomスagel Control (vehicle: water for injection) 12 

Crouchmg position >MEE (62.S mglは） 12 
EMEE (250 mg/kg) 12 0 (2) 0 (I) 0 (10) 
EMEE (IOOOmgikg) 12 0 (I) 〇 {4)

(Locon-otorm加me-<age] Control {vehicle water fur injection) 12 

Decrease in loc:orrotoractivity FMEE (62.5"1lなg) 12 
口~EE (250 mg/kg) 12 0 (2) 0 (I) 0 ((0) 

凶 EE(1000 mg/kg) 12 0 (I) 0 (4) 

[Handlingbehavmrl Control (vehicle: water fur injcclion) 12 0.  

゜Resドhn叶 国 EE(62.Smglkg) 12 

゜EMEE (2SO rn匹） 12 (2) 0 (I) 0 (10) 

EMEE (IOOOm匹 ） 12 (I) 0 (4) 

IHeartbealsl Control (vehicle wate, fo, mjeot幻n) 12 0.  

゜ ゜bradycamia EMEE (62.5 mg/kg) 12 

゜ ゜ ゜EMEE（四mg/棺） 12 

゜ ゜
(2) 0 (I) 0 (10) 

EMEE (IOOOmgi迎） 12 

゜ ゜
(I) 0 (4) 

[Body!<町9eratuml Control (veh;cle, wale,-to, mjcclk>n) 12 0 .  

゜hn”1hm四 EMEE (62.Smglkg) 12 

゜ ゜EMEE（おOmglkg) ¥1 

゜
0 (2) 0 (I) 0 (10) 

EMEE (1000匹 1kg) 12 

゜
0 (I) 0 (4) 

[Fu,] Control (vehicle: water fur injection) 12 

゜Molstfu, 斑 EE(62.S mglkg) 12 

゜EMEE (250 mg/kg) 12 

゜
0 (2) 0 (I) 0 (10) 

即 EE(IOOOm坪g) 12 

゜
0 (I) 0 (4) 

(Skin color/Mucuous皿 曲ranse] Conuol (vehicle: waler for injection) 12 0.  

゜Abnom叫｛匹!esはW 即 EE(62.5 mg/kg) 12 

゜ ゜即 EE(2SOm砂g) 12 

゜
0 (2) 0 (I) 0 (10) 

EMEE (IOOOmgl紐） 12 

゜
0 (I) 0 (4) 

[t.crimltion] Con四I(veh~lec w>t" lbt mje<lk>n) 12 0.  

゜ ゜ ゜obse,v叫 口~EE (62.5"'41/kg) 12 

゜ ゜ ゜ ゜即匡⑮mg/kg) 12 

゜ ゜ ゜
0 (2) 0 (I) 0 (]0) 

FMEE (1000唸/kg) 12 

゜ ゜ ゜
0 (I) 0 (4) 

[PilocrectK>n] Con訳 1(vehicle:Waterわ9mj己Ibn) 11 0.  

゜slight EMEE (62.Smgikg) 12 

゜ ゜EMEE (250 mg/kg) 12 

゜
O (2) O (ll 0 (10) 

瞑即 (IOOOn,g/kg) 12 

゜
0 (I) 0 (4) 

[Resp虹10”mtel Control (vehicle: water for injoction) 12 0 .  

゜"”90pnea 即 EE(62.S mg/kg) 12 

゜ ゜EMEE（四mg/kg) 12 

゜
0 (2) 0 (I) 0 (ID) 

即 EE(1000叩 kl) 12 

゜
0 (I) 0 (4) 

[StcreotypyJ Con匹I(vehicle: wat臼 lbrinjecIion) 12 。.
゜ ゜ob•mvccl 瞑皿（6l.5mglkj) 12 

゜ ゜ ゜EM匹（おOmalk&) 12 

゜ ゜
0 (~) 0 (1) 0 (10) 

EM四 (1000m、1ks) 12 

゜ ゜
0 (I) 0 (4) 

{TouchmponscJ Con四 1(vehkle:Wal"'fbrinjeclion) 12 0.  

゜ ゜s,n,kl1’● 即日 (“,5m、lkヽ） 12 

゜ ゜ ゜即Ill!(250 mglkl) 12 

゜ ゜
0 (2) 0 (1) 0 (10) 

即 EE(1000 mg/kg) 12 

゜ ゜
0 (I) 0 (4) 

11Valu“ 呵心印Un四虹roranm山 with血曲dings,

F如四 m p●m匹•加di:at● n皿b町 ofan面.~.
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

Initial number 

Findings Group of Pre-treatment Days of treatment The lactation period 

animals 8 15 24 30 36 42 49 

[Urination] Control (vehicle: water for injection) 12 2 a I I 

゜ ゜
2 

゜（伽quency/30sec) EMEE (62.5 mg/kg) 12 

゜ ゜ ゜ ゜ ゜ ゜EMEE (250 mg/kg) 12 

゜ ゜ ゜ ゜ ゜ ゜
(2) 

゜
(1) 5 (10) 

EMEE (1000 mg/kg) 12 

゜ ゜ ゜ ゜ ゜
I (I) 

゜
(4) 

(Defecation] Control (vehicle: water for injection) 12 o a 

゜ ゜ ゜ ゜ ゜ ゜(frequency/30sec) EMEE (62.S mg/kg) 12 

゜ ゜ ゜ ゜ ゜
I 

EMEE (250 mg/kg) 12 

゜ ゜ ゜ ゜ ゜ ゜ ゜
(2) 

゜
(I) 2 (10) 

取 EE(1000 mg/kg) 12 

゜ ゜ ゜ ゜ ゜ ゜ ゜
(I) 

゜
(4) 

． Values represent total score of each group. 

Figures in parenthese indicate number of animals. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

In正aInwnbc

Fmdings O,,up of nuImmI Days oftreatm:nt Da1sof年0V竺 I

9n玩 Ie 15 24 刃 36 42 7 14 

(Post田einho皿ゞage] Control(veb凶e,wat..-for injection) 10 o' 

゜ ゜ ゜Q ucl,mgposaioo 

EMEE (1000呻kg) 10 

゜[loconn1or m bo....,.ge] Control (veb;cJe, wal" Ii>, injection) 10 o• 

゜ ゜D¢mase幻1oco四toraaivity

日“王(1000°"/kg) IO 

゜ ゜[Handling beha, ;o, I Control (vehicle wato,-fo, mject.,n) IO o• 

゜ ゜ ゜R 臼9..cc

EMEE (1000mglkg) IO 

゜ ゜ ゜[Heartbeats] Control(veh記le:WaIefumnjection) 10 o• 

゜ ゜ ゜ ゜血 dが4↓du

曰 EE(IOOO~kg) 10 

゜ ゜ ゜ ゜ーー・ • -----------------— -・-・-・--・-・-・・・・・ ,..........,―響．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．一•一••,..................-••・・,...................................................... ..m•噸............... .............“•い•“...."........................囀，．．．．＿．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．．雫●●●"....m●●●●m ●●●響噸 ●●●噸‘'"'"'"'"'"

[Bodyt...,eral田 el Coatrol (vehicle: water for injection} 10 o• 

゜ ゜ ゜ ゜ ゜hypaho血

EMEE (IOOOW8/kf<) 10 

゜ ゜ ゜ ゜ ゜[F叫 ConIml(Vehに1e:WaI口formjeelion) 10 o• 

゜ ゜ ゜ ゜Moist血

EMEE (1000四kg) 10 

゜ ゜ ゜[Skin color1Mucuous mm,ranse] Control (vehicle: wale, fo, mject,on) 10 O' 

゜ ゜ ゜ ゜Aboon111l 

EMEE (1000匹ikg) 10 0 0 0 0 0 0 0 0 0 
............................ .•.........●..・········・....●.....●●・．”··●．●.... ,●’● 9・，● 9・,．，＇999 '＂ "・.,'・’ •• 、・冒9.・・＇''''....

[I.led四 1ion) Conuol (veh記1e:waIerlbrmjec山 n) IO o'o  o o o 
ohoed 

EMEE (1000 mg,kg) 10 

゜ ゜ ゜
(PiJoerecuoal Control(v由iclc,water tbr injection) 10 o b 

゜ ゜s返ht

EMEE (1000 meik&) IO 

゜ ゜ ゜［邸phto”mte] Cootrol (vehicle: water for in.jcctioo) 10 0' 

゜ ゜ ゜Hypopn .. 

即匹 (1000叩 ka) 10 

゜ ゜ ゜[SIeowpyl Conlrol (vch凶c:water lbr injectぬn) 10 0' 

゜ ゜ ゜ ゜`"拿Vod

EMEi! (1000叩 kc) 10 

゜ ゜ ゜rrom...po•••l Contn,1 (vehl:le: water ror injection) 10 0' 

゜ ゜ ゜ ゜Sensれive

EMEE (1000可籍） 10 

゜ ゜ ゜.ibe匹か心ytes"mp呻mmin San血111for each of the O and 1000四 hばmup1

Wa山grcprcamtnmmcrofm血山wi:lh山efiad匹s.
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

Initial number 

Findings Ooup of Pre-treatment Days oftreatment Da_r:sof匹OV竺Z• 
animals 8 15 24 30 36 42 7 14 

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

゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜(ftequency/JOsec) 

EMEE (1000mg/kg) 10 

゜ ゜ ゜ ゜ ゜ ゜[Defecation] Control (vehicle: water fur injection) 10 0 b 

゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜(frequency/30sec) 

EMEE (1000mg/kg) 10 

゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜• the recovery test was perfonned in 5 animals for each of the Oand IOOOmg/kg groups 

b Values represent total score of each group. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Table 7-1. Body weights of male rats 

Group Control (vehicle: water for injection) EMEE 62.Sm詠g EMEE 250 mwkg EMEEIOOOm詠g
Number of males 12 12 12 12 

Days of administration 
412.0士 20.5 406.3士 19.1 411.1::1: 18.3 406.5士 19.6 

4 422.7士 24.6 417.2士 21.3 424.2:I: 18.3 411.7士 22.0 

7 433.6:1:: 25.3 426.3士 21.2 436.4:!:: 21.1 424.2士 23.9 

14 456.0:!: 30.0 紐．7士 23.6 461.8:I: 21.9 450.8:I: 25.6 

21 473.2士 29.7 463.9:I: 24.9 479.2:!:: 27.8 466.3:!: 26.4 

28 496.0士 32.8 483.5士 29.1 500.8::1: 29.2 485.3士 29.1 

35 514.8:1:: 39.9 497.9士 31.0 519.2士 32.3 499.8:I: 32.6 

42 525.5:1:: 42.8 512.0::1: 35.8 532.0士 35.6 508.7士 34.7 

Each value shows mean (g)士 S.D.
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試験番号R-13-002

Combined repeat dose and reproductive/developmental t oxi city  screening  test  of 1-Et hoxy-2-(2-methoxyethoxy)ethane by oral administ r a t ion in rat s 

Table 7-2. Body weights of male rat s at t he recovery  period 

Group 

Number of males 

Days of recovery 

Control (vehicle: water for injection) 

5 

1 

7 

14 

Each value shows mean(g)士S.D.

527.8士 42.6

547.2士 48.5

549.7±50.3 

EMEE 1000m詠g

5 

511.7士 42.6

527.8士 41.3

529.0士 43.8

49 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 8-1. Body weights of female rats 

Group 
Number offemales 

Days of administration 

Control (vehicle: water for injection) 
12 

4 

7 

14 

259.1 士 20.1

264.1 士 23.7

268.0 土 25.6

279.3 土 29.2

Each value shows mean (g)士 S.D.

EM EE 62.5 mglkg 

12 

265.2 士 16.4

270.6 士 17.5

275.8 士 16.9

288.5土 18.5

50 

EMEE 250m詠g

12 

255.7士 16.7

266.4士 17.7

269.8 士 17.0

279.6 士 18.8

EMEE 1000m詠g

12 

260.8 土 16.2

272.5 士 16.4

278.0士 17.3

286.6 士 17.4



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

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

Group Control (vehicle: water for injection) EM EE 1000 mg/kg 

Number of females 10 10 

Days of administration 

259.8士 19.0 259.l 土 20.3 

4 268.1 士 20.4 264.2士 20.4 

7 274.1 士 22.7 273.6土 23.0 

14 282.3 士 25.1 279.9士 29.6 

21 288.7士 33.2 287.4士 25.0 

28 303.5 士 35.3 296.9士 24.7 

35 310.2土 36.7 299.0士 23.2 

42 313.1 土 34.4 301.5士 25.2 

Each value shows mean (g)士 S.D.
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

Group 

Number offemales 

Days of recovery 

Control (vehicle: water for injection) 

5 

l 

7 

14 

F.ach value shows mean (g)士 S.D.

293.4士 15.7

302.0士 22.3

301.8士 17.2

EMEE 1000m詠g

5 

296.5 士 30.3

307.2士 31.9

302.1 士 28.9
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Table 9. Body weights of dams during pregnancy 

Group 

Number of dams 

Days of pregnancy 

゜7 

l4 

20 

26 

Control (vehicle: water for injection) 

12 

286.8士 28.7

327.2士 26.8

367.9士 27.8

453.9士 30.2

士

Each value shows mean士S.D.(g). 

Figures in parentheses indicate number of dams. 

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

EMEE 62.5m成g

12 

292.4士 19.6

336.7士 19.1

379.3士 20.9

463.8士 23.6

士

53 

EMEE 250m詠g

10 

283.0士 15.3

316.2士 27.5

352.4士 34.5

430.l士 54.9

± 

EMEE 1000m詠g， 
289.8士 15.1

326.9士 20.9

354.0士 29.5

401.5士 34.5** 

311.7士(l)



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 10. Body weights of dams during lactation 

Group Control (vehicle: water for injection) EM EE 62.5 mw'J屯 EMEE 250m匹 EMEE 1000m詠g

Number of dams 12 12 10 8 

Days of lactation 

゜
345.3::1: 31.5 349.4士 28.5 335.6:l:28.3 347.1士 19.0

4 362.5士 24.0 362.7士 27.8 338.0士 25.3 士

Each value shows mean::1:S.D. (g). 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 11-1. Food consumption of male rats 

Group Control (vehicle: water for injection) EMEE 62.Sm詠g EM EE 250 mg/kg EMEE 1000m詠g

Number of males 12 12 12 12 

Days of administration 

31.2士 3.9 30.9士 3.4 30.4士 2.5 25.0士 3.3 ** 

7 28.l 士 3.2 26.4士 2.2 29.1 土 1.9 26.5土 2.2 

14 28.3 士 2.7 27.2 土 2.7 29.1 土 3.3 27.3士 2.7 

29 30.6 土 4.0 28.6土 2.9 28.0土 3.0 28.2 土 2.7 

35 28.7 土 3.4 28.9士 3.4 28.3 士 2.3 26.5 士 3.1 

41 29.7土 2.5 29.0土 3.3 29.0土 2.7 26.4士 3.2 * 

Each value shows mean (g)土 S.D.

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

Group 
Number of males 

Days of recovery 

6 

Control (vehicle: water for injection) 

5 

12 

F,ach value shows mean (g)士 S.D.

30.3士 2.8

29.5 士 2.3

EMEE 1000m詠g

5 

30.6士 2.8

28.4士 3.0
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Table 12-1. Food consumption offemale rats 

Group Control (vehicle: water for injection) EMEE 62.5 m詠g

Number of females 

Days of administration 

7 

14 

Each value shows mean (g)士 S.D.

12 12 

22.7士 2.5

20.1 士 4.9

19.8土 3.5

20.7士 3.8

21.0 土 3.4

22.9士 2.9

57 

EMEE 250m詠g

12 

21.5士 2.7

20.5士 2.6

20.4土 2.7

EMEE 1000m詠g

12 

20.7士 3.0

22.7士 2.8

20.4士 4.0



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

Group Control (vehicle: water for injection) EMEE 1000m詠g

Number of females 10 10 

Days of administration 

21.2士 4.1 18.0士 4.0 

7 21.0士 3.6 17.2士 3.3 * 

14 21.5土 3.4 19.9士 3.3 

21 22.3 土 2.9 20.5土 4.9 

29 21.2土 3.9 21.1士 2.8 

35 21.8土 3.7 21.3士 2.4 

41 20.4士 2.7 17.3 士 3.1 * 

Each value shows mean (g)土 S.D.

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

Group Control (vehicle: water for injection) EM EE 1000 mwtcg 
Number offemales 

Days of recovery 
6 

12 
Each value shows mean (g)士 S.D.

5 5 

18.6:I: 5.2 

21.0士 5.0

19.6::1: 3.9 

20.4::1: 3.9 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 13. Food consumption in dams during pregnancy 

Group 
Number of dams 

Days of pregnancy 

゜7 

14 

20 

Control (vehicle: water for injection) 

12 

23.9士 3.0 

28.6士 3.6 

29.3士 4.6 

27.4士 4.4 

Each value shows mean土 S.D.(g). 

EM EE 62.5 mg/kg 

12 

22.8士 3.3

29.5士 4.1

29.2士 3.1

23.8土 5.7

60 

EMEE 250m詠g

10 

22.7土 3.3

26.3土 4.3

26.0土 3.2

24.9土 4.5

EMEE 1000m詠g， 
22.l士 3.2

27.6士 3.0

25.9土 7.2

25.7士 4.l



試験番号R-13-002

Combined rep eat dose and reproductive/develop ment al t oxi city  screening  t est of l-Ethoxy -2-(2-methoxy ethoxy )ethane by oral admi ni stration in rat s 

Table 14. Food consumption i n dams during lact ation 

Group 

Number of dams 

Days of lactation 

Control (vehicle: water for injection) 
12 

EM EE 62.5 mg/kg 

12 

EMEE 250m詠g

10 

3
 

45.9士 5.0 43.4土 8.1 36.1士 7.0** 

Each value shows mean士S.D.(g). 

Significantly different from the control group (*: P<0.05, **: P<0.01). 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

Group 

Male, Administration period 

Number of animals 

Righting reflex 

Visual placing 

Pupillary reflex 

Startle reaction 

Preyer's reaction 

Withdrawal reflex 

Eyelid reflex 

Control (vehicle: water for injection) 

5 

100 

100 

100 

l()() 

l()() 

100 

100 

Values represent% of animals showing normal responses. 

EMEE (62.5 mg/kg) 

5 

100 

100 

l()() 

l()() 

100 

100 

100 

62 

EMEE (250 mg/kg) EMEE (1000 mg/kg) 

5 5 

100 100 

100 100 

100 100 

100 100 

100 100 

100 100 

100 100 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 16. Functional findings of female rats at the end of the dosing period 

G-oup 

Female,dam 

Number of animals 

Righting reflex 

VJSual placing 

Pupillary reflex 

Startle reaction 

Preyer's reaction 

Withdrawal reflex 

Eyelid reflex 

Female, satellite groups 

Number of animals 

Righting reflex 

Visual placing 

Pupillary reflex 

Startle reaction 

Preyer's reaction 

Withdrawal reflex 

Eyelid reflex 

Control (vehicle: water for injection) 

5 

100 

l()() 

100 

l()() 

100 

l()() 

100 

5 

100 

100 

100 

100 

100 

100 

100 

Values represent% ofanimals showing nonnal responses. 

EMEE(62.5mg/kg) 

5 

100 

100 

l()() 

100 

100 

100 

100 

63 

EMEE (250 mg/kg) 

5 

100 

100 

l()() 

100 

100 

100 

100 

EMEE (1000 mg/kg) 

゜

5 

100 

100 

100 

100 

100 

100 

100 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

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

Group 

Number of males 

Administration period 

Forelimb 

Hindlimb 

Each value shows mean(kg)土S.D.

Control (vehicle: water for injection) EMEE (62.5 mg/kg) 

5 5 

0.982士 0.069

0.722士 0.085

0.941士 0.050

• 0.681土 0.106

64 

EMEE (250 mg/kg) 

5 

0.983士 0.027

0.652士 0.022

回 EE(lOOOmg/kg) 

5 

l.012士 0.045

0.676土 0.105



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 18. Assessment of grip strength of female rats at the last week of the dosing period 

Group 

Number of females 

Administration period 

Forelimb 

Hindlimb 

Fach value shows mean(kg)土S.D.

Control (vehicle: water for injection) 

5 

0.716土 0.035

0.596土 0.048

65 

EMEE (62.5 mg/kg) 

5 

0.731士 0.039

0.603士 0.037

EM日~(250 mg/kg) 

5 

0.706土 0.043

0.570士 0.036



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 19. Assessment of grip strength offemale rats at the last week of the dosing period, satellite group 

Group 

Number of females 

Administration period 

Forelimb 

Hindlimb 

Each value shows mean(kg)士S.D.

Control (vehicle: water for injection) 

5 

0.761 

0.608 

士 0.064

土 0.025

66 

EMEE (1000 mg/kg) 

5 

0.735 

0.642 

士 0.027

土 0.062



試験番号 R-13_002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

Group 

Number of males 

Administration period 
Ambulation (counts) 

5min 

!Omin 

15min 

20min 

Total 

Rearing (counts) 

5min 

IOmin 

15min 

20min 

Total 

Each value shows mean士S.D.

Control (vehicle: water for injection) 

5 

1076 士 217 

1016 士 205 

875 土 326 

715 士 394 

3683 士 1082 

29 士 10 

24 士 10 

17 :l: ， 
12 士 7 

82 士 22 

EMEE(62.5 mg/kg) 

5 

1231 士 136 

1007 士 165 

912 土 144 

816 士 188 

3967 土 524 

32 士 4 

21 士 ， 
15 士 7 

13 士 6 

80 士 22 

67 

EMEE (250 mg/kg) 

5 

1385 士 345 

1344 士 347 

1256 土 335 

1031 士 335 

5016 土 1337 

32 土 ， 
33 士 12 

25 土 6 

13 士 5 

102 士 25 

EMEE (1000 mg/kg) 

5 

1129 士 l19 

1050 士 230 

890 土 298 

606 士 249 

3674 士 804 

25± 10 

25 士 14 

15 土 8 

10 士 8 

75 士 36 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

Group 

Nu曲 erof females 

Admini<ltration period 

A曲 ulation(counts) 

5min 

lOmin 

15min 

20min 

Total 

Rearing (counts) 

5mm 

lOmin 

15min 

20min 

Total 

Each value shows mean士S.D.

Control (vehicle: water for injection) 

5 

llOO 士 153 

1054 士 204 

772 士 176 

574 士 313 

3501 士 783 

31 士 21 

25 士 19 

8 士 7 

4 士 7 

69 士 49 

68 

EMEE(62.5四/kg)

5 

1159 士 141 

782 士 119 

593 士 250 

468 士 432 

3002 土 705 

30 士 7 

11 士 4 

3 士 2 

3 士 7 

48士 14 

EMEE (250 mg/kg) 

5 

1202 士 379 

994 士 429 

694 士 379 

746 士 403 

3636 士 1507 

29 士 19 

22 士 13 

8 士 5 

12 士 ， 
71 士 37 



試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 22. Motor activity of female rats at the last week of the dosing period, satellite group 

Group Control (vehicle: water for injectionl EMEE (1000 mg/kg) 

Nu曲 erof females 5 5 

Administration period 

Ambulation (counts) 

5min 1263 ± 117 1334 士 130 

lOmin 1073 ± 136 1228 ± 135 

15min 1068 ± 153 930 ± 182 

20min 1026 ± 107 648 ± 572 

Total 4430 ± 384 4139 士 958 

Rearing (counts) 

5mm 35 ± 6 40 士 13 

lOmin 30 ± 11 34 士 8 

15min 23 士 ， 22 ± 7 

20min 25 ± 14 17 ± 23 

Total 112 士 32 113 ± 45 

Each value shows mean士S.D.
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-

m ethoxyethoxy)ethane by oral administration in rats 

Table 23-1. Urinalysis in male rats 

oroup Control (vehicle: water for injection) EM EE 62.5 mg/kg EMEE 250,n詠g EMEE 1000 mg/kg 

Number of males s s s s 

pH 

6.5 2 I 3 

7.0 2 2 3 2 

7.S 

゜ ゜ ゜ ゜8.0 2 I 

゜Protein 

-(ne阻ive)

゜ ゜ ゜ ゜土(10~and< 301nwdL) 

゜
I I 

+ (30 :iii and < 100呵dL) 5 3 4 4 

2+ (I 00 ::,, and < 300 mg/dL) 

゜ ゜ ゜
Glucose 

-(ne回ive) s 5 5 5 

Ketone 
-(ne墜live) 2 2 4 

土(5:a and < 10 mwdL) 4 2 3 

+ (IO :i, and < 40 mFfdL) 

゜ ゜ ゜
Bilirubin 

-(n嗜11ivc) 5 s s 

Occult blood 

-(ne夢tive) s 5 s s 

Urobilinoi,,n 
土(nonnal) 5 4 5 

+ (2,0 :ii and < 4.0 t喝dL)

゜ ゜ ゜Color 

light yellow 5 s 5 

Turbidity 

-(ne讐tive) 5 5 s 5 

Red Blood cells 

-(not observed) 5 5 s 5 

White Blood cells 

• (not observed) 5 5 5 s 

Casts 

-(not observed) s s 5 5 

Cristals 

-(not observed) 

゜ ゜土(afew) s 4 4 4 

+ (abundant) 

゜ ゜ ゜
Epithelial cells 

-(not observed) s 5 s s 

土(a応）

゜ ゜ ゜ ゜+ (abundant) 

゜ ゜ ゜ ゜
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 23-l(continued). Urinalysis in male rats 

Group 

Number of males 

Control (vehicle: water for injection) 

5 

EMEE 62.5m詠g

5 

EMEE 250 m詠g

5 

EM EE 1000 mglkg 

5 

Urine volume (mL/24hr) 15.9 士 3.3 17.6 士 4.4 18.9 士 4.3 22.4士 4.3

Specific gJavity 1.063 士 0.007 1.056 士 0.009 1.056 士 0.012 1.054 士 0.008．． 
Electrolyte, density 

Na(mEq/L) 119.5士 21.7 102.4士 10.6 95.5士 27.4 92.0 士 14.8 

K(mEq/L) 281.2 士 31.0 240.9 士 27.9 220.0 士 60.0 175.4 士 44.7 ** 

Cl(mEq/L) 159.1 士 27.3 130.2 士 10.7 121.3士 37.7 104.7 士 29.8 * 

Electrolyte, gross volume 

Na(mEq/24hr) 1.88 士 0.42 1.78 士 0.35 1.73 土 0.35 2.01 士 0.20 

K(mEq/24br) 4.43 士 0.88 4.15 士 0.63 4.00 士 0.75 3.80 士 0.55 

Cl(m恥124hr) 2.52 士 0.61 2.26 士 0.41 2.20 士 0.51 2.27 士 0.36 

Each value shows mean士S.D.

Significantly different from the control l!Joup (*: P<0.05, **; P<0.01). 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-

methoxyethoxy)ethane by oral administration in rats 

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

Group Control (vehicle: water for injection) 
Number of males 5 

pH 

7.0 0 

7.5 1 

8.0 4 

EMEE 1000m詠g

5 

Protein 

-(negative) 0 

士(10;£and< 30m畝dL)

+ (30 ;£ and < 100 mg/dL) 4 

1

3

 

0

3

2

 

Glucose 

-(negative) 5
 

5
 

Ketone 

-(negative) 
土（5;£ and< 10 mg/dL) 

Bilirubin 

-(negative) 

4

l

 

4
 

5
 

5
 

Occult blood 

-(negative) 

Urobilinogen 

士(normal)

5
 

5
 

5
 

5
 

Color 

light yellow 

Turbidity 
-(negative) 

5
 

5
 

5
 

5
 

Red Blood cells 

-(not observed) 5
 

5
 

White Blood cells 

-(not observed) 5
 

5
 

Casts 

-(not observed) 5
 

5
 

Cristals 

-(not observed) 

士(afew) 
0

5

 

0

5

 

Epithelial cells 
-(not observed) 5

 
5
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

Group 
Number of males 

Control (vehicle: water for injection) 

5 

EMEE 1000m詠g

5 

Urinevolume(mL/l4hr) 17.3士 2.8 22.7 士 5.6

Specific gravity 1.054 士 0.011 1.045 土 0.011..............-・・・................................................................................... ---.......... 
Electrolyte, density 

Na(mEq/L)106.4士 27.8 89.3 士 23.5

K(mEq/L)242.1士 48.3 197.6 士 45.7

Cl(mEq/L)13 3. 9士 29.7 112.7 士 31.2

Electrolyte, gross volume 

Na(mEq/24hr) 1.81 士 0.45 1.95 士 0.38 

K(mEq/24hr) 4.11 士 0.56 4.31 士 0.50 

Cl(m恥124hr) 2.28 土 0.46 2.44 士 0.30 

Each value shows mean士S.D.
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-

methoxyethoxy)ethane by oral administration in rats 

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

Group 
Number of females 

pH 

6.0 

6.5 

7.0 

7.5 

8.0 

Control (vehicle: water for injection) 

5 
EMEEI~詠g

s 

2

2

1

0

0

 

0

0

4

0

1

 

Protein 

-(negative) 

土(IO~ and < 30 m酌dL)

+ (3゚；；；； and<100m酌dL)

Glucose 

-(negative) 

Ketone 

ー(ne四tive)

士(5~ and < 10 m'idL) 

3

1

1

 

1

3

1

 

5
 

5
 

5

0

 

3

2

 
Bilirubin 

-(negative) 5
 

5
 

Occult blood 

-(negative) 

Urobilinogen 
土(normal)

5
 

5
 

5
 

5
 

Color 

light yellow 5
 

5
 

Turbidity 

-(negative) 5
 

5
 

Red Blood cells 

-(not observed) 5
 

5
 

White Blood cells 

-(not observed) 5
 

5
 

Casts 

-(not observed) 5
 

5
 

Cristals 

-(not observed) 

土(afew) 

Epithelial cells 

-(not observed) 

土(afew) 

1

4

 

1

4

 

5

0

 

4

1
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Table 24-l(continued). Urinalysis in female rats, satellite group 

Group 

Number of females 

Control (vehicle: water for injection) 

5 

EMEE 1000 m詠g

5 

Urine volume (ml/24hr) 13.8 士 7.4 14.2 士 2.1

Specific gravity 1.050 士 0.014 1.059 士 0.005-・・・・・・・・・・・・・・  
Electrolyte, density 

Na(mEq/L)80.0士 28.5 102.8 士 16.1

K(mEq/L)188.2士 52.7 215.5 士 28.2

Cl(m恥/L)94.6士 35.5 118.2 士 22.2

Electrolyte; gross volume 

Na(mE匹4hr) 1.06 士 0.53 1.44 士 0.13 

K(m＆y24hr) 2.56 士 1.30 3-04 士 0.46 

Cl(m恥厄4hr) 1.31 士 0.77 l.67 士 0.37 

E釦hvalue shows mean士S.D.
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Combined repeat dose and reproductive/developmental toxicity 
． 

screening test 

試験番号 R-13-002

of 1-Ethoxy-2-(2-

methoxyethoxy)ethane by oral administration in rats 

Table 24-2. Urinalysis in female rats of the recovery period 

Group 
Number of females 

pH 

6.0 

6.5 

7.0 

7.5 

8.0 

Control (vehicle: water for injection) 

5 

EMEE 1000m詠g

5 

1

1

2

0

1

 

0

0

0

2

3

 

Protein 

-(negative) 5
 

5
 

Glucose 

-(negative) 5
 

5
 

Ketone 

-(negative) 5
 

5
 

Bilirubin 

-(negative) 5
 

5
 

Occult blood 

-(ne要tive)

土(0.03~ and <0.06 my/dL) 

+ (0.06 ~ and < 0.20 m畝dL)

2+ (0.2゚；；；； and< 1.00 my/dL) 

5

0

0

0

 

4

0

0

1

 

Urobilinogen 
士(normal) 5

 
5
 

Color 

light yellow 

Turbidity 

-(negative) 

Red Blood cells 

-(not observed) 

5
 

5
 

5
 

5
 

5
 

5
 

White Blood cells 

-(not observed) 5
 

5
 

Casts 

-(not observed) 5
 

5
 

Cristals 

-(not observed) 

土(afew) 

Epithelial cells 

-(not observed) 
土(afew) 

2

3

 

2

3

 

5

0

 

4

1
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 24-2(continued). Urinalysis in female rats of the recovery period 

Group 
Number of females 

Control (vehicle: water for injection) 

5 

EMEE 1000m詠g

5 

Urine volume (mLl24hr) 13.0 士 3.2 15.3 士 2.7

Specific gravity 1.055 士 0.007 1.039 士 0.009* ・・・...... ・・・.............................................................................. 
Electrolyte, density 

Na(mEq/L) 110.l 士 10.5 80.3士 23.5 * 

K(mEq/L) 256.3 ± 28.5 154.6 士 52.9 ** 

Cl(m年） 148.2 士 16.2 85.4 士 28.7 ** 

Electrolyte, gross volume 

Na(mEq/24hr) 1.44 士 0.38 1.22 士 0.39 

K(mEq/24hr) 3.27 士 0.57 2.36 士 0.87 

Cl(mE匹4hr) 1.89 士 0.30 1.30 士 0.49 

E邸 hvalue shows mean士S.D.

Significantly different from the control group (*: P<0.05, **: P<O.O 1). 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

Group Control (vehicle: water for injection) EMEE 62.5m詠g EMEE 250m詠g EMEEl()()Om祉g

Number of males 5 5 5 5 

RBC 10000/μL 856 士 55 869 士 35 837 士 20 807 士 23

HGB gdL 15.2 士 0.4 15.2 士 0.7 14.8 士 0.2 13.9 土 0.3 ＊＊ 

Hematocrit ％ 43.6 士1.0 43.1 士 2.2 42.8 士 0.9 40.8 士 0.8 ＊ 

MCV tL 51.1士 3.3 49.6 士 2.3 51.2 士 2.0 50.6:!: 1.9 

MCH pg 17.8 士 0.9 17.5 士 0.7 17.7 士 0.4 17.2 士 0.6

MCHC gdL 34.7 士 0.7 35.3 士 0.3 34.5 士 0.6 34.0 士 0.4

Platelet 10000/μL 104.3 土 11.5 l04.8 士 14.6 99.6 士 13.0 84.3 士 19.2

PT sec. 22.0 土 3.0 23.9 士 6.9 27.8 士 6.3 19.7 士 4.4

APTT sec. 27.0 士 2.4 28.7 :I: 3.2 29.2 :I: 3.4 23.6 士 2.8

WBC 100/μL 84.8 士 20.4 82.1 士 23.3 84.8 士 10.5 71.5 士 33.7

Neutrophil ％ 18.4 士 3.7 19.1 士 6.3 14_6 士 3.7 18.2 士 9.9

Eosinophil ％ 1.8 士 0.8 1.9 士 0.2 1.5 :I: 0.1 0.7 士 0.9

Basophil ％ 0.0 士 0.1 0.0 士 0.0 0.0 士 0.0 0.0 士 0.0

Monocyte ％ 4.3 :I: 0.5 4.5 士1.0 4.9 士 0.9 5.3 士 0.6

Lymphocyte ％ 75.5 士 4.3 74.5士 6.8 79.0 :I: 3.4 75.8 :I: 10.0 

Reticulocyte ％ 3.40 :I: 0.39 2.84 士 0.31 2.59 士 0.32 ＊＊ 1.91 士 0.41 ＊＊ 

E記hvalue shows mean:I:S.D. 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral ~dministration in rats 

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

Group Control (vehicle: water for injection) EMEE 1000m詠g

Number of males 5 5 

RBC 10000/μL 829 士 II 849 士 36

HGB gdL 14.8 士 0.4 14.l 士 0.7

Hematocrit ％ 42.8 士 0.9 41.1士 2.1

MCV fL 51.6 士1.4 48.4 士1.9 ＊ 

MCH pg 17.8 土 0.6 16.6 士 0.6 ＊ 

MCHC 'l/dL 34.5 士 0.5 34.4 士 0.7

Platelet 10000/μL 100.1 士 11.4 102.0 士 16.5

PT sec. 22.5 士 2.2 24.4士 9.0

APTT sec. 24.2 士1.9 24.9 士 4.1

WBC 100/μL 67.4士 14.9 59.5士 13.2

Neutrophil ％ 16.4士 4.1 25.8 士 13.2

Eosinophil ％ 1.6 士 0.7 2.2 士 0.8

Basophil ％ 0.0 士 0.1 0.0 士 0.1

Monocyte ％ 3.2 士 0.8 2.9 :I: 0.7 

Lymphocyte ％ 78.8 士 4.8 69.0 :1:: 13.3 

Reticulocyte ％ 3.42 士 0.52 3.37 士 0.42

E狐：hvalue shows mean:I:S.D. 

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

79 



試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 26-1. Hematological findings of female rats at the end of the dosing period 

Group Control (vehicle: water for injection) EM EE 62.5 mg/kg EMEE 250m詠g

Number offemales 5 5 5 

RBC 10000/μL 672 士 36 684 士 18 665 土 43

HGB 哲dL 12.9 士 0.5 13.2 士 0.4 12.4土 0.6

Hematocrit ％ 39.0 士1.8 39.3 士1.7 37.5 士1.8

MCV tL 58.0 土 3.2 57.4土 2.4 56.3 士1.3

MCH pg 19.3 土 0.8 19.3 士 0.8 18.7 士 0.4

MCHC gdL 33.2 土〇．6 33.7 士 0.6 33.1 士 0.3

Platelet 10000/μL I 18.5 士 7.1 128.6 士 19.7 127.0 土 4.7

PT sec. 13.8 士 0.8 13.6 土 0.9 14.l 士 0.6

APTT sec. 18.5 士1.3 19.1 土 1.4 18.1 士 0.3

WBC 100/μL 120.2±8.2 114.3±40.8 109.3 士 13.5

Neutrophil ％ 34.7 士 5.3 33.9 士 15.4 33.4士 4.9

Eosinophil ％ 0.7 士 0.2 0.8±0.4 I.I士1.2

Basophil ％ 0.0 士 0.0 0.0 士 0.0 0.0 士 0.0

Monocyte ％ 4.3 士1.5 4.7 土I.I 3.9 士 0.6

Lymphocyte ％ 60.2 士 6.6 60.6 士 15.9 61.6 士 5.5

Reticulocyte ％ 8.60 士 2.52 8.21 土1.92 7.97±2.11 

Each value shows mean土S.D.
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 26-2. Hematological findings of female rats at the end of the dosing period, satellite group 

Group Control (vehicle: water for injection) EMEE 1000m詠g

Number of feinales 5 5 

RBC 10000/μL 785 士 38 768 士 47

HGB 哲dL 14.8 士 0.5 13.7 士 0.7 ＊ 

Hematocrit ％ 41.7 士1.0 39.7 士1.6 ＊ 

MCV fL 53.2 土 2.5 51.8 土 2.2

MCH pg 18.8 士 0.9 17.8 土 0.6

MCHC 哲dL 35.4士 0.4 34.4士 0.5 ＊＊ 

Platelet 10000/μL 100.6 士 13.3 71.6 士 14.9 ＊ 

PT sec. 12.8 士 0.7 13.4士 0.2

APTT sec. 18.3 士1.6 18.2±2.1 

WBC 100/μL 69.0 土 28.1 69.0 士 16.2

Neutrophil ％ 12.0 士 3.7 10.9 士1.7

Eosinophil ％ 1.8 士 0.8 1.3土 0.5

Basophil ％ 0.0 士 0.0 0.0 土 0.0

Monocyte ％ 2.8 士 0.9 3.6± 1.0 

Lymphocyte ％ 83.4士 4.3 84.2 士 2.3

Reticulocyte ％ 2.98±0.91 1.54 士 0.22 ＊ 

Each value shows mean士S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01). 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 26-3. Hematological findings of female rats at the end of the recovery period 

Group Control (vehicle: water for injection) EMEE 1000m詠g

Number of females 5 5 

RBC 10000/μL 792 士 20 812 士 22

HGB gdL 14.5 士 0.5 14.6 士 0.3

Hematocrit ％ 41.5 士1.9 41.9 土 0.8

MCV fL 52.3 士1.8 51.6 士 0.8

MCH pg 18.3 士 0.4 18.0 士 0.4

MCHC 哲dL 35.0 士 0.5 34.9 士 0.4

Platelet 10000/μL 98.5土 7.4
， 

101.9 士 15.5

PT sec. 12.6 士 0.7 13.0 士 0.3

APTT sec. 17.8± 1.5 18.8 士 2.0

WBC 100/μL 40.0 士 8.0 34.7 土 8.5

Neutrophil ％ l4.9 士 4.0 17.8 士 4.8

Eosinophil ％ 2.3 土 0.7 2.3 士 0.5

Basophil ％ 0.0 士 0.0 0.0 土 0.0

Monocyte ％ 4.6 土1.6 2.9 士 0.7

Lymphocyte ％ 78.2 士 5.8 77.0 士 4.6

Reticulocyte ％ 2.96 土 0.62 2.45 士 0.96

Each value shows mean土S.D.
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試験番号 R-13-002

Combi ned repeat dose and reproductive/development al t oxicity  screeni ng t est of 1-Et hoxy -2-(2-met hoxy et hoxy )ethane by oral admi ni strat ion i n rats 

Table 27-1. Bi ochemi cal findi ngs of male rat s at t he end of t he dosi ng period 

Group Control (vehicle: water for injection) EMEE 62.5 m詠g EMEE 250m詠g EMEE 1000m詠g

Number of males 5 5 5 5 

Total protein 'lfdL 5.8 士 0.1 5.4土 0.4 5.4士 O.I 5.3 士 0.2 ＊ 

Albumin 畝dL 3.6 士 0.1 3.5 士 0.2 3.6 土 0.1 3.5 土 0.3

A/G 1.70 士 0.14 1.81 士 0.13 l.96 土 0.09 1.89 士 0.31

Glucose m?fdL 132 士 12 136 土 9 147 士 7 136 士 16

Total cholesterol mg/dL 37 士 6 41 士 6 39 士 3 43 士 8

Triglyceride mgdL 41 士 II 46 士 18 38 土 12 26 士 17

Phospholipid mgdL 70 士 5 76 士 6 74 士 6 78 士 12

AST u/L 62 土 8 63 士 8 60 士 9 79 士 19

ALT u/L 29 土 7 30 土 4 30 士 6 65 士 40

y-GTP u/L 0 ± 0 〇士 0 0 :I: 0 l :!: l ＊＊ 

LDH u/L 114 土 66 171 土 128 ll l :I: 67 102 士 57

Bile acid μmol/L 11.3土 4.2 5.7 土 0.8 ＊ 11.6 士 3.6 10.4士 3.7

BUN mg/dL 14 士 1 15 士 2 14 士 1 17 士 2 ＊ 

Creatinine mgdL 0.5 士 0.1 0.5 土 0.1 0.4士 0.1 0.5士 0.1

Total bilirubin mgdL 0.06 士 0.01 0.05 士 0.00 0.06 士 0.02 0.07 士 0.02

ALP u/L 564 士 83 516 士 114 495 士 96 358 士 101 ＊ 

Inor四icphosphorus m~dL 5.6 士 0.3 6.3 士 0.5 5.7 土 0.4 5.7 士 0.6

Ca m畝dL 9.3士 0.2 9.3 士 0.1 9.2±0.2 9.2:!:0.3 

Na m図/L 145.4士1.1 145.9 士 0.7 145.0 士 0.6 143.6 士1.3 ＊ 

K m恥/L 3.90 士 0.15 3.87 士 0.19 3.93 士 0.12 4.90 士 2.18

Cl mEq/L 106.3 士1.0 107.2:!:0.9 106.7 士1.0 105.3 士 0.9

Each value shows mean士S.D.

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 27-2. Biochemical findings of male rats at tlie end of the recovery period 

Group Control (vehicle: water for injection) EMEE 1000m詠g

Number of males 5 5 

Total protein gdL 5.4士 0.2 5.7 士 0.3

Albumin gdL 3.5 士 0.1 3.6 士 0.1

A/G 1.87 士 0.17 1.76 士 0.17

Glucose m剥L 137 :I: 9 143 士 28

Total cholesterol m剥L 37 士 7 49 士 11

Trig).yceride m'lfdL 19 士 6 22 士 7

Phospholipid m畝dL 64 士 4 75 士 9 ＊ 

AST U/L 68 士 5 70 士 9

ALT u/L 30 士 9 29± 3 

y-GTP U/L 〇士 0 〇士 0

LDH u/L 120 士 57 128 士 96

Bile acid μmol/L 8.7 士1.7 9.7 士 2.4

BUN m'lfdL 15 士 2 15 士 l

Creatinine mg/dL 0.6 士 0.1 0.6 士 0.0

Total bilirubin mp/dL 0.06 :I:: 0.01 0.06 :I: 0.01 

ALP u/L 464 士 98 453 士 33

Inorganic phosphorus m'lfdL 5.7 士 0.4 5.2 士 0.6

Ca mg/dL 8.4 士 0.2 8.5 士 0.4

Na mEq/L 144.9 士1.4 145.0 士1.2

K m恥/L 3.84 士 0.09 3.95 :I: 0.25 

Cl mEq/L 109.0 士1.8 108.3 士1.1

Each value shows mean士S.D.

Si釦ificantlydifferent from the control group (*: P<0.05, **: P<O.O I). 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxi city  screening  test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in  rats 

Table 28-1. Bi ochemi cal findings  of female rats at the end of the dosing  period 

Group Control (vehicle: water for injection) EMEE 62.Sm詠g EMEE 250 mg/kg 

Number of females 5 5 5 

Total protein gdL 6.0 士 0.5 6.0 士 0.4 5.8 士 0.1

Albumin g/dL 4.1 士 0.3 4.0 士 0.3 3.9 士 0.1

A/G 2.18 士 0.19 1.99 士 0.15 2.01 士 0.11

Glucose mfidL 120 士 8 126 士 13 124 士 6

Total cholesterol mg/dL 54 士 13 57 士 14 54 士 11

Tri納rceride mgdL 37 士 16 41 士 12 31 士 4

Phospholipid mg/dL 113 士 24 114 士 18 l00 士 12

AST u/L 105 士 30 102 士 38 86 士 13

ALT u/L 49 士 16 57 士 18 37 士 7

y-GTP u/L 〇士 0 〇士 0 〇士 0

LDH u/L 133 士 66 103 士 25 122 士 81

Bile acid μmol/L 14.6±4.3 23.0 士 16.2 10.0 士1.8

BUN mgdL 17 士 3 16 士 3 14 士 3

Creatinine m畝dL 0.6 士 0.1 0.5 士 0.0 ＊ 0.5 士 0.0 ＊ 

Total bilirubin mg/dL 0.09 士 0.03 0.09 :I: 0.01 0.08 士 0.01

ALP u/L 230:!:35 241 士 87 229 :I: 44 

Inorganic p hosp horns mgdL 6.7 士 0.8 6.1 士 0.7 5.9 士 0.5

Ca m'lfdL 9.1 士 0.4 9.1士 0.3 9.0 士 0.2

Na mEq/L 142.9 士1.0 142.6 士l.2 143.7 士1.8

k mF.q/L 3.93 士 0.29 3.60 :I: 0.26 3.59 士 0.18

Cl mEq/L 107.9 士1.9 107.3 士 2.3 108.9 :I:1.3 

Each value shows mean:I:S.D. 

Significantly different from the control group (*: P<O.05, **: P<0.01). 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 28-2. Biochemical findings of female rats at the end of the dosing period, satellite group 

Group Control (vehicle: water for injection) EM EE 1000 mg/kg 

Number offemales 5 5 

Total protein gdL 5.9 士 0.5 5.5 士 0.2

Albumin gdL 4.1 士 0.5 3.8 士 0.1

A/G 2.26 士 0.25 2.38 士 0.14

Glucose mg/dL 120 士 17 116 士 9

Total cholesterol mg/dL 67 士 18 63 士 5

Triglyceride mg/dL 22 士 13 23 土 6

Phospholipid m畝dL 118 士 28 119 土 7

AST u/L 69 士 14 53 士 4 ＊ 

ALT u/L 27 士 6 22 士 2

y-GTP u/L 〇士 0 〇 士 0

LDH u/L 66 士 21 49 士 10

Bile acid μmol/L 11.7 土 2.8 8.6 士 2.2

BUN mg/dL 19 土 7 16 士 3

Creatinine mg/dL 0.7±0.1 0.6 士 0.0

Total bilirubin m畝dL 0.10 士 0.03 0.11±0.03 

ALP u/L 238 士 57 199 士 65

Inorganic phosphorus mg/dL 5.2 士 0.8 4.8 士1.0

Ca mgdL 9.4 ±0.4 9.1:I: 0.0 

Na mEq/L 144.8 土 0.9 144.8 士 0.7

K mEq/L 3.80 土 0.24 3.63 士 0.36

Cl mEq/L 106.2± 1.5 107.6 :I: 0.8 

Each value shows mean士S.D.

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 28-3. Biochemical findings of female rats at the end of the recovery period 

Group Control (vehicle: water for injection) EM EE 1000 mg/kg 
Number of females 5 5 

Total protein g/dL 5.8 士 0.1 5.8 士 0.4

Albumin 哲dL 4.0 士 0.2 3.9 土 0.3

A/G 2.29 士 0.22 2.06 士 0.18

Glucose m'ddL 117 士 19 107 士 2

Total cholesterol mg/dL 59 士 14 49 士 4

Triglyceride m畝dL 15 土 3 14 士 4

Phospholipid mgjdL 109 土 20 90 士 6

AST u/L 67 土 5 78 土 24

ALT u/L 29 土 10 26 士 12

y-GTP u/L 〇士 0 〇土 0

LDH u/L 62 士 22 89 士 45

Bile acid μmol/L 11.2± 1.1 11.8 土 4.3

BUN m畝dL 17 土 2 17 土 2

Creatinine mg/dL 0.6 士 0.1 0.6 士 0.1

Total bilirubin mgdL 0.09 土 0.02 0.09 士 0.03

ALP u/L 233±47 297 士 68

Inorganic phosphorus mgdL 4.2 土 0.4 3.9 士 0.7

Ca mgdL 8.6 土 0.2 8.6 士 0.1

Na mEq/L 145.4:I: 0.7 145.5 士 0.6

K mEq/L 3.72 土 0.57 3.26 士 0.23

Cl mEq/L 109.6 士1.8 110.4士1.5

Each value shows mean:I:S.D. 

87 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-

methoxyethoxy)ethane by oral administration in rats 

Table 29-1. Organ weights of male rats at the end of the dosing period 

Groue Control (vehicle: water for injection) EMEB 62.5 m的g EMEE 250m糾g EMEEIOOOm詠g

Number of males 7 12 12 7 

Body weight (g) 491.2 士 42.3 482.7 * 33.0 499.S 士 32.4 474.6± 29.5 

Brain (mg) 2042.2 * 61.6 2041.1士 40.9 2024,8 士 82、2 1991.7 士 60.7 

(mg/g) 4.187 士 0.419 4.246± 0.294 4.068 士 0.288 4,211 士 0.300 

Thymus (mg) 301.4 士 5 3. 4 277.8 士 56.9 312.9 士 46.0 156.8 士 57.4.. 

(my/g) 0,623 士 0.1~0 0.578 : 0.124 0、629 士 0.102 0.331 士 0.120 .. 

Heart (mg) 1417.9 士 133.4 1478.9 士 164.8 1477.3 士 86,5 1472.4士 104.8 

(ms'fl) 2.890 士 0.188 3.067 = 0.306 2.962 士 0.153 3.106 士 0.187 

Liver (mg) 13320.2 士 1580.6 12804.6 士 1459.2 13996.5 士 947.7 15020.7 士 18~4.2

(mf/g) 27.0SO 士 1.020 26.488 士 1.888 28.044 士 1.326 31.589 士 2.672.. 

Kidn町 (R) (mg) 1621.4 士 128.9 1623.5 士 139.8 1702.4 士 151.0 1679.8 士 68.7 

(m咋） 3、305 士 0.135 3.363 士 0.156 3.412 士 0.261 3.547 士 0.178 

Kidney (L) (mg) 1569,8 士 97.8 1595.4 = 126.8 1712.6 士 145.2 1676.9 士 123.9 

(mg/g) 3.206 士 0.195 3.307 士 0.159 3.432 士 0.242 3.53B 士 0.238・
Kidneys (mg) 3191.1 士 220.7 3218.9 士 264.5 3415.0 士 280.8 3356.7 士 190.9 

(mg/g) 6.511 士 0.311 6.670 士 0.306 6.843 士 0.465 7.0B6 士 0.402 • 

Sploen (ms) 866.8 : 14S.S 870.8 士 108.3 847.9 士 98.3 817.0 士 91.9 

(mp/g) 1.756 士 0.180 1.812 士 0.2$6 1.702 士 0.200 1.722 土 0.158 

T..lis(R) (mg) 1715.8 士 147.5 1614.S 士 187.9 1629.8 士 1 85,0 1439.7 士 273.0 

(mg/a) 3.505 :I: 0.317 3.343 士 0.297 3.275 士 0.430 3.022 士 0.456 

T..tis(L) (mg) 1698.3 士 168.1 1616.2 士 ISi、8 1628.3士 196.9 1426.1 士 272.5 

(mg/ll) 3.466 士 0.307 3.349 士 0.234 3.269 士 0.427 2,993 土 0.464 

Testes (mg) 3414.1 士 312.9 3230.7 士 337.7 32,s.1 士 380.0 286,.8 士 543.7 

(mwg) 6.971 士 0.6[7 6.692 士 0.524 6.545 士 0.853 6.015 ± 0,9 1 5 

Epididymis (R) (mg) 643.9 士 33.2 614.8 士 57.S 610.2 士 64.8 494.0 士 85.7 拿•

(mf/g) 1.317 ± 0,[09 ]、274 士 0.093 1.222 士 0.111 1.039± 0.157 u 

Epididymis (L) (mg) 633.4 士 34.7 607.6 士 51.5 594.2 士 52.6 492.6 士 74.7.. 

（四g) 1.294 士 0.083 1.260 士 0.094 1.191 土 0.103 1.037 士 0.136.. 

Epididymides (mg) 1277,2 士 65.5 1222.4 * 110.8 1204.4 士 114.8 986.6 士 159.6.. 

(mg/g) 2.612 士 0.190 2.~34 士 0.176 2.414 = 0.208 2.077 * 0.291.. 

Each value shows mean士S.D.

S如ificantlydifferent伽mthe control group (•: P<0.05, ••: P<0.01). 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-

methoxyethoxy)ethane by oral administration in rats 

Table 29-1 (continued). Organ weights of male rats at the end of the dosing period 

O匹 Conbol (vobicle: w菖cror吋C血 l 國匹osm EM皿お0呵北g EM匹 1000呵北g

Numba-ofmal .. 7 12 12 7 

Prost..e, ventnl (mg) 臨．2 士 163.4 577.5 士 13S.8 610.8± 161.5 421.2 士 108.2.. 

（四沿 1.361 • 0.332 1,203 士 0.299 1.231 • 0.349 0.887 = 0.215 * 

"̂tflllhlvf廿r9" （叫 1638.6 • 338.0 1555.6 士 218.3 1845.5士 333.7 149!¥.9 士 178.9 

(niゆ 3.341 士 0.661 3.222 士0.392 3．ヽn 士 0,627 3.IS8 "' 0.374 

Thyroid蝕 （呵9 22.2 ± 4.1 21.2 士 4.6 24.7 士 3.7 19.7 士 2.9 

（呵 0.046 "' 0.010 0.044 士 0.010 0.050 ± 0.007 0.042 士 0.007 

A如 alaland(R) (m お．4 士 S.I 25.I 士 3.1 24.6 士 3.0 23.0 ,1, 2.7 

（呵 a匹士 0.013 0.Ei2 士 0.007 0.049 士 0.006 0.049 士 0.005 

Adn:nal釦and(L) (mg) 27.1 士 4.7 26.4 士 4.3 お．8 * 3.8 24.2± 2.2 

( m  0.0箕i士 0.013 0.055 士 0.010 0．印2 士 0.007 0.051 士 0.003 

AclRnal、ands hmo 52.5 士 9.6 51.6 士 7.1 50.4 士 6.7 47.2 士 4.4 

(m  0.108 士 0.025 0.107 "' 0.017 0,101 士 0.012 0.099 士 0.007 

E吐 valueshowsm鑓n士S.D.

詢tlydiffermt &om the control lJOIIP (•: P<O.05, ••: P<0.01). 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2・

methoxyethoxy)ethane by oral administration in rats 

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

Group Control (vehicle: water for injection) EMEE I 000 mwJcg 

Number of males 5 s 

Body weight (g) 525.9 士 48.9 504.9 :I: 42.0 

Brain (mg) 2058.6 士 51.8 2058.2 士 59.6 

(myjg) 3.945 士 0.423 4.096 士 0.322 

Thymus (mg) 283.3 士 75.6 203.8 士 71.l 

(my/g) 0.535 士 0.111 0.399 士 0.122 

Heart (mg) 1443.8 士 100.3 1452.9 士 159.9 

(m'lfg) 2.7S6 士 0.211 2.877 士 0.188 

Liver (mg) 12432.9 士 139S.9 13401.0 士 1433.5 

(m'lfg) 23.617 士 0.780 26.511 士 0.978 ** 

Kidney (R) (mg) 1627.l士 119.3 1568.0 士 180.6 

(my/g) 3.102 :I: 0.168 3.101 士 0.158. 

Kidn町 (L) (mg) 1668.1士 104.5 1565.9 :I: 191.2 

(mwg) 3.180 士 0.151 3.102 :I:: 0.287 

Kidneys (mg) 3295.2 士 200.7 3133.9 士 362.4 

(mg/g) 6.282 士 0.253 6.203 士 0.430 

Spleen (mg) 808.1士 148.7 717.2 士 110.3 

(my/g) 1.534 士 0.202 1.415 士 0.128 

Testis (R) (mg) 1478.4 士 479.8 1285.3 士 438.7 

(m'ifg) 2.829 士 0.964 2.529 士 0.801 

Testis (L) (mg) 1613.6 士 170.6 1293.4 士 360.3 

(m咋） 3.086 士 0.413 2.551 士 0、650

Testes (mg) 3092.0 士 647.8 2578.7 士 798.5 

(my/g) 5.915 士 1.353 5.079 士 1.450 

Epididymis (R) (mg) 518.5 士 243.7 481.4士 79.3 

(m'ifg) 0.989 :1:: 0.469 0.954 士 0.137 

Epididyrnis (L) (mg) 588.2 士 69.0 469.2 :I: 83.4 * 

(my/g) 1.128 士 0.188 0.928:!: 0.139 

Epididymides (mg) 1106.7 士 302.1 950.6 士 162.3 

(my/g) 2.117 士 0.613 1.882 士 0.275 

E叫 valueshows mean士S.D.

Significantly different from the control w;oup (*: P<0.05, ••: P<0.01). 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-

methoxyethoxy)ethane by oral administration in rats 

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

Group Control (vehicle: water for injection) EMEE 1000m詠g

Number of males 5 5 

Prostate, ventral (mg) 598.2 士 172.3 730.2 士 80.9 

(mwg) 1.133 士 0.290 1.448 士 0.139 

Seminal vesicles (mg) 1854.7 士 433.3 1779.3± 121.6 

(mwg) 3.512 :I: 0.628 3.529 士 0.112 

Thyroid gland (mg) 20.5 士 5.9 23.8 士 2.3 

(mg/g) 0.039 士 0.010 0.048 士 0.007 

Adrenal gland (R) (mg) 21.2 士 2.4 22.4士 5.5 

(mp/g) 0.041 士 0.006 0.044 士 0.008 

Adrenal gland (L) (mg) 22.1 土 1.9 21.9 土 5.1 

(m戯g) 0.042 士 0.005 0.043 士 0.007 

Adrenal glands (mg) 43.3 :I: 4.0 44.3:l: 10.S 

(m'i/g) 0.083 士 0.010 0.087 士 0.015 

Each value shows mean= S.D. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-

methoxyethoxy)ethane by oral administration in rats 

Table 30-1. Organ weights of female rats at the end of the dosing period 
Group Control (vehicle: water for injection) EMEE 62.5 mlefkg EMEE 250m詠g

Number offemales 12 12 10 

Body weight (g) 326.4士 24.6 324.0 士 22.8 306.6 士 25.1 

Brain {mg} 1910.4士 80.1 1969.4 士 47.2 1896.9 土 55.7 

(mgg) 5.877 士 O.405 6.105 士 0.425 6.225 士 0.569 

Thymus (mg) 220.8 土 55.0 232.9 士 78.0 179.0 土 41.0 

(m餡g) 0.679 土 0.165 0.718 士 0.235 0.583 士 0.118 

Heart (mg} 1098.2 士 63.9 1040.6 士 79.8 1007.1 士 77.6 * 

(mgg) 3.378 士 0.265 3.215 士 0.176 3.293 士 0.210 

Liver (mg) 10374.4 士 614.1 10317.3 士 768 8 9742.8 土 928.7 

(mg/g) 31 860 士 1.722 31.873 士 1.558 31.794 土 1.754 

Kidn的 (R) (mg) 1121.9 土 106.2 1133.8 士 109.3 999.7 士 I 13.9・
(mf!/g) 3.441 土 0.272 3.501 士 0.263 3.269 士 0.361 

Kidney (L) (mg) 1096.8 士 82.2 l097.0 士 112.1 990.5 士 120.8 * 

(m留g) 3.370 土 0.266 3.388 士 0.277 3.240 士 0.393 

Kidneys (mg) 2218.7 士 185.5 2230.8 士 218.0 1990 I 士 233 0 * 

(mf!/g) 6.81 l 士 0.523 6.888 士 0 527 6 510 士 0.749 

Spleen (mg) 794 7 士 99.5 737.5土 94.4 780.7 士 141.7 

(m帆g) 2 446 士 0.351 2.286 土 0 341 2.572 土 0.594 

Ovary (R) (mg) 53.5 士 7.1 52.3 士 11.7 57 7 士 86 

(mf!/g) 0.165 士 0.027 0.162 士 0.038 0 ]90 士 0.037 

Ovary (L} (mg) 55.5 士 8.4 53.9 土 8.7 51.0 土 7.0 

(mr/g) 0.170 土 0.022 0.167 土 0.028 0.167 土 0.021 

Ovaries (mg) 109.0 士 8.6 l06.2 士 12.4 108.6 士 10.6 

(mr/g) 0.335 士 0.028 0.329 士 0.043 0.356 土 0.043 

Uterus (mg) 654.7 士 110.8 657.5 士 79.1 737.8 士 229.8 

(my/g) 2.008 土 0.315 2.035 士 0.250 2.392 士 0.677 

Thyroid gland (mg) 19.2 士 2.9 18.8 士 4.9 17.8 士 5.0 

(mf!lg) 0.059 土 O.oJI 0.058 士 0.015 0.059 士 0.021 

Adrenal gland (R) (mg) 37.3 士 4.4 37.9 士 4.2 34.2 士 8.8 

(mrfg) O.ll4 士 0.011 0.117 士 0.010 0.113 士 0.034 

Adrenal gland (L) (mg) 39 0 士 4.4 39.9 士 4.4 36.3 士 9.4 

(mrfg) 0 120 士 0.016 0.123 士 0.012 0.119 士 0.036 

Adrenal glands (mg) 76.3土 7.7 77.9 士 8.1 70.5 士 18.0 

(m'ifg) 0.235 士 0.024 0.241 土 0.020 0.232 士 0.070 

Each value shows mean士S.D

Significantly different from the control group(*: P<0.05. •• • P<O 01). 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-

methoxyethoxy)ethane by oral administration in rats 

Table 30-2. Organ weights of female rats at the end of the dosing period, satellite group 
Group Control (vehicle: water for injection) EMEE 1000m詠g
Number of females 5 5 

Body weight (g) 315.6± 39.7 285.4士 23.8 

Brain (mg) 1923.2± 87.3 1904.4士 51.3 

(mtg) 6.148 士 0.569 6.715 土 0.660 

Thymus (mg) 345.9 :I: 38.5 230.3 士 46.0 ** 

(m1fg) 1.102 士 0.116 0.814 士 0.181 * 

Heart (mg) 992.5:!: 53.7 943.2 士 84.8 

(mg/g) 3.169 士 0.248 3.306 士 0.149 

Liver (mg) 7598.7± 713.3 8136.8 士 899.6 

(mg/g) 24.174:!: 1.390 28.506 士 1.993 """ 

Kidney (R) (mg) 953.7 士 54.0 968.4 士 60.7 

(mg/g) 3.046 :l: 0.259 3.401 士 0.184 * 

Kidney (L) (mg) 936.8 士 79.8 945.3:!: 52,2 

(mwg) 2.982 士 0.181 3,320 土 0.145 * 

Kidneys (mg) 1890.6 士 132.1 1913.7:!: 107.6 

(mwg) 6.028:!: 0.430 6.722 士 0.310 "' 

Spleen (mg) 572.9 士 114.6 578.2 士 103.1 

(m'lfg) 1.828 士 0.385 2.018 士 0.254 

Ovary (R) (mg) 48.2 士 14.7 39.3± 5.6 

(m1fg) 0.152 士 0.045 0.138 士 0.022 

Ovary (L) (mg) 45.3 士 9.9 39.0 土 7.5 

(mgg) ・0.144 土 0.028 0.137 士 0.022 

Ovaries (mg) 93.5 ::I: 24.5 78.3 士 12.1 

(mwg) 0.296 士 0.073 0.275 士 0.041 

Uterus (mg) 654.7 士 318.6 570.9 士 197.1 

(myjg) 2.104:!: 1.037 2.057 士 0.934 

Thyroid gland (mg) 17.4士 4.7 17.9 土 4.1 

(m'i/g) 0.056 士 0.014 0.063 士 0,015 

Adrenal gland (R) (mg) 31.2 士 1.1 32.2 士 5.5 

(my/g) 0.100 士 0.014 0.115 士 0.029 

Adrenal gland (L) (mg) 32.9:!: 4.3 34.6 士 6.9 

(m'ifg) 0.106 ::l: 0.019 0.123 士 0.035 

Adrenal glands (mg) 64.1 士 4.9 66.8 :I: 12.3 

(m'i/g) 0.206 士 0.030 0.238 士 0.063 

Each value shows mean士S.D.

Significantly different from the control group (*: P<0.05, ••: P<O.O I). 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-

methoxyethoxy)ethane by oral administration in rats 

Table 30-3. Organ weights of female rats at the end of the recovery period 

Group Control (vehicle: water for injection) EMEE 1000m祉g

Number of females 5 5 

Body weight (g) 285.3 士 15.5 292.3 士 28.5 

Brain (mg) 1986.7 :I: 73.3 1935.5 士 26.0 

(m'§g) 6.982 士 0.459 6.669 士 0.609 

Thymus (mg) 207.4 士 45.S 272.3 士 91.6 

(m,tg) 0.725 士 0.149 0.926 士 0.287 

Heart (mg) 883.9 士 34.1 924.1 士 93.6 

(m'ig) 3.101 士 0.080 3.164 :I: 0.135 

Liver (mg) 7421.0 士 447.4 7111.9 士 458.9 

(my/g) 26.034 士 1.360 24.426 士 1.699 

Kidney (R) (mg) 953.3 士 60.6 957.0 士 90.7 

(m?}g) 3.348 士 0.250 3.286 士 0.291 

Kidney (L) (mg) 941.2 士 72.8 948.4 士 66.5 

(m'i/g) 3.304 士 0.270 3.255 士 0.187 

Kidneys (mg) 1894.5 士 132.8 1905.5 士 152.9 

(mwg) 6.652 士 0.517 6.540 士 0.466 

Spleen (mg) 531.2 士 43.9 526.9 土 105.7 

(mwg) 1.867 士 0.190 1.801 士 0.321 

Ovary (R) (mg) 46.5 士 14.S 58.2 士 4.4 

(mtg) 0.165 士 0.058 0.200 士 0.016 

Ovary (L) (mg) 47.6 :I: 15.2 55.5 :I: 6.1 

(my/g) 0.169 士 0.058 0.190 士 0.019 

Ovaries (mg) 94.1:!: 29.1 113.8 士 10.3 

(my/g) 0.334 士 0.114 0.391 士 0.033 

Uterus (mg) 543.4 士 116.9 588.8 士 227.1 

(my/g) 1.896 士 0.334 1.999 士 0.649 

Thyroid gland (mg) 21.1士 3.7 18.l 士 3.9 

(m'ig) 0.075 士 0.015 0.061 士 0.007 

Adrenal gland (R) (mg) 30.6 士 5.1 30.8 士 4.5 

(mg/g) 0.108 :I: 0.021 0.106 士 0.019 

Adrenal gland (L) (mg) 33..3 士 3.8 32.6 士 3.6 

(m'lfg) 0.117 士 0.018 0.112 士 0.015 

Adrenal glands (mg) 63.9 士 8.6 63.4士 8.0 

(mg/g) 0.225 :I: 0.039 0.218 :l: 0.035 

Each value shows mean士S.D.
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 31-1. Macroscopic findings of male rats at the end of the dosing period 

Dose Control (vehicle: water for injection) EMEE62.5m釦 EMEE250II¥祉g EMEE 1000m詠g

Findin客 Grade p p p p 

Epididymis 

F.dematous, bilateral 1 

゜
12 

゜
12 

゜
6 

k油町

F.nlargement, bilateral 7 

゜
12 

゜
II 7 

゜Prostate 

Small 7 

゜
12 

゜
12 

゜
6 

Spleen 

Enlargement 7 

゜
11 12 

゜
7 

゜Testis 

Edematous, bilateral 7 

゜
12 

゜
12 

゜
6 

Small, bilate£al 7 

゜
12 

゜
12 

゜
6 

Thymus 

Small 7 

゜
12 

゜
12 

゜
5 2 

Notes) -: No abnormal changes P : Non-匹 dedchan雰

Numerals represent the number ofanim曲
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

Findin穿

Epididymis 

Edematous, bilateral 

Group 

Grade 

Control (vehicle: water for injection) 
p 

Small, unilateral/bilateral 

Testis 

Edematous, bilateral 5 

5

4

 

Sm叫 unilateral/bilateral 4 

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

Numerals represent the number of animals. 

a): Unilateral b): Bilateral 

a゚l 

〇

り
ー

EMEE 1000m詠g
p 

4 

4 lb) 

4 l 

4 1 b) 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 32-1. Macroscopic fmdings of female rats at the end of the dosing period 

Dose Control(vehicle:water for injection) EMEE62.5m就g EMEE250m詠g

Findings Grade p p p 

Kidney 

Dilatatio, pelvis, bilateral 12 

゜
11 10 

゜Liver 

Diaphragmatic nodule 12 

゜
12 

゜
， 

Whitish spot, scattered 12 

゜
12 

゜
， 

Lymph node 

Enlargement, mediastinal 12 

゜
12 

゜
， 

Spleen 

Adhesion, with serosa 12 

゜
12 

゜
， 

Stomach 

Dark colored area, glandular stomach 12 

゜
11 8 2 

Thymus 

Small 12 

゜
12 

゜
， 

Notes) -: No abnormal changes P : Non官 adedchange

Numerals represent the number of animals. 

97 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 32-2. Macroscopic findings of female rats at the end of the dosing period, satellite group 

Findin答

Hair 

Alepecia, forelimb 

Dose 

Grade 

Control (vehicle: water for injection) 
p 

EMEE 1000m詠g

p 

4
 

5
 。Notes) -: No abnormal changes P: Non-graded change 

Numerals represent the number of animals. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration iri rats 

Table 32-3. Macroscopic findings of female rats at the end of the recovery period 

Finding, 

Ileum 

Retention, gas, lumen 

Cecum 

Retention，翌s,lumen 

Colon 

Dose 

Grade 

Control{vehicle:water for injection) 
p 

EMEE1000畔g
p 

5
 ゜

4
 

5
 ゜

4
 

Retention, gas, lumen 

Rectum 

Retention, gas, lumen S 

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

5
 ゜

4
 

゜
4
 

Numerals represent the number of animals. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

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

Fin血穿

Brain 

Ooup 

Dose(m叫cg)

Gmde 

Control (vehicle: water for injection) 

゜2+ —
-5 ± ＋ 3+ p

 
NE

一2
_
-
0
 

± 

EMEE 

62.5 

+ 2+ 3+ p
 

NE 

12 

—
-0 士

EMEE 

250 

+ 2+ 3+ p
 

NE 

12 
_
-
5
 

士

EMEE 

1000 

+ 2+ 3+ p
 

NE

一2

Spinal cord 

Pituit町gland

Cyst 

｀如andibulargland 

函blingualgland 

5
 

2
 ゜

12 D
 

12 5
 

2
 

5
 。

2
 ゜ 。

12 

。 ゜
12 2

 
2
 

5
 

2
 。

12 

。
12 5

 
2
 

2
 。

12 

。
12 5

 
2
 

Lymph node, SI訂nan由h血

Thyroid gland 

Ultimobranchial body 

5
 

2
 。

12 

。
12 5

 
2
 

。
2
 ゜ 。

12 

。 。
12 2

 
3
 

2
 

Parathyroid gland 2
 。

12 

゜
12 5

 
2
 

Thymus 

Atrophy,m叫曲

。。。。
2
 

s
 。゚゚ 。

7
 

5
 。。。゚

7
 。

2
 

4
 。。

l •• ＃＃ 

Heart 2
 。

12 12 5
 

2
 

Trachea 2
 。

12 

0

0

 12 5
 

2
 

L□g 
Accumulation, foam cell, alveolus 

Hemorrhage, focal 
Metaplasia, osseous, focal 

Micro雰anulo皿

Mineralization, focal, arterial wall 

5

5

5

4

4

 

2

2

2

2

2

2

 

12 

12 

12 

12 

12 

2

2

2

2

2

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 

2

1

1

1

0

 

3

4

4

4

5

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

0

0

 

0

0

0

1

1

 

12 

12 

12 

12 

12 

Brond11S S 

Notes) -: No abnormal chan雰s:I::Very slight + : Slight 2+: Moderate 3+: Marked 

P :Non-誓由angeNE: Not examined 

N血 mlsrャpr造 ntthe皿 mberof animals. 

.. p<O.01：函PificanIlydifferent釦omcontrol (T匹•tailedM皿n-Whitney U test). 

## P<0.01：函111ificantlydifferent from control (One-tailed Fisher exact test). 

゜
12 

゜
12 5

 
2
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining} 

Go叩 Control (vehicle: water for injection) EMEE E.'¥IIEE EMEE 

Dose(m匹）

゜
62.5 250 1000 

Findin院 Grade ± +2+3+ 1' NE ± + 2+ 3+ P NE ± + 2+ 3+ P NE ± + 2+ 3+ P NE 

Liver 

Fatty chan穿，hcpatocyte,periportal 

゜
3 2 

゜゚
2 

゜
4 I 

゜゚
7 3 2 

゜゚ ゜
7 2 3 

゜゚゜
2 

Growd glass appearance, hepatocyte 5 

゜゚ ゜゚
2 5 

゜゚ ゜゚
7 5 

゜゚ ゜゚
7 

゜
3 2 

゜゚
2 •* ## 

Hypertrophy, bepatocyte, centrilobular 5 

゜゚ ゜゚
2 5 

゜゚ ゜゚
7 2 3 

゜゚ ゜
7 

゜
2 3 

゜゚
2.. ## 

Microgranuloma 

＇ 
4 

゜゚ ゜
2 4 I 

゜゚゜
7 4 I 

゜゚ ゜
7 4 I 

゜゚゜
2 

Pancreas 

Atrophy, acinar cell, focal, 

replacing ductal proliferation 4 I 

゜゚ ゜
2 

゜゚ ゜゚゜
12 

゜゚ ゜゚゜
12 4 

゜
I 

゜゚
2 

9:omach 5 2 

゜
12 

゜
12 5 2 

Duoden匹 5 2 

゜
12 

゜
12 5 2 

Jojmum s 2 

゜
12 

゜
12 5 2 

llewn 5 2 

゜
12 

゜
12 5 2 

Cecwn 5 2 

゜
12 

゜
12 5 2 

Colon s 2 

゜
12 

゜
12 s 2 

Rectum s 2 

゜
12 

゜
12 5 2 

Lymph node, mesenteric 5 2 

゜
12 

゜
12 s 2 

Spleen 

Deposit, pigment, brown 

゜
5 

゜゚ ゜
2 

゜゚゜
I 

゜
11 

゜゚ ゜゚゜
12 

゜
4 I 

゜゚
2 

Hematopoicsis, extramedullary 

゜゚
5 

゜゚
2 

゜゚
I 

゜゚
11 

゜゚ ゜゚゜
12 

゜゚
5 

゜゚
2 

Kidney 

Basophilic tubule, cortex I 4 

゜゚ ゜
2 

゜゚ ゜゚ ゜
12 

゜
I 

゜゚゜
II 2 3 

゜゚゜
2 

Cyst, medulla 4 I 2 

゜ ゜
12 

゜
I II 5 

゜
2 

Eosinopbilic body 4 I 

゜゚ ゜
2 

゜゚ ゜゚ ゜
12 I 

゜゚ ゜゚
II 4 

゜
I 

゜゚
2 

Urinary bl叫如 5 2 

゜
12 

゜
12 5 2 

Notes) -: No abnormal cban罫S士： Veryslight + : Slight 2+:Moderate 3+:Marked 

P : Non-graded change NE: Not examined 

Nwn匹lsrepres臼tthe number of animals. 

••p<O.0 I : Signif1C311tly different from control (T匹-tailedMann-Whitney U test). 

雌p<O.01: Si釦ir四皿lydifferent from control (One-tailed Fisher exact I蟷）．
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 33-1 (continued). Histopathological findings of male rats at the end of the dosing period[H.E. staining] 

Group Control (vehicle: water for injection) EMEE EMEE EMEE 

Dose(mflkg} 

゜
62.5 250 IOOO 

Fin凸平 G呻 ± + 2 + 3 + P N E  ＊ + 2+ 3+ P NE 士 + 2+ 3+ P NE 士 + 2+ 3+ P NE 

Ad"enal gland 5 2 

゜
12 

゜
12 5 2 

Testis 

Atrophy. seminiferous I由此

focal, bilateral 5 

゜゚ ゜゚
2 4 I 

゜゚ ゜
7 4 

゜
I 

゜゚
7 5 

゜゚ ゜゚
2 

Exfoliation, spennatid & spenn, 

scminiferous tlb,le, bilateral s 

゜゚ ゜゚
2 5 

゜゚ ゜゚
7 s 

゜゚ ゜゚
7 

゜
3 2 

゜゚
2.. ## 

&foliation. spermatocytc, 

畑iniferoust心e,bilateral 5 

゜゚ ゜゚
2 s 

゜゚ ゜゚
7 5 

゜゚ ゜゚
7 4 

゜
I 

゜゚
2 

Multinucleated giant cell. 

seminiferous t血e,bilat era! 5 〇 〇 〇 〇 2 5 〇 〇 〇 〇 7 4 I 〇 〇 〇 7 〇 5 〇 〇 〇 2.. ## 

Vacuolation, germ cell layer噌

scminifc:rous t直,ule,bilateral s 〇 〇 〇 〇 2 5 〇 〇 〇 〇 7 s 〇 〇 〇 〇 7 〇 4 I 〇 〇 2 ** ## 

Epididymis 

Cell debris. lumen, bilateral 5 

゜゚ ゜゚
2 4 I 

゜゚ ゜
7 4 

゜
I 

゜゚
7 

゜
I 4 

゜゚
2 ** ## 

Deer臼sperm.lumen. bilateral 5 

゜゚ ゜゚
2 5 

゜゚ ゜゚
7 4 I 

゜゚ ゜
7 

゜
I 4 

゜゚
2 ＊拿＃＃

Prostate 

Ccllul.,.inftltration, lymphocyte, interstitial 3 2 

゜゚ ゜
2 

＇ 
3 I 

゜゚
7 I 4 

゜゚ ゜
7 2 I 2 

゜゚
2 

Decrease. liquid content, lumen, bilateral s 

゜゚ ゜゚
2 s 

゜゚ ゜゚
7 5 

゜゚ ゜゚
7 

゜
5 

゜゚ ゜
2 ** ## 

Seminal vesicle s 2 

゜
12 

゜
12 5 2 

C.,agulating gland 5 2 

゜
12 

゜
12 5 2 

Eye回 l 5 2 

゜
12 

゜
12 5 2 

Harderian gland 5 2 

゜
12 

゜
12 s 2 

Sciatic nerve s 2 

゜
12 

゜
12 s 2 

Skeletal m田cle 5 2 

゜
12 

゜
12 5 2 

Fonぼ s 2 

゜
12 

゜
12 5 2 

Marrow, femur 5 2 

゜
12 

゜
12 5 2 

Notes) -: No珈 ormalchan穿S士： Veryslight + : Slight 2+: Moderate 3+: Marked 

P : Non-graded chan炉 NE:Not examined 

N叩 eralsrepresent t比 n四berof •n im•I¢

●●p<O.01 : Significantly different from control (Two-tailedMann-Whitn町 Utest).

紐 P<O.01:Si四ificantlydifferent from control (On...tailed F油 ...exactlest), 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

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

Oroup Control (vehicle: water for injection) EMEE 

DosC'(mwt<g) 

゜
1000 

Findin穿 Grade ± ＋ 2+ 3+ p NE :I: ＋ 2+ 3+ p NE 

Thymus 

Atrophy, medulla 5 

゜゚ ゜゚
3 

゜゚
Liver 

Fatty char噂,.hepatocyte, periportal 

゜
5 

゜゚ ゜
3 2 

゜゚ ゜M icrogranuloma 5 

゜゚ ゜゚
4 1 

゜゚ ゜Necrosis, focal 4 

゜゚ ゜
5 

゜゚ ゜゚
Testis 

Atrophy, seminiferous tubule, focal 

focal, unilateral/bilateral 3 

゜゚
2 2 

゜ ゜Exfoliation, spermatid & sperm, 

seminiferous tubule, bilateral s 

゜゚ ゜゚ ゜
3 

゜
．． ＃＃ 

邸 bliation,spennatocyte, 

seminiferous tubule. bilateral 5 

゜゚ ゜゚
2 

゜
＃ 

M ultinucleated giant cell, 

seminiferous tubule, bilateral 4 

゜ ゜゚
2 2 

゜゚Vacuolation, germ cell layer, 

seminiferous tubule, bilateral 5 

゜゚ ゜゚ ゜
3 

゜
●● ＃＃ 

Epididymis 

Cell debris, lumen, unilateral/bilateral 4 

゜
I 

゜゚ ゜
1 4 

゜゚
＃ 

Decrease, sperm, lumen, unilateral/bilateral 4 

゜ ゜゚ ゜
1 3 1 

゜
＃ 

Defect, unilateral 4 5 

゜
Prostate 

Cellular infiltration, lymphocyte, interstitial 2 2 

゜゚
5 

゜゚ ゜゚Notes) -: No abnormal changes士： VerysligJlt +: Slight 2+: Moderate 3+; Marked 

P : Non-graded change NE: Not匹皿ined

Numerals represent the number of animals. 

** P<0.01 : Significantly different from control (Two-tailed Mann-W出tneyU test). 

##P<0.01 : Significantly different from control (One-tailed Fisher exact test). 

# P<0.05 : Significantly different from control (One-tailed Fisher exact test). 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Table 34-1. Histopathological findings of female rats at the end of the dosing period [H.E. staining] 

Group Control (vehicle: water for injection) EMEE EMEE 

Dose(mg/kg) 

゜
62.5 250 

Findings Grade ± ＋ 2+ 3+ p NE ± ＋ 2+ 3+ p NE ± ＋ 2+ 3+ p NE 

Brain 5 7 

゜
12 5 5 

Spinal cord 5 7 

゜
12 5 5 

Pituitary gland 

Cyst 4 I 7 

゜ ゜
12 5 

゜
5 

Submandibular gland 5 7 

゜
12 5 5 

Sublingual gland 5 7 

゜
12 5 5 

Lymph node, submandibular 5 7 

゜
12 5 5 

Thyroid gland 

Ectopic thymic tissue 5 

゜
7 

゜ ゜
12 4 1 5 

Parathyroid gland 4 8 

゜
12 5 5 

Thymus 5 7 

゜
12 6 4 

Heart 5 7 

゜
12 5 5 

Trachea 5 7 

゜
12 5 5 

LlUlg 

Accumulation, foam cell, alveolus s 

゜゚ ゜゚
7 

゜゚ ゜゚ ゜
12 2 3 

゜゚ ゜
5 

Bronchus s 7 

゜
12 s 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. 

Not significantly different from control. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxyふ(2-methoxyethoxy)ethaneby oral administration in rats 

Table 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining] 
Group Control (vehicle: water for injection) EMEE EMEE 

Dose(mglkg) 0 62.5 250 

Grade -士 +2+ 3+ P NE - ;1; + 2+ 3+ P NE -士 +2+ 3+ Findings 

Liver 

Fatty change, hepatocyte, periportal 

Fibrosis, focal. capsule 

Microg,anuloma 
Necrosis, focal 

Nodule, hepatodiaphragmatic 

p
 

NE 

Pancreas 

Stomach 

Dilatation, fundic gland, 

foca~ glandular stomach 

Edema, lamina propria, glandular stomach 

Erosion、mucosa,glandular stomach 

2

5

3

5

5

 

3

0

l

o

 

0

0

1

0

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

0

 

7

7

7

7

7

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

゜ 。

12 

12 

12 

12 

12 

4

5

4

4

5

 

2

0

1

2

 

0

1

1

0

 

0

0

0

0

 

0

0

0

0

 

4

4

4

4

4

 

7
 ゜

12 5
 

5
 

5

5

5

 

0

0

0

 

0

0

0

 

0

0

0

 

0

0

0

 

7

7

7

 

I

I

O

 

0

0

0

 

o

o

l

 

0

0

0

 

0

0

0

 

l

l

l

 

I

I

I

 

6

6

5

 

0

0

1

 

0

0

0

 

0

0

0

 

3

3

3

 

Duodenum 7
 ゜

12 5
 

5
 

Jejunum 5
 

7
 

゜
12 5

 
5
 

llewn 5
 

7
 

゜
12 5

 

5
 

Cecum 5
 

7
 ゜

12 5
 

5
 

Colon 5
 

7
 

゜
12 5

 

Rectum 7
 ゜

12 5
 

Lymph node. mesenteric 7
 ゜

12 5
 

Spleen 

Cellular infiltration, inflammatory, serosa 5 0 0 0 0 

Deposit會pigment,brown O O 4 I 0 

Hematopoiesis, extramedullary O O 4 I 0 

Notes) -: No abnormal changes士： Veryslight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

N皿 eralsrepresent the number of animals. 

Not significantly different from control. 

7

7

7

 

0

0

0

 

0

0

0

 

0

0

0

 

0

0

0

 

0

0

0

 

12 

12 

12 

5

0

0

 

l

o

o

 

0

4

2

 

0

2

4

 

0

0

0

 

4

4

4
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining] 

Group Control (vehicle: water for injection) 

Dose(m述g)

゜Findings Grade 土 ＋ 2+ 3+ p 

Kidney 

Basophilic tubule, cortex 3 2 

゜゚ ゜Dilatation, pelvis, bilateral 5 

゜゚ ゜゚Mineralization, Cortico-medullary junction 5 

゜゚ ゜゚
Urinary bladder 5 

Adrenal gland 5 

Ovary 5 

Uterus 5 

Vagina 5 

Eyeball 5 

Harderian gland 5 

Sciatic nerve 5 

Skeletal muscle 5 

Femur 5 

Marrow, femur 5 

Lymph node 

Mediastinum 

Edema, with inflonmatory cell 

Notes) -: No abnormal changes±:Very slight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

Not significantly different from control. 

NE 

7 

7 

7 

7 

7 

7 

7 

7 

7 

7 

7 

7 

7 

7 

EMEE 

62.5 

± ＋ 2+ 3+ p NE 

゜゚
I 

゜゚
11 

゜゚ ゜
I 

゜
II 

I 

゜゚ ゜゚
11 

゜
12 

゜
12 

゜
12 

゜
12 

゜
12 

゜
12 

゜
12 

゜
12 

゜
12 

゜
12 

゜
12 

106 

EMEE 

250 

± ＋ 2+ 3+ p NE 

4 I 

゜゚ ゜
5 

5 

゜゚ ゜゚
5 

4 I 

゜゚ ゜
5 

5 s 

5 5 

5 5 

5 5 

5 5 

5 5 

5 5 

5 5 

5 5 

5 5 

5 5 

0 1 0 0 0 



試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 34-2. Histopathological findings of female rats at the end of the dosing period, satellite group[H.E. staining] 

Group Control(v由icle:water for injection) EMEE 

Dose(mg'kg) 

゜
1000 

Findin容 Grade ± ＋ 2+ 3+ p NE ± ＋ 2+ 3+ p NE 

Brain 5 5 

Spinal cord 5 5 

Pituitary gland 

Cyst 5 

゜
4 

Submaruhbular gland 5 5 

Sublingual gland 5 5 

Lymph node, submandibular 5 5 

Thyroid gland 

Uhimobranchial body 5 

゜
4 

Parathyroid gland 4 5 

Thymus 

Atrophy, 11呻 Illa 5 

゜゚ ゜゚
3 2 

゜゚ ゜Heart 

Dep四ion/fibrosis,myocardial, focal 4 

゜゚ ゜
s 

゜゚ ゜゚
Trachea 5 5 

Lung 
Accumulation, foam cell, alveolus 5 

゜゚ ゜゚
3 2 

゜゚ ゜Metaplasia, osseous, focal 4 

゜゚ ゜
5 

゜゚ ゜゚
Bronchus 5 5 

Notes) -: No abnormal chanp士： Veryslight + : Slight 2+: Moderate 3+: Marked 

P : Non-graded cha咽,:NE:Not四面ned

Numerals represent the nwnber of animals. 

Not significantly different from control. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining] 

Group Control (vehicle: water for injection) EMEE 

Dosc(m祉g)

゜
1000 

Findin穿 Grade ± ＋ 2+ 3+ p NE ± ＋ 2+ 3+ p NE 

Liver 

Fatty change, hepatocyte, periportal 3 2 

゜゚ ゜ ゜
5 

゜゚ ゜Ground glass appearance, hepatocyte 5 

゜゚ ゜゚
3 2 

゜゚ ゜Hypertrophy, hepatocyte, centnlobu1ar 5 

゜゚ ゜゚ ゜
4 

゜゚
＊＊冊

Pancreas 5 5 

Stomach 5 5 

Duodenwn 5 5 

Jejunum 5 5 

Ileum 5 5 

Cecum 5 5 

Colon 5 5 

Rectum 5 5 

Lymph node, mesenteric 5 5 

Spleen 

Deposit, pigment, brown 

゜゚
1 4 

゜ ゜゚
3 2 

゜Hematopoiesis, extramedullary 

゜
4 

゜゚ ゜
4 

゜゚Notes) -: No abnormal chan雰S:I::Very slight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals. 

** P<0.01 : Si釦ificantlydifferent from control (Two-tailed M ann-W血neyU test). 

冊 P<0.01: Significantly different from control (One-tailed Fisher exact test). 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group[H.E. staining] 

Group Control (vehicle: water for injection) EMEE 

Dose(m詠g)

゜
1000 

Findin答 Grade ± ＋ 2+ 3+ p NE ± ＋ 2+ 3+ p NE 

Kidney 

Basophilic t直叫e,cortex 4 

゜゚ ゜
5 

゜゚ ゜゚Cyst, medulla 4 5 

゜Fibrosis, focal, subserosa 4 

゜゚ ゜
5 

゜゚ ゜゚Mineralization, Cortico-medullary jmction 5 

゜゚ ゜゚
4 

゜゚ ゜
Urinary bladder 5 5 

Adrenal gland 5 5 

Ovary 

Cyst, follicular 5 

゜
4 

Uterus 5 5 

Vagina 5 5 

Eyeball 5 s 

Harderian gland 

Cellular infiltration, lymphocyte, interstitial 4 

゜゚ ゜
5 

゜゚ ゜゚
Sciatic nerve 5 5 

Skeletal muscle 5 s 

Femur 5 5 

Marrow, femur s 5 

Notes) -: No abnormal changes士：Veryslight + : Slight 2+: Moderate 3+: Marked 

P : Non-graded chan即 NE:Not examined 

Numerals represent the number of animals. 

Not significantly different from control. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l~Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Table 34-3. Histopathological findings of female rats at the end of the recovery period [H.E. staining] 

Findings 

Thymus 

Group 

Dose(mg/kg) 

Grade 

Control (vehicle: water for injection) 

゜士＋ 2+ 3+ P NE 

EMEE 

1000 

士＋ 2+ 3+ P NE 

5
 

5
 

Liver 

Fatty change, hepatocyte, periportal O 5 0 0 0 

Necrosis, focal 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. 

Not significantly different from control. 

0

0

 

0

0

 

0

0

 

5

1

 

0

4
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 35. Results of observations about estrous cycle 

Dose Control (vehicle: water for injection) EMEE (62.5 m詠g) EMEE(250m詠g) EMEE(lOOOm詠g)

Number of animals examined 12 12 

Pre-treatment period 

Number of animals showing type of cycle 

4-day cycle 

4/5-day cycle 

5-day cycle 

7
 

4
 

8

2

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 

irregular 

Meanlen箆hof estrous cycle in days; Me皿 S.D.(N) 

Frequency of animals that show abnormal estrous cycles after the treatment 

Mean times of vaginal estrus during mating period; Me皿 S.D.(N) 

4.4土 0.5 (12) 

10 

0

0

 

4.1 土 0.3 (12) 

0 I 12 

1.0 士 0.0 (12) 

4.2 士 0.4 (12) 

12 12 

7

3

2

 

4.3士 0.4 (12) 

8
 

3
 

4.3 士 0.5 (12) 

10 4 

゜
゜

7 

2 4 

゜ ゜
゜ ゜

6 

4,2 士 0.4 (12) 4.4士 0.3 (12) 5.4士 0.5 (10) ** 

0 I 12 0 I 12 7 I 12 ＊＊ 

1.0 士 0.0 (12) 1.0 :I: o.o (11) 1.0 士 0.0 (12) 

Significantly different from the control group(*: p<0.05, ••: p<0.01}. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 36. Results of observations about reproductive performance 

Dose Control (vehicle: water for injection) EMEE (62.5 mg/kg) EMEE (250 mg/kg) EMEE(lOOOm述g)

N皿 berof mated pares [A] 12 12 12 12 

Number of copulated pares [B] 12 12 11 12 

Copulation index [(B/A)xlOO, %] l()().o 100.0 91.7 100.0 

Nlllllber of fertile males [C] 12 12 10 ， 
Fertility index [(C/B)xIOO, %] l()().o 100.0 90.9 75.0 

Paring days until copulation 

; Mean±S.D.(N) 2.5 ± 1.4 (12) 2.1 ± 1.0 (12) 2.3 土 1.4 (11) 2.3 士 1.2 (12) 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 37. Observation of offspring (F 1) 
Gm叩 Control(袖icle:W威erforinjc<lio』1) EMEE 62.5李 EMEE 250 mwkg EMEE 1000町社g

Number of dams 12 12 10 6 

Gestation I呵 h(days) 

Mean士S.O.perdam 21.9 士 0.3 22.3 士 o.s 22.2 士 0.4 23.5 士 0.5.. 

Numbcrofcr,rp四lutca

Total 204 206 162 137 

Mean士S.D.perdam 17.0 士 1.8 17.2 士 1.5 16.2 士 2.4 15.2 士 2.1 (9) 

Numbc.-of"'lJlilllll!lion scars 

Total 199 206 152 118 

Mean士S.Dpcrdam 16.6 士 1.4 17.2士 1.5 15.2 士 3.6 13.1 士 3.5 (9) 

血p血曰ionindex(%) •}• 97.8 士 3.S 100.0 士 0.0 92.S 士ー 14.0 85.5 ± 15.8 • (9) 

Delivery indcx(dams,%),. 100.0 100.0 100.0 22.2 

油如ofo向ringatbirth

TOIal 180 188 134 31 

M-± S.D. per dam 15.0 士 1.0 15.7 ,1, 1.4 13.4 士 3.8 S.2 士 4.1..

Numberof恥西西atbinh

Male 90 100 64 ， 
Female 86 86 67 6 

Total 176 186 131 15 

Mean士S.Dp...dam 14.7 士 1.3 15.5 士 1.4 13.1 士 3.7 2.S 士 4.5**

Sex.ratio●) 

M....± S.D.pcrdam 0.51 士 0.13 0.54 ,1, 0.10 0.46 士 0.14 O.S7 士 (2) 

N四bcrof dead offspring 

Total 4 2 3 16 

Mcar心 S.D.perdam 0.3 士 0.7 0.2 士 0.6 0.3 士o.s • 2.7 ± 1.6.. 

Dcliv町indcx(o缶pring)d}

M...％士S.D.perdam 90.8 士 7.4 91.4士 S.I 87.5士 9.2 39.1 士 29.6..

Birlhin如゚ I

Mean%式 W.pcrdam 88.8 士＆8 90.4 "'5.6 85.7 •士＆9 20,6 : 32.7.. 

屯 birthindex6 

M...,%出i.D.perdam 91.1 士 4.4 99.0 士 3.6 98.1 士 l.1 27.4 士 42.s●寧

Nwnberofo鯰pringooday 4 

Male 90 ” 63 

゜F-• 84 85 “ ゜Sex ratio., 

M...士S.D.perdam 0.51 士 0.13 0．54 ¼ 0.11 0.47 士0.IS 士

Viability ind°" 11 

M曰＇％心 D.per dam 99.0 " 2.4 99.0 士 2.3 況 7 "'8.6 0.0 • (2) 

Numberofな血“伽叩印血臼.,

゜ ゜ ゜ ゜Mem％心D.eerdam 0.0 士 0.0 0.0 士 0.0 0.0 • o.o o.o 士 g) 
SiFifi<antly di曲rent釦・1heo口rolsroup（攀：P<0.05,••: P<0.01). 
a):(Number of implaatotion，曰叫~umber otcorpono lutea)• 100. 
bJ:(N匹如ofdunowith 6匹西riDi(aumberofp四四叫 dams)•IOO.

c): Number of male西rin爪皿叫,.,ofm血“却ring+number of female oftip呼
d):(Numに・ofo瓜pringal坤伽Nu叫ぶofimplaal!'II畑匹匹）翼100.

e):(Numbe『ofti..。mpring“birth細皿beeof implantation...,.)• 100. 
似 Numberoflim嘩pring鴫 birthlnumberofo伽ringII binh)• 100. 
g):(Number ofli匹 ollipring◄days afterbil¥M皿曲erofllvoolfspringat birth)• 100. 

h): Number of external abnom,alities ill liv•西m這鑢 birth.

Flguresinp-..ind匹 enumb or of dams. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 38. Body weights of offspring (F1) before weaning 

Group Control (vehicle: water for injection) 

Number of darns 12 

Male 

Days after birth 

゜
6.7 士 0.5

4 10.9 土 0.8

Female 

Days after birth 

゜
6.3 ±0.4 

4 10.6 士 0.8

Each value shows mean士S.D.per dam. (g). 

EMEE 62.Sm詠g

12 

6.7 士 0.4

10.4士1.4

6.3 士 0.3

9.8 士1.5

114 

EMEE 250m詠g

10 

7.0 土 0.3

10.8± 1.6 

6.6 士 0.3

10.2 士1.7

EMEE 1000m詠g

2 

6.4 士

士

5.7 士

± 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 39. General conditions in offspring (F1) before weaning 

Group Number of offspring 

and general conditions 
Control (vehicle: water for injection) Number of offspring 

General appearance, No abnormality 

General appearance, Death 

Abnormal fmdin答ofoffspring, Lack of nursing 

Number of offspring 

General appearance, No abnormality 

General appearance, Death 

Abnormal fmdin答ofoffspring, Lack of nursing 

Number of offspring 
General appearance, No abnormality 

General appearance, Death 

Abnormal fmdings of offspring, Lack of nursing 

Number of offspring 

General appearance, No abnormality 

General appearance, Death 

Abnormal fmdin容ofoffspring, Lack of nursing 

EMEE 62.5 rn詠g

EM EE 250 mg/kg 

EMEE IOOOm詠g

Days after birth 

゜
2 3 4 

176 176 176 174 174 

176 176 174 174 174 

2 

186 

186 
6

5

 

8

8

1

 

l

l

 

5

4

 

8

8

1

 

l

l

 

184 

184 

184 

184 

131 

131 

131 

129 

129 

128 

128 

128 

2
 

8

7

 

2

2

1

 

ー

1

15 l5 

4
 15 

II 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Table 40. Morphological observations of offspring (F 1) 

Dose Control (vehicle: water for injection) EMEE (62.5 mglkg) EMEE (250 mg/kg) EMEE (1000 mg/kg) 

Dead offspring 

Number of dead offspring•> 

Number of missing offspring 

Number of dead offspring examined 

Number of dead offspring with external changes 

Exencephaly 

Spina bifida 

Open eye (bilateral) 

Anasarca 

Nwnber of dead offspring with visceral changes 

Hydronephrosis (bilateral) 

6
 

4
 

7
 

5 (0) b) 3 (0) b) 

゜

6 (2) bl 

゜

bl 勾

l

l

 8
(

 

3
 

3
 

2
 

0

0

0

 

゜
゜ ゜ ゜

Live offspring 

Nwnber of live offspring examined (postnatal day 0) 

Nwnber of live offsping with external changes 

176 

゜
186 

゜

ー3

0

 

ー 5

0

 

ー

Nwnber of live offspring examined (postnatal day 4) 

Nwnber of live offspring with external changes 

Nwnber of live offspring with visceral changes 

4
 

7

0

0

 

ー 8

4

0

0

 

ー 7
 

2

0

0

 

ー 0

0

0

 

a) including missing offspring 

b) Parenthesis indicates the number of offspring not examined bacause of their autolysis. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 1-1-1. General conditions of male rats 
Conlrol (vehicle: w誠erfor injection) 

Male No. D町sof administration 
I 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 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 
MOIOOI 

MO1002...  • • • • • • • • • • • • 
MOI003 

MOI004 

MOI005 

M01006 

MOI007 

M0l008 

MOI009 

MOIOIO 

MOIOII 

MOIOl2 

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

, 00000000000000000000000000000000000000000000000000  

Pre: Before administration, Post: afta administration. 
-: General appearance, No abnormality. 
a: Behavior, Decrease in locomotor activity 

Control (vehicle: water for injection) 

Male No. 

MOIOOI 

M01002 

M01003 

MOI004 

MOI005 

M01006 

M01007 

MOI008 

MOI009 

MOIOiO 

MO!Oll 

M01012 

Number of males 

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 

- ------- - - - - - - - - - - - - - - -------------

12 12 12 12 12 12 

- 12 12 12 12 12 12 

b 000000  

a 000000  

Pre: Before administration. Post: after administration. 

-: General appearance, No abnormality. 

b: Mouth. Salivation. 

a: Behavior, Decrease in locomotor activity. 

ー＿
1

2

1

2

0

0

ー＿
1

2

1

2

0

0

-

l

1

2

1

2

0

0

 

―
-

1

2

1

2

0

0

 

_

-

1

2

1

2

0

0

 

＿＿
1

2

1

2

0

0

 

_

-

1

2

1

2

0

0

 

ー＿
1

2

1

2

0

0

—
-121200 

—
-121200 

_

-

1

2

1

2

0

0

 

—
-121200 

—
-121200 

—
-121200 

—
-121200 

—
-121200 

—
-121200 

—
-121200 

—
-121200 

—
-121200 

—
-121200 

・

l

1

2

1

2

0

0

 

-

l

1

2

1

2

0

0

 

-

l

1

2

1

2

0

0

 

-

l

1

2

1

2

0

0

 

—
-121200 

.

-

1

2

1

2

0

0

 

-

l

1

2

1

2

0

0

 

7

7

0

0
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 1-1-2. General conditions of male rats 
EMEE 62.S呻/kg

M~eNo. Days of administration 
I 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 

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 
M020l6 

M02017 
M02018 
M02019 
M02020 

M02021 
M02022 

M02023 
M02024 

Numb<rofm.alcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 
• 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 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  
Pre: Before administration, Post: after administration. 
•:Gmml 叩pcarancc, No abnormahty 
a: Behavior, Decrease in looomotor activity. 

EMEE 62.5 m詠 g

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 

- - - • • • - - - ..  - - - - - 疇・ • • -..  • ~ ~ ~ - - - - -―疇—· • M02013 

M02014 

M02015 

M020!6 

M02017 

M02018 

M02019 

M02020 

M02021 

M02022 

M02023 

M02024 

Numbe『ofmales 12 12 12 12 12 12 

- 12 12 12 12 12 12 

b 0 00000  

a 000000  

Pre: Before administration會 Post:after administration. 

—:General appearance會 Noabnonnality. 

b: Mouth, Salivation. 

a: Behavior. Decrease in locomotor activity. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 1-1-3. General conditions of male rats 
EMEE 250匹北g

MaleNo. Days of administration 
I 2 l 4 5 6 7 8 9 lO ll 12 IJ 14 15 16 17 18 19 20 21 22 23 24 25 

Pre Post P『ePost 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 Pi,: Post Pi,: Post 
MOJ025 

MOJ026 

MOJ027 

M0l028 

MOJ029 

MOJOJO 

M03031 

MOJOJ2 

MOJOJJ 

MOJOJ4 

M03035 

M03036 

Number of maに 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 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 12 12 12 12 

• 12 12 12 12 12 12 12 12 12 12 12 12 12 12 l2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

a 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 00  O O O O O O O O O O O O O 0 

Pre:B曲 readministration, Post: after administration, 
-: General appearance, No abnonnality 
a:B血 vior,Deen,蕊ein locomotor activity. 

EMEE 250 m詠g

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 

- ----------------------------------M03025 

M03026 

M03027 

M03028 

M03029 

M03030 

M03031 

M03032 

M03033 

M03034 

M03035 

M03036 

Numberofmales 12 12 12 12 12 12 

• 12 12 12 12 12 12 

b 0 00000  

a 000000  

Pre: Before administration. Post: after administration 

-: General appearance. No abnormality. 

b: Mouth. Salivation. 

a: Behavior, Decrease in locomotor activity. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 1-1-4. General conditions of male rats 
EMEE 1000 mglkg 

Male No. Days ofadmin函ration
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 

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 - a -

M04038 - a - a - a - a - a - a - a - - - -..  - - - a 
M04039 - a - a -

M04040 - a - a - - - - - - - - - - - - - - - - - - - a 
M04041 - a - a -
M04042 - a - a -
M04043 - a - a -
M04044 - a - a -

M04045 - a - a - - - - - - - - - - - - - a 
M04046 - a - a 

M04047 - a - a -
M04048 - a - a -

Numberofmaks 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 • 12 12 12 12 12 12 12 12 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 0 12 10 12 II 12 11 12 11 12 ll 12 12 12 12 12 12 12 12 12 9 12 12 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 O 12 0 12 0 2 0 I O I O 1 0 I O O O O O O O O O 3 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 
Pre: Before administration, Post: after叫ministration.

-: Gaieral appearaoce, No abnormality. 
a: Behavior, Decrease in locomotor activity 

EMEE 1000 m詠g

Male No. 

M04037 

M04038 

M04039 

M04040 

M04041 

M04042 

M04043 

M04044 

M04045 

M04046 

M04047 

M04048 

Number of males 

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 

12 12 12 12 12 12 

- 12 12 12 12 12 12 

b 0 00000  

a 000000  

Pre: Before administration, Post: after administration. 

-: General appearance. No abnonnality. 

b: Mouth. Salivation. 

a: Behavior. Decrease in locomotor activity. 
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試験番号 R-13-002

Combined repeat dose and reproductive/development al t oxicity  screening  t est of 1-Et hoxy-2-(2-methoxyethoxy)et hane by oral admi ni strat ion i n rat s 

Appendi x 1-2-1. General conditions of male rat s at t he 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 

MOIOlO 

MO!Oll 

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 

-: General appearance, No abnormality. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

EMEE 1000m詠g
Male No. Days of recovery 

1 2 3 4 5 6 7 8 ， 10 11 12 13 14 15 

M04044 

M04045 

M04046 

M04047 

M04048 

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 

―:General appearance, No abnormality. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 2-1-1. General conditions of female rats 
Control (vehicle: water for iq虹ion)

Female No. 

•••-880 
・
・
・
-
8
8
0
 

Days of面m袖 Iration
I 2 3 4 S 6 1 8 9 10 11 12 13 14 IS 16 17 18 

は Poat応 P偏t加 Post P霞はI Pre 如t応 Poヽ 丘応I Pre Post Pre Poat Pre Poat Pre Po、Pre Poat Pre P磁 Pre Post Pre P鱒t Pre Post Pre Post Pre Po昌t

FOIOOI 

F0l002 

FOI003 

F01004. 

FOIOOS 

F01006 

FOI007 -

FOI008 

FOI009 

FOIOIO • 
FOIOII 

FOI012 

Numberoffemales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

12 12 12 12 12 12 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 000000000000000000000000000000  

Pre:Bcfore面mi呻tnllion,Post: after"伽inistnition.
一：Gen叩app臼口匹Noabnormality. 
a:圧如lVior,Dec:n:饂ein locomotor匹ivily.
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 2-1-2. General conditions of female rats 
EMEE 62.5四北g

Female No. Davs of administntion 
I 2 3 4 S 6 7 8 9 10 11 12 13 14 IS 16 17 18 

Pre Post Pre P偏 I Pre P磁 Pre Post Pre Post Pre Post Pre P暉 Pre Post Pre Post Pre P口I Pre P叫 Pre Post Pre Post Pre Post Pre Post Pre Post Pre P磁 Pre Post 

F02013 

F02014 

F0201S 

F02016 

F02017 
F02018 

F02019 

F02020 

F02021 -
F02022 

F02023 
F02024 

Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

量 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 

Pre: Before叶niniil直ion,p暉：after9rimini斗II叫皿

-: General app-皿—Noabnormality. 
a: Behavior, Deere皿臼loCOIDOtoracliviiy.
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試験番号 R-13-002

Combined repeat dose and reproductive/development al t oxi city screening  t est of 1-Et hoxy-2ー(2-methoxyethoxy)et haneby oral admini strat ion i n rat s 

Appendix 2-1-3. General conditions offemale rats 

EMEE 250m祉g

Female No, Days of administration 

l 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 

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 

F03027 

F03028 

F03029 

F03030 

F03031 

F03032 

F03033 

F03034 

F03035 

F03036 

Numberoffemales 12 12 12 12 12 

12 12 12 12 12 

a O O O O 0 

Pre: Before administration. Post: after administration. 
—:General appearance, No abnonnality. 
a; Behavior. Decrease in locomotor activity 
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EMEE 250mglkg 

Female No. D町'oradministration 
20 21 22 23 24 25 26 27 23 29 30 31 32 33 34 35 36 37 33 39 40 

Pro Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pro Post Pre Post Pre Post Pro Post Pre Post Pre Post Pro Post Pre Post Pre Post Pro Post Pre Post Pre Post Pro Post Pre Post 

F03036 
Nwnb<:roHanales 1 1 1 1 1 1 1 1 1 1 1 I I l I I I l l l l I I l 1 l l l l l I 1 1 1 1 1 1 I I I I I 

I 1 I 1 1 1 1 1 1 1 I l l 1 I I 1 l l l I I I I 1 I I 1 I I I 1 1 I 1 1 1 1 1 1 I I 
Pn::B函 readministration, Post：頑
-: General appearance, No abnormality. 

EMEE 250m!Jkg 
Fem曲eNo Days of adminIBlralion 

41 42 43 44 45 46 47 48 49 50 51 52 53 

Pre Post Pre Post Pre Post Pre Post Pre Posl Pre Posl Pre Posl Pre Posl Pre Post Pre Posl Pre Posl Pre Posl Pre 

F03036 

Numberoffemalo; I I I I I I I I I I I I I I I I I I I I I I I I I 

I I I I I I I I I I I I I I I I I I I I I I I I I 

Pre: Before adminIBlration, Posl: after administration. 
-: Gm<ral appearance, No abnonnality. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 2-1-4.General conditions of female rats 

EMEE IOOOmg,l<g 

Female No. Days of administration 

I 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 

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 - a 

F04038 - a - a -

F04039 - a - a 

F04040 - a - a 

F04041 - a - a 

F04042 - a - a 

F04043 - a - a 

F04044 - a - a 

F04045 - a - a 

F04046 - a - a 

F04047 - a - a 

F04048 - a - a 

Numberoffemales 12 12 12 12 12 

12 0 12 0 12 

a O 12 0 12 0 

Pre: Before administration. Post: after administration. 
—:General appearance, No abno血 ality

a: Behavior, Decrease in locomotor activity. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 2-2-1. General conditions offemale rats, satellite group 
Contro】(v画 cIe:W訊erformFI匹）

F口叫•No. Days ofadministration 

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

Pre Post Pre Posl Pre Post Pre PoSI Pre Post Pre Post Pre Post Pre Post Pre Post Pre PoSI P,c PoSI P,c Post Pre PoSI Pre PoSI Pre Post Pre Post Pre Posl P,c Posl Pre Post Pre Post Pre Post Pre Post P,c Post Pre Post Pre PoSI 

FOS049. 

FOS050 
FOS051..............................................  ・ • 9 9 

FOS052 

F05053 

FOS054 

FOS055 

FOS056 

FOS057 

FOS058 

N四ib口 off四曲, 10 JO JO 10 10 JO JO 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 JO 10 10 10 10 JO JO 10 10 JO JO JO 10 10 10 10 10 10 10 10 10 10 10 10 10 10 JO 10 

• 10 10 JO 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 JO 10 10 10 10 10 10 10 9 9 
a OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO O O O O O O O O O O O O O O O O O O  

, 00000000000000000000000000000000 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1  

Pn,: Belo,e admieislralion. Post: after adminislration. 

•:Genmいpp口匹"'-No aboonnatily. 
a:Behavior、Deaca心 mloomoloraaivily
c: Forelimb, Alop.,m 

Control (vehicle: water for injection) 

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 
. -...  -.. . . . . . .  -.  - - -......  -...  -..  -..  

......  -...  - - -...........  
CCC.CCC  CCC  CCC  CCC  CCC  CCC  CCC  

...  -.......  -............  
-..  -..........  

........  
．．．．．．  

F05049 

F05050 

F05051 

F05052 

F05053 

F05054 

FOS055 

F05056 

F05057 

F05058 

Number of females 10 10 10 10 10 

9 9 9 9 9 

c 1 I I I 1 

Pre: Before administration, Post: after administration. 

-: General appearance, No abnormality. 

c: Forelimb, Alopecia, 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 2-2-2. General conditions of female rats, satellite group 
EMEE IOOOm詠g

Fe,皿leNo 如 so fadmin~trntion 

I 2 3 4 5 6 7 8 9 IO II 12 l3 14 l5 16 17 18 19 20 21 22 23 24 25 

Pre Post Pre Post P,e Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post P,e Post P,e Post P,c Post Pre Post Pre Post P,e Post Pre Post Pre Post Pre Post P,e Post Pre Post Pre Post P,e Post P,e Post Pre Post 

F06059 - a - a - - - - - - - - - - • • - - - - • - - - - • • • • • 
F06060 - a - a - - - - • • • - - - - - - - - -..  • • • 
F0606l - a - a - - - - - - - - - - - - - - . .  - -.  - - -....  -...  - -.  - - -.  - - - - -...  -

F06062 - a - a.  • -..  • - - - - - - . . . . . . .  - - - - -....  - -.  

F06063. a - a.  - - - - - - - - -.  • • -.....  • • • 
F06064 - a - a.  - - - - - -...  • • • - - -

F06065 -a-a---・-・・  

F060≪i - a - 9 -...  • • - - - • • - - • • -...  • • • 
F06067 - a - a -..  • • - - • • -.........  • • 

F%068 - a - a - - - - - - - - - - • • - - - - - • - - - - - • • • • - - - - - - - - - - • 
N四 西offea叫"' 10 10 10 IO 10 10 10 10 10 10 10 10 10 10 10 10 10 10 lO lO 10 10 10 10 IO 10 10 10 lO 10 10 lO 10 10 10 10 10 10 10 10 10 10 10 10 10 lO 10 10 10 lO 
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a:B由avim.Dと四einlocomotor叩tiv91y
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EMEE 1000 mg,'kg 

Female No. Days ofadministrat1on 
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- JO 10 10 10 10 

C O O O O 0 

Pre: Before administration, Post: after administration. 

—:General appearance, No abnom叫ity.

c: Fore血 b,Alopecia. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 2-3-1. General conditions of female rats at the recovery period 

Control (vehicle: water for injection) 

Female No. Days of recovery 
1 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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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 2-3-2. General conditions of female rats at the recovery period 

EMEE 1000m詠g

Female No. Days of recovery 
2 3 4 5 6 7 8 ， 10 11 12 13 14 15 

F06064 

F06065 

F06066 

F06067 

F06068 

Number offemales 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

5 5 5 5 5 5 s 5 5 5 5 5 5 5 5 

-: General appearance, No abnormality. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 3-1. General conditions in dams during pregnancy 
Control (vehicle: water for injection) 

Dam No. 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 

FOJOOI 

F01002 

F01003 

F01004 

FOIOOS 

F01006 

F01007 

F01008 

FOI009 

FOJOJO 

FOlOll 

FOI012 

Number of dams 12 12 12 12 

12 12 12 12 

C O O O 0 

>: Excluded from analysis (not pregnant) 
Pre: Before administration, Post: after administration. 
-: General appearance, No abno皿 ality.

c: Fur, Hair, Coat, Pi!oerection. 

12 12 12 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 3-1 (continued). General conditions in dams during pregnancy 

Control (vehicle: water for injection) 

DamNo. 

14 

Pre Post 

15 

Pre Post 

16 

Pre Post 

17 

Pre Post 

18 

Pre Post 

Days of pregnancy 
19 20 

Pre Post Pre Post 

21 

Pre Post 

22 

Pre Post 

23 

Pre Post 

24 

Pre Post 

25 

Pre Post 

26 

Pre 

FOIOOI 

FOI002 

FOI003 

FOI004 

FOI005 

FOI006 

FOI007 

FOI008 

FOI009 

FOIOIO 

FOIOll 

FOIOI2 

Number of dams 12 

12 

゜゚
a O 0 

＞：血ludedfrom analysis (not p1噂皿t)

Pre: Before administration, Post: after administration. 

—:General appearance, No abnormality. 

c: Fur, Hair, Coat, Piloerection. 

b: Mouth, Salivation. 

a: Behavior, Decrease i n  locomotor activity. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 3-2. General conditions in dams during pregnancy 
EMEE 62.5m祉g

Dam No. Days of pregnancy 

0 I 2 3 4 S 6 7 8 9 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 

F02016 

F02017 

F02018 

F02019 

F02020 

F02021 

F02022 

F02023 

F02024 

Numberofdams 12 12 

12 12 

C O 0 

＞：邸udedfrom analysis (not pregnant) 

Pre: Before叫ministration,Post: after administration. 
-: General appearanこ Noabnonnality. 

c: Fur, Hair, Coat, Piloerection. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 3-2 (continued). General conditions in dams during pregnancy 
EMEE 62.S匹北g

D田nNo.

14 

Pre Post 

15 

Pre Post 

16 

Pre Post 

17 

Pre Post 

18 

Pre Post 

Days ofpfepJlancy 
19 20 

Pre Post Pre Post 

21 

Pre Post 

22 

Pre Post 

23 

Pre Post 

24 

Pre Post 

25 

Pre Post 

26 

Pre 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F02019 

F02020 

F02021 

F02022 
F02023 

F02024 
N皿如rofdams

- -
12 12 

12 12 

C O 0 

b O 0 
a O • 0 

>: Excluded from analysis (not pregnant) 
Pre: Before叫ministration,Post: after administration. 

—:General appearance, No abnormality. 
c: Fur, Hair, Coat, Piloerection. 

b: Mouth, Salivation. 

a: Behavior, Decrease in locomotor activity. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 3-3. General conditions in dams during pregnancy 

EMEE 250 mD']屯

Dam No. Days of pregnancy 

O 1 2 3 4 5 6 7 8 9 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 

F03025 

F03026 

F03027 

F03028 

F03029 

F03030 

F03031 

F03032 

F03033 

F03034 

F03035 

Numberofdams 10 10 

10 10 

C O 0 

>: Excluded from analysis (not pregnant) 

Pn:: Before administration, Post: after袖 IIiIIiヽtration.

-: General appearance, No abnonnality. 
c: Fur, Hair, Coat, Piloerection. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 3-3 (continued). General conditions in dams during pregnancy 

EMEE 250町白

DamNo. 
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Pre Post 
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Pre Post 
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Daysofp四匹四
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＞：邸ludedfromanalysis(not pregnant) 

Pre: Before叫ministration,Post: after administration. 

-: General appearance, No abnormality. 

c: Fur, Hair, Coat, Piloerection. 

b: Mouth, Salivation. 

a: Behavior, Decrease in locomotor activity. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 3-4. General conditions in dams during pregnancy 

EMEE 1000m蝕g

Dam No. Daysofp唸匹icy . 

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 
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>: Excluded from analysis (not pregnant) 

Pre: Before administration, Post: after administration. 

—:General appearance, No abnonnality. 
c: Fur, Hair, Coat, Piloerection. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 3-4 (continued). General conditions in dams during pregnancy 
EM EE 1000 mw'kg 

DamNo. 
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Pre Post 
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Pre Post 
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2S 

Pre Post 
26-Pre F04037 

F04038 
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＞：氏eludedfrom analysis (not pregnant) 
Pre: Before admini由tration,Post: after吋ministration.

—:General appearance, No abnonnality. 
c: Fur, Hair, Coat, Piloerection. 
b: Mouth, Salivation. 

a: Behavior, Decrease in locomotor activity. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 4-1: General conditions in dams during lactation 

Control (vehicle: water for injection) 
DamNo. Days oflactation 

゜
2 3 4 s 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre 

FOlOOl 

F01002 

FOI003 ＃ ＃ 

F01004 ＃ ＃ 

FOlOOS ＃ ＃ 

F01006 

F01007 

F01008 

F01009 

F01010 ＃ ＃ 

FOlOll ＃ ＃ 

F01012 ＃ ＃ 

Number of dams 6 6 12 12 12 12 l2 12 12 12 12 

6 6 12 12 12 12 12 12 12 12 12 

C 

゜゜゜゜゜゜゜゜゜゜゜b 

゜゜゜゜゜゜゜゜゜゜゜#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day O of lactation. 

Pre: Before administration, Post: after administration. 

—:General appearance, No abnonnality. 

c: Fur, Hair, Coat, Piloerection. 

b: Mouth, Salivation. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 4-2. General conditions in dams during lactation 

EMEE 62.5m就g

Dam No. Days oflactation 

゜
2 3 4 5 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre 

F02013 

F02014 

F02015 ＃ ＃ 

F02016 

F02017 

F02018 

F02019 

F02020 ＃ ＃ 

F02021 ＃ ＃ 

F02022 ＃ ＃ 

F02023 

F02024 ＃ ＃ 

Number of dams 7 7 12 12 12 12 12 12 12 12 12 

7 7 12 12 12 12 12 12 12 12 12 

C 

゜゜゜゜゜゜゜゜゜゜゜b 

゜゜゜゜゜゜゜゜゜゜゜#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day O of lactation. 

Pre: Before administration, Post: after administration. 

-: General appearance, No abnormality. 

c: Fur, Hair, Coat, Piloerection. 

b: Mouth, Salivation. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 4-3. General conditions in dams during lactation 

EMEE 250m詠g

DamNo. Days of lactation 

゜
2 3 4 5 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre 

F03025 

F03026 

F03027 ＃ ＃ 

F03028 ＃ ＃ C C 

F03029 ＃ ＃ 

F03030 ＃ ＃ 

F03031 ＃ ＃ 

F03032 ＃ ＃ 

F03034 ＃ ＃ 

F03035 ＃ ＃ 

Number of dams 2 2 10 IO 10 10 10 10 IO 10 10 

2 2 ， ， to 10 10 IO 10 10 10 

C 

゜゜
I l 

゜゜゜゜゜゜゜b 

゜゜゜゜゜゜゜゜゜゜゜#, Animal was叫ministeredto dosing formulation before delivery, and no abnonnality was observed on day O of lactation. 

Pre: Before administration, Post: after administration. 

-: General appearance, No abnormality. 

c: Fur, Hair, Coat, Piloerection. 

b: Mouth, Salivation. 

141 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 4-4. General conditions in dams during lactation 

EMEE 1000m詠g

Dam No. Days oflactation 

゜
1 2 3 4 5 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre 

F04037 Total litter loss 

F04039 

F04041 Total litter loss 

F04042 Total litter loss 

F04044 b Total litter loss 

F04045 Total litter loss 

F04047 Total litter loss 

F04048 Total litter loss 

Number of dams 8 2 2 

゜゜゜゜゜゜゜゜8 1 2 

゜゜゜゜゜゜゜゜C 

゜゜゜゜゜゜゜゜゜゜゜b 

゜ ゜゜゜゜゜゜゜゜゜#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day O of lactation. 

Pre: Before administration, Post: after administration. 

-: General appearance, No abnormality. 

c: Fur, Hair, Coat, Piloerection. 

b: Mouth, Salivation. 
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Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 
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Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 5-1-1 (continued). Detailed clinical observations of male rats 
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Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 5-1-1 (continued). Detailed clinical observations of male rats 

Control (vehicle:・water for injection) 

Open-field observations c) 

Male No. Urination Defecation 

Pre a -T8 b -TIS 1'24 T30 T36 T42 R7 c -R14 Pre T8 TIS T24 T30 T36 T42 R7 Rl4 

MOlOOl 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜MOI002 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜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 ゜MOI008 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜M01009 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜MOIOIO 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜MOlOll 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜MOI012 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜
Total score 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜(N) (12) (12) (12) (12) (12) (12) (12) (S) (5) (12) (12) (12) (12) (12) (12) (12) (5) (5) 

a b c 
pre-treatment; day 8 of treatment; day 7 of recovery 

Urination [ frequency/30sec ] 

Defecation［如quency/30sec] 

氏ceptthe above findings, 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, emphthalroos, 
pupillary siz.e, salivation), and c) Open-field observations(posture, e平!oration,piloerection, palpebral opening,, trermr, convulsion, 
respiratoty 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 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
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146 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 5-1-2 (continued). Detailed clinical observations of male rats 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l•E血oxy•2·(2•methoxyethoxy)ethaneby oral administration in rats 

Appendix 5-1-2 (continued). Detailed clinical observations of male rats 

EMEE (62.5 mg/kg) 

Open-field observations c) 

Male No. Urination De恥 ation

Pre a -TS b -TlS T24 T30 T36 T42 Pre T8 TlS T24 T30 T36 T42 

M02013 

゜゚ ゜゚
1 

゜゚ ゜゚ ゜゚ ゜゚ ゜M02014 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M02015 

゜
l 

゜゚ ゜゚ ゜ ゜
1 

゜゚ ゜゚ ゜M02016 

゜゚ ゜゚ ゜゚
6 

゜゚ ゜゚ ゜゚ ゜M02017 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M02018 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M02019 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M02020 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚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 1 

゜゚ ゜゚
1 

゜゚ ゜゚ ゜(N) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) 

a b 
pre-treatment; day 8 oftreatment 

Urination [ frequency/30sec J 

Defecation [ frequency/30sec ] 

氏ceptthe above findings, there were no changes in all animals; a) Cage-side observation (vocaliz.ation, treIOOr, convulsion), b) 
Observations made while handling(hcart beats, body te叩泊-ature,fur, skin/mucous membranes color, Iacrimation, exophthahoos, 
pupillary s迦，salivation),and c) Open-field observations(posture, exploration, piloerection, palpebral opening,, tretmr, convulsion, 
respiratory rate, gait, stereotypy, bmure behavior, straub tai~ vocaliz.ation, touch response, withdrawal reflex, pinna reflex). 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 5-1-3. Detailed clinical observations of male rats 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 5-1-3 (continued). Detailed clinical observations of male rats 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 5-1-3 (continued). Detailed clinical observations of male rats 

EMEE (250 mg/kg) 

Open-fieki observations C) 

Male No. Urination Defecation 

Pre a -T_S _ b -TIS T24 T30 T36 T42 Pre T8 TlS 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 1 

゜
1 

゜゚ ゜ ゜ ゜゚ ゜゚ ゜M03030 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M03031 

゜゚ ゜゚ ゜ ゜ ゜゚ ゜゚ ゜゚ ゜M03032 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M03033 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M03034 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M03035 

゜゚
1 

゜
1 

゜゚ ゜゚ ゜゚ ゜゚M03036 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜
Total score 1 l 

゜ ゜ ゜゚ ゜゚(N) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) 

a b 
pre-treatment; day 8 oftreatmen 

Urination［血quency/30sec]

Defecation [ frequency/30sec] 

氏 eptthe above findings, there were no changes in all animals; a) Cage-side observation (vocalization, trenx>r, convulsion),b) 
Observations made while handling(heart beats, body temperature, fur, skin/mucous membranes color, lacrirmtion, exophthahnos, 
pupillary size, salivation),and c) Open-flにIdobservations(posture, exploration, piloerection, palpebral opening,, trem>r, convulsion, 
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex). 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
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Appendix 5-1-4.Detailed clinical observations of male rats 
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Appendix 5-: 1-4(continued). Detailed clinical observations of male rats 
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Appendix 5-1-4(continued). Detailed clinical observations of male rats 

F.M匹 (1000mg/kg) 

Open-field observations c) 

Male No. Urination Defecation 

Pre a -T8 b -TIS T24 T30 T36 T42 R7 c -R14 Pre T8 Tl5 T24 T30 T36 T42 R7 Rl4 

M04037 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M04038 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜M04039 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M04040 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M04041 

゜゚ ゜゚ ゜゚ ゜
O・ 

゜゚ ゜゚ ゜゚M04042 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M04043 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜M04044 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜M0404S 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜M04046 

゜
I 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜M04047 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜M04048 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜
Total score 

゜ ゜
1 

゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜(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 of recovery 

Urination [ frequency/30sec ] 

Defecation [ frequency/30sec ] 

邸 eptthe above findings, there were no changes in all animals; a) Cage-side observation (vocali2.lltion, tremor, convulsion),b) 
Observations made while handling(heart beats, body temperature, fur, skin/rrrucous mermranes color, lacrirnation, exophthahms, 
pupillary size, salivation). and c) Open-field observations(posture, exploration, piloerection, palpebral opening,, tremor, convulsion, 
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocamation, touch response, withdrawal reflex, pinna reflex). 
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Appendix 6-1-1. Det ai led clini cal observations of female rat s 
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Appendix 6-1-1 (continued). Detailed clinical observations of female rats 
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Appendix 6-1-1 (continued). Detailed clinical observations of female rats 

Control (vehicle: water for injection) 

Open-field observations c) 

Female No. Urination Defecation 

Pre a -TS b - TIS T24 T30 T36 T42 T49 L c Pre T8 TlS T24 T30 T36 T42 T49 L 

F01001 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01002 1 

゜゚ ゜゚
1 

゜ ゜゚ ゜゚ ゜゚ ゜F01003 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01004 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01005 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01006 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01007 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜FOI008 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01009 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01010 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01011 1 

゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F01012 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜
Total score 2 1 1 

゜゚
2 

゜ ゜゚ ゜゚ ゜゚ ゜(N) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) 

a b c 
pre-treatment; day 8 of treatment; lactation period 

Urination [ frequency/30sec] 

Defecation [ frequency/30sec] 

恥eptthe above findings, there were no changes in all anitm)s;a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made 
while handling(behavior while removing from cage, exophthalmos, pupillary s切，salivation),and c) Open-field observations(posture, exploration, 
palpebral opening,, tremor, convulsion, gait, bmure behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex). 
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Appendix 6-1-2. Detailed clinical observations of female rats 

EMEE (62.Smglkg) 

Cage•Sueobsmatioas 
., 

血mvmg恥叩ageIObservatioas皿 dewh此 b皿 dlingb)

F口皿lcNo. Postu,c m home-cage 1<>cottt0tor w ho叩べage Handling切ba,ior Hean beats bodyt四peraIure

邸•T8b TIS 匹 T刃 T36 T42 T49 L' Pre TS TIS T24 TJO T36 T40 T49 L 応 T3 TIS T24 T30 T36 T42 T49 L Pro T8 TIS T24 T30 T36 T42 T49 L Pre 1'8 Tl5 T24 TlO T36 T42 T49 L 

FO'JJJ13 

F02014 

F0201S 

F02016 

F02017 

F02018 

F02019 

FO:!<)刃

F0:!021 

FOX氾2

FO'JJJ:?3 

FO'JJJ24 

Total score 

{N) 

2 2 2 2 

2 2 2 2 

2 2 2 2 

2 2 2 2 

2 2 2 2 

2 2 2 2 

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:O l:O l:O l:O l:O l:O 

(l2) (l2) (19) (l9) (l3 (l2) 

pre・matmeat; day 8ofmtmeot; bctationperiod 

1 : 0 

(l>) 

Posturemhomc-<agc [:?,sittmg ors匹 d口g;I、crouchingposfon I 

locomotor in ho皿べagC［2.nonml; I, decrease in locomotor activity] 

H,nd血gbchavror［こnonnaI;3.resistancel

HeanbOts ［2.nonnal; I, bradyca曲］

Bodyt四炉rature[:?, nonnal; I. hypolhcr皿a]

Fu, [ 2. nonnal; I, Moist fur] 

Skin color I Mucuou, membmn<S [ 2. nonnal; I, abno四 al(palcskin)J

l.ocrimation［2.notobs口v,:d;l,obscrv,:d] 

Piloerection［2. nonnal: 3, slight; 4. severe] 

respuato'Y rat<{ 2. nom叫；I.hypopnca] 
stereotypy［2. not observed; 3, observed ] 

touch rcspon,e[ 2. nonnal: 3, sensitive] 

I: 0 1:0 1:0 1;0 1:0 1:0 

(12) (1') {12) (12) {12) (12) 

1:0 

(11) 

222222  2 222222  2 

222222  2 222222  2 

222222  2 222222  2 

222222  2 222222  2 

2 2 2 2 2 2  2 222222  2 

222222  2 222222  2 

222222  2 222222  2 

222222  2 222222  1 

211222  2 222222  1 

2 2 2 2 2 2  2 222222  2 

2 2 2 2 2 2  2 222222  2 

222222  2 222222  2 

3:0 3:0 3:0 3:0 3:0 3:0 

(12) (12) (12) (12) (12) (12) 

3:0 

(!~) 

1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) 

1,0 

(12) 

2 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 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:O l:0 

(12) (12) (12) (12) (12) (12) 

区 cptlhe,bove伽dmgs,thcre匹 maochangesmauan皿als;a)Cag.. sideobsen,atioa(voca血tion,uemo,, coavuls ion),b)Obse,vat虹ns 四dewh上 handiin•(behav;o,while rcmovmg恥mcage, e<>phthahnos, pupilla,y s血，salivation)心adc)Opeo-field observat回ns(postum.

~'l'lorat虹n, pa加braIopmmg..mr.coavulsma, gait .b口"cbehavior.smub talvocaii,aI幻n, touch rcspoosc. w油draw3irenexpinaarelie心，

158 

l: 0 

(12) 

Fur 

Pre TS TIS T'.!4 TJO T36 T42 T49 L 

2 

2 

2 

2 

2 

2 

2 

2 

2 

2 

2 

2 

l:0 1:0 1:0 1:0 1:O KO 

〈11)((1) ((1) (11) (11) (11) 

1:0 

(I!) 



試験番号R-13-002
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Appendix 6-1-2(continued). Detailed clinical observations of female rats 
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Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 6-1-2(continued). Detailed clinical observations of female rats 

EM:EE (62.5 mg/kg) 

Open-field observations c) 

Female No. Urination Defecation 

Pre a -T8 b -TIS T24 T30 T36 T42 T49 L c Pre T8 TIS T24 T30 T36 T42 T49 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 ゜
Total score 

゜゚ ゜゚ ゜
I 

゜ ゜゚ ゜゚ ゜(N) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) 

a b c 
pre-treatment; day 8 of treatment; lactation period 

Urination [ frequency/30s ec] 

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(behaviorwhile 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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Appendix6ー1-3(continued).Detailed clinical observations offemale rats 
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Appendix 6-1-3(continued). Detailed clinical observations of female rats 

EMEE (250 mg/kg) 

Open-field observations c) 

Female No. Urination D年tion

Pre a -T8 b -TIS T24 T30 T36 T42 T49 L c Pre T8 Tl5 T24 TIO T36 T42 T49 L 

F03025 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F03026 

゜゚ ゜゚ ゜゚
1 

゜゚ ゜゚ ゜゚
2 

F03027 

゜゚ ゜゚ ゜゚ ゜ ゜ ゜゚ ゜゚ ゜゚ ゜ ゜F03028 

゜゚ ゜゚ ゜
I 2 

゜゚ ゜゚ ゜゚ ゜F03029 

゜゚ ゜゚ ゜゚
1 

゜゚ ゜゚ ゜゚ ゜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 ゜゚ ゜゚
Total score 

゜゚ ゜゚ ゜ ゜゚
s 

゜゚ ゜゚ ゜゚ ゜゚
2 

(N) (12) (12) (12) (12) (12) (12) (2) (1) (10) (12) (12) (12) (12) (12) (12) (2) (1) (10) 

a b c 
pre-treatment; day 8 of treatment; lactation period 

Urination [ frequency/30sec] 

Defecation [ frequency/30sec] 

F.xcept the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, trerwr, convulsion), b) Observations made 
while handling(behavior while removing ftom cage, exophthalmos, pupillazy s血,,salivation), and c) Open-field observations(posture, e平!oration,
palpebral opening,, tremor, convulsion, gait, bizarre behavior, straub tail, vocalizatioμ, touch response, withdrawal reflex, pinna reflex). 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 6-1-4. Detailed clinical observations of female rats 
即 EE(IOOOmglkg) 

FemaleNo 

F04037 

F040遠

F04039 

F04040 

F04041 

F04042 

F04043 

R畑

F04045 

FO郊

F04047 

F侶 鑢

Tolalsco"' 

(N) 

Cage-side obse,vations 

Poslummhome-<age 

邸・TI!bTIS T24 T刃 T36 T4" T49 L c 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 LO 1:0 

('") (12) (12) (12) (]:!) (12) (I) (0) (4) 

pre-treatment; • day g oftrea血en1；臼ctat畑nperiod

Posturembome<age[2shtingors1皿 ding;I. crouchmg posn加］

Locomotor in home-cage [:?, aonnal; I. decrease in !ocomotomtivny J 

Handling behavior［ユnom叫； 3,res四 ace]

Heart beats［ユnormal;I. bradyc叫臼 l

Body temperature [:?,aonaal; I, hypotherrnin] 

Fur［:?,normal: I.Moist fur] 

Skin color I Mucuous membmnes {:?, normal; I. abnonnal(palcskinJ] 

Lacrimation [:?,notobse,vcd; l,obse,ved] 

Piloerection t :?, nonnal; 3. slight; 4. severe] 

respiratory mte{:?, nonnal; I, hypopnea] 

stereotypy[:?, not obse,ved; 3, obsむ ved]

touchresponse[ 2 nom叫 3.s血 snivel

Locomotorm●omo-cage 

Pre T8 TIS T24 TJO T36 T42 T49 L 

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) (I:?) (12) (11) (12) (12) (I) (0) (4) 

Removillg from cage/Ob,四•血ns 四dewhile handling •> 
Handling bebav血・ Hoanbea!S 

脳 T8 T15 T24 T^ 該 T42 T49 L Pre T8 TIS T24 TJO TJ6 T42 T49 L 

222222  

222222  

223222  

2 2 2 2 2 2  

2 2 2 2 2 2  

2 2 2 2 2 2  

2 2 2 2 2 2  

222222  

222222  

222222  

2 2 2 2 2 2  

2 2 2 2 2 2  

3:0 3:0 J: I 3:0 3:0 J:O J:O J:0 3:0 

(1') (1') (12) (1') (1') (1') (I) (0) (4) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(ll) (ll) (ll) (ll) (ll) (ll) (I) (0) (4) 

bodyte町9erature

Pre T3 TIS T24 T30 Tl6 142 T49 L 

2 2 2 2 2 

2 2 2 2 2 

2 2 2 ~ 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 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 

(11) (11) (11) (11) (11) (11) {I) (OJ (4) 

E.:ept the above lindinos, th= were no changes in allanima~; aJCage-sideobse,vatioo (voca血t幻n,tremor. convu~ion).b)Obse,vat!ons made while handling(bebavior wbile removing如mcage.eopbtha血os,pupillarysia:、salivation).aodC)0pen・6eldobse,vations(posIum.
e平!orafon.palpcb1>l open mg．．血a,o,,coovubion,gait, bimrre behavior, straub tail. voe,血ation.touch respoasc.、̀thdrawalrefl•~ pinna rcfle,), 
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Fur 

Pre T8 Tl5 T24 TJO T36 T42 T49 L 

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 

(U) (I!) (12) (l!) (I!) (I!) (I) (0) (4) 



試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

rUNo. IOuch,a四い

枷 "TIS四 nonヽ T心 T囀 L

2 2 2 2 2 2  

2 2 2 2 2 2  

2 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  

222222  

2 2 2 2 2 2  

222222  

222222  

2 2 2 2 2 2  

aa0叩y

Pl< 11 TIS T:!4 TJII Tl6 T42'I'嶋 L

2 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 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 3 2 2 3 

2 2 2 2 2 

2

2

2

2

、-
9
-
9
-
2
2
2
2
2

四 nIOry.... 

" " TIS口 TJO匹 TCT嶋 L

222222  

222222  

222222  

222222  

222222  

222222  

222222  

222222  

222222  

222222  

222222  

222222  

0...“iob9 ... “io"'●9 

l'iklu“  

Pio Tl TIS TJ4 T.J0 TJ6 Tな T尋I L 

2 2 2 2 2 2 

2 2 2 2 2 2 

2 2 2 2 2 2 

222222  

222222  

222222  

222222  

2 2 2 2 2 2 

222222  

222222  

2 2 2 2 2 2 

2 2 2 2 3 2 

Appendix 6-1-4(continued). Detailed clinical observations of female rats 
a、EE(IIXXJ四

珈mIng丘a..I•IObserv1tlons —ie呻馳血直n，●9
scclorIMu(UOIIII庄u b l l W e , .flillHIh●I

● ● c "’" T15四 noT36 T42 T嶋 L- P1w Tl TIS T潟 noT36 TO T伶 L

2 2 2 2 2 2 2 2 2 2 2 2 

222222  2 2 2 2 222  

222222  2 222222  

222222  2 2 2 222  

2 222222  222122  

2 2 2 2 2 2 2 2.  2 2 2 2 

222222  l 2 2 2 222  

2 2 2 3 2 •2 2 2 2 2 2 2 

2 2 2 2 2 2 2 2 2 2 2 2 

222222  2 2 2 2 222  

222222  2 2 2 222  

222222  2 2 2 222  

H
-
Hi

H
U
H
 
To饂1̀on,

(N) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(l:!) (12) (Iコ(I:!)(I:!) (12) (I) (0)（嶋）

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(I3 (13 (13(13 (Il) (13 (1) (0) (ヽl

3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 l:O 

(I:!) (12) (I:!) (12) (12) (12) (I)(0) (•) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(I:!) (I:!) (I:!) (I:!) (I:!) (12) (I) (0) (4) 

3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 

(ll) (I:!) (I:!) (I:!) (I:!) (ll) (I)(U) (4) 

3,0 3:0 3, I 3:0 3:0 3,0 3:0 3,〇3,0

(ll) (ll) (ll) (ll) (ll) Ill) 11) IOI (4) 

肛“mIII91II•“y BofII"UI量1•• 一pOliod

Po•mm in ho皿よ畠駅[:!.•臼t匹 orsllnding;1．口直函n‘”‘IUonl
血 OIID皿

Handling boll釘 lor[2叩11111l:J....臼皿,e]

ぼ編"9...I[:!,nom叫； I.bra如皿血］

BodyIIJIIumIIIIdに 匹 日“;1.h)'IJO1hm由）

Pur[2.....I: 1.MOBlllrrl 

細 color/M砥uo..,19』I‘’'血 叫 [2a0IIIIIKI.,hnom"'(paleskinll
19fr圃lion[:!.notob●鬱＂d：1.ob“"“l 
l'iloい四 12匹m祉3. 1軸t;4•m... I 
rapiratoly11to(:!...11111l:I上ypopo町
11oroocypy{ l not ob10Md: J.observed I 

IOw:hm9..＂［こ mm叫JJos如 I

応olb•止＂e 酬ine9.lb......... 血•翫I in1lmimak:a)Ca1...ilo ob1orv11lon (v≪aliallon. trem>r, c011YUIIlon~ bl Ob1orv11lon"叫•呻枷hnn雌nt(b曲mlor--gliOlncage,田神9hIh p叩llllly slzo. 11恥lion~皿de)伍•血ゆ“"•11ons (pol..... 
”lomtion."加Into”嶋じtrem>r. COJl直Ion,讐K．油meb曲屯．．lmlb llil,畑•IhIion 10W:b...po....wi1lld.. wal叫let,p血...血
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 6-1-4(continued). Detailed clinical observations of female rats 

EMEE (1000mg/kg) 

Open-field observations c) 

Female No. Urination Defecation 

Pre a -T8 b -TIS T24 no T36 T42 T49 L c Pre T8 Tl5 T24 T30 T36 T42 T49 L 

F04037 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚F04038 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F04039 

゜゚ ゜゚ ゜ ゜ ゜゚ ゜゚ ゜゚ ゜F04040 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚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 ゜
1 

゜ ゜゚ ゜゚ ゜゚ ゜ ゜(N) (12) (12) (12) (12) (12) (12) (1) (4) (12) (12) (12) (12) (12) (12) (1) (4) 

a b c 
pre-treatrrent; day 8 of treatment; lactation period 

Urination [ frequency/30sec] 

Defecation [ frequency/30sec ] 

氏ceptthe above findings, there were no changes in all animals; a) Cage-side observation (vocalization, treroor, convulsion), b) Observations made 
while handling(behaviorwhile removing from cage, exophthalroos, 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-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 6-2-1. Detailed clinical observations offemale rats, satellite group 
Control (vch~Jc, water fo, mjcct加）

Cagc-,.teo畑er,ations●)

Posture m homo-cog, 

Pre-T3- TIS 124 TlO TI6 T4! R7- Rl4 

Female No. Loco匹 torin home-<:agc 

Pre T8 TIS Tel TJO TJ6 T4e R7 Rl4 

Removing from cage I Observations made while bandliDg bl 

比1ndliDgbehavior Heart beats 

Pre T& TIS T21 TJO TJ6 T42 R7 Rl4 Pre T& TIS T2I TJO TJ6 T42 R7 Rl4 

body［四,pcrature

Pre Ill TIS TII 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 

Fu, 

Pre T8 Tl5 T2I TJO Tl6 T42 R7 Rl4 

FO5049 

FO5050 

F05051 

F0505l 

F0505J 

F05054 

F05055 

F05056 

F05057 

FO匁58

r
 

Total score 

(N) 

l:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1;O 

(10) (10) (10) (10) (10) (10) (10) (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) (S) 

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) 

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) 

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) 

l : 0~ 1: 0 1 : 0 1: 0 1: 0 1: 0 1 : 0 1: 0 1 : 0 

(10) (10) (10〉(10)(10) (10〉(10) (>) (>) 

pr .. treatment;・ day 8of1Jeatrnent: -day 7 ofrecov叩

Posture in ho皿心age[:!.sittmgorst皿ding:I.crouching position J 

血 omotorin home心age[l. nonnal: I. decrease in tocomotoractivity J 

Handling behavior [,, nonnal; 3. rcsstance J 

Hean beats [ l nonnal; I, hradycanlia J 

Body temperature [l nonnal: t. hypothero血］

Fur [:,, norma, I. Most fur J 

Skin color I Mucuous membranes［ユnormal:I. abnom叫］

Lacrimation [ l. not observed; !,observed J 

Pilocrection (2. nonnaH slight; 4, severe] 

respiratory rate[ l nonnal: I. hypopnea] 

stereotypy(:,, not obse,ved: 3, observ叫］

touch response[:,, nonnal; J. sens hive J 

F..:ept the above findings、tbcrew匹 nochanges in all an畑•~:a) Cage-side obse,vation (vocalizltion, tretmr, convu~ion),bJ Obs口vation, madewb血•四dling(b,hav iorwhileremoving釦mcage,emphtha血os, pupillaヮ s切． salivation),and c) Open-field obsen,ations（加SIme.

e.,q,lora1ion、palpebralopening.、 "am『,convu~ ion.eait, bi,an-e behavior, straub tail, vocalizltion、touchresponse. Mthdrawal re紐＼pinnarelle.'<).
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

FemileNo. 

Appendix 6-2-l(continued). Detailed cl血calobservations of female rats, satellite group 
Oxnrol(vehicle:四teriorinjo,加n)

血m血い虹na../<I,•四lions... d.whK臼叫伽gb9

SmcolorlMロェm“'“』bun.. ,』99i99MIhn．． 
応 n; TIS T` TIO T36 T42瓦7.Rl4 Pre T8 TIS T'.!4 TlO 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 

四位“o,y,ale

... T8 TIS T24 TJO TJ6 T42 R7 Rl4 

m叫四p01l5e

ne T8 T15 T TJO T T●2 R7 Rl4 

2
-
2
-
9
-
2
-
2
-
9
-
9
-
『
一

9
-
2
-

2
-
9
-
9
-
9
-
2
-
2
-
9
-
9
-
9
-
2
-

St"'°'ypy 

Pie T8 TIS T24 T30 Tヌ T心 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
-
9
-
9
-
2
-

2

2

9

-

9

-

2

2

2

-

9

』

9
-
2
-

2

2

令
一

9
-
2
-
2
-
9
-
2
2
2
-

Open-fieldobservationsCI 

Pilou叫 n

応'Ill TIS T:>I 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 

t
一
〖
i
i
i
〖
一
一
[

TotaISC匹

(N) 

：ヽ0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(10) (10) (10) (10) (10) (10) (10) (S) (5) 

'」0 1:0 1:D I:D I:D I:0 1:D I:0 1:0 

(10》(10)(10) (IO) (IO》(IO) (IO) (S) (S) 

J:O 3,〇3'0 3:0 3:0 3:0 3:0 3:0 J:O 

(10) (10) (10) (10) (10) (101 (10) (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) (IO) (S) (S) 

3:0 1:0 3:0 3:0 3:0 1:0 3:0 3:0 3:0 

(10) (10) (10) (10) (10) (10) (10) (SJ(S) 

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) (S) (S) 

pre-It叫"'""-day8ofu日III>-119- day70fmovcy 

如tureinhome心,ge［ユs̀tingorstandin広’・=心mgposnml
UJCOID>IOrin home-<age [ 2.瓜m叫 I.deaase m klcom,tor activny J 

ffョndlingb屯 vior[ 2. nonmt 3, "•ataoceJ 
枷artbeats [ 2. nonml; I．如曲心曲l

Bodyt....,.,.tun:［ユnom祉 I.hypothemia I 

匹［ユ匹mnl;1.MomtfurJ 

SkincolorIMucuou911"'hl●IIe ［ユOO四 KI.aboormag
lacm,11ion [2.notobscrvod; l.obscrvod] 

Piloer叫ion ［ユ DO暉ik 3, 9馳~4.scvcrcJ

四pira四iatc(2.nolDIII;I．切popneaJ

Sl"""1yt”［ユDOtobs日vod;J,obsor匹 d]

to叫=po..c(2. nom吐l. •..s袖•l

応叩th••bove liDdings.th""'W匹nochanges io all aoirrols;aJOI四・・-曾幽n(vocalizn畑．ー・血匹磁叫blOsm砥心皿de曹嵐山叫曰伽細vior呻 釦ul"iug血mca鬱ぶ0沖thョ加s.pupillarysbo.salivationia叫 c)Open細obselVllions(posture.
e;;plonlion閂加hralopening. .111暉or.convukio重9雌．bimre h中•ior.stnub tail.••ぐal臼tion. touch tらいいe-m止pal1lam釦ヰ
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane 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 -T8 b - TIS T24 T30 T36 T42 R7 c -Rl4 Pre T8 T15 T24 T30 T36 T42 R7 Rl4 

F05049 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜FOSOSO 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F05051 1 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜F05052 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜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 1 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜(N) (10) (10) (10) (10) (10) (10) (10) (5) (5) (10) (10) (10) (10) (10) (10) (10) (5) (5) 

a b c 
pre-treattnent; day 8 of treatment; day 7 of recovery 

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, exophthabnos, pupillary size, salivation), and c) Open-field observations(posture, e平(oration,palpebral opening,, tremor, convulsion, gait, bii.arre 
behavior, straub tail, vocal迄1tion,touch response, w祖1drawalreflex, pinna reflex). 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 6-2-2. Detailed clinical observations of female rats, satellite group 
EMEE (1000呻樗）

Female No 

F060S9 

F06060 

印 6061

印 6062

細 63

R細

R細

FO碑

F0~7 

F06068 

Totalscom 

(N) 

Cage-sideobse.va血ns

Posture in ho匹-cage

Pre -T8 -TIS T24 TlO Tl6 T42 R7 R14 

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 

(10) (10) (10) (10) (10) (10) (10) (5) (5) 

Pre・Iream血；<lay8oftr,aUUenl; • day ?ofm:ove,y 

Poslureinhom心 age[ l sitting orslanuing; I、crouchingpos加 n]

u,corrotor in ho匹べage[ l nonml; I.decrease in rocom,toraclivily] 

Hand血gbehavior ['.nonral; 3.resistance] 

H,.rt beats [ 2. nonml: I. bradycam~ J 
Bodyt匹•rature[lnonm~ l,hypolhem臼］

Fur [J.nom咄 l,Moistfur)

Skin coror I Mucuous匹呻ranes[2.nom北 l.abno1J111l]

ucrimation (2. not observed: I, observed l 

Pi!ocrection [ l nom祉 3.slight; 4-sev匹 l

respiralo,y rate[ l nom11l; I. hypopnea] 

stereoly函lnot observed; 3, observed ] 

touchr臼ponse［ユnonml;J. sensitive] 

loconnto『i11home心ge

Pre TS TIS T24 TlO 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 

l:0 1:0 l:O 1:0 1:0 1:0 1:0 1:0 1:0 

(10) (10) (10) (10) (10) (10) (10) (5) (5) 

Re叩ving恥mcageIObservalions四 de呻ilehandlingb9 

Handling behavior Head bea!S 

Pre T8 TIS T24 TJO T36 T42 R7 Rl4 Pre T8 TIS T24 TJO TJ6 T42 R7 Rl4 

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) (S) (SJ 

2 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 2 2 2 2 

2 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 

(10) (IO) (10) (10) (10) (10) (IO) (5) (5) 

body ten-.,eratllfe 

Pre TS TIS T:?4 T30 T36 T42 R7 Rl4 

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  

2 2 2 2 2 2 2  

2222222  

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) (IOJ (10) (IOJ (10) (10) (10) (SJ (5) 

E℃叩tthe above findmgs. there wete no changes in allanmuls; a)Cagc-sK!e observation (vocalizltion, 1rerro,,convulsion), b)Observations匹 dewhilehanu血g(beh"・iorwhilererroving fiomcagc.eIDphlhahros,pup退町 9血：、solivation).,ndc) Open-fielu obse,vations(posture. 
e平loralion.palpcbral open mg., u,rror. convukion, gait. bi,arrc behavior, s血 ub!ail vocalizltion. touch心ponse.wilhdrawalreoexpinnareoe3. 
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Fur 

Pre T8 TIS T24 TlO Tl6 T42 R7 Rl4 

1,0 1,0 1'0 1,0 1,0 1,0 1,0 l,O 1,0 

(10) (10) (10) (10) (10) (10) (10) (5) (5) 



試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 6-2-2(continued). Detailed clinical observations offemale rats, satellite group 
四匹(1000q'紐）

Removing如mcage/ Obs,..西皿皿dcwhilc ha叫血•"
細 oolorIMImIml999919‘’"'"{ LK巾mtion

応 "TIST2.ATIO TJ6 T42 RT RI4 Ph: lB TIS T24 TIO T)6 T心 R7 RI4 

Fenalello. 

0pen-fic1dobsmationse) 

Pilo-• 

Pre TS TIS T'..4 TJO TJ6 T42 R7 Rl4 

2 

2 

2 

2 

2 

2 

2 

2 

2 

2 

四心匹叫•

Pre T3 TIS T2、TIOTJ6 T心凰7 Rl4 

Siem,畑

応 T8 TIS DI TJO T36 T42 置7 Rl4 

to叫し4叫...

Pre TS TIS DI T30 T36 T心 R7 IU4 

9
-
2
2
2
9
-

9
-
9』

2
2
-
9
-

2

2

2

2

2

2

2

2

2

2

 

9
-
2
9
-
9
-
2
-
2
2
-
2
-
2
-
2
 

2
2
-
2
-
2
2
 

9
-
2
-
9
-
2
2
2
2
2
2
2
 

9
-
9
-
9
-
2
2
2
9
-
2
2
2
 

9
-
9
-
2
-
2
9
-
9
-
2
2
-
9
-
9
-

9
1
9
-
2
-
2
-
9
-
9
-
2
2
-
9
-
9
-

9
-
9
-
2
-
2
-
2
2
2
2
-
2
-
2
-

9
-
9
~
2
2
2
2
2
9
-
2
2
 

9-9

<

9-9-2-29-22-2-

=

i

-

=

-

i

-

―

―

 

9
~
9
-
2
-
2
-
9
-
2
9
-
9
-
9
-
9
-

?
-
9』

2
-
2
9
-
9
~
2
-
2
9
3
9
-

9
-
9
-
9
a
9
3
9
4
-

9
-
9
-
9
1
9
3
9
-―
 

Total“如

(N) 

l: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) 

l:0 1:0,:0 1:0,:0 1:0 1:0 9:0 9:0 

(10, (IOJ (10, (10, (10) (10) (10) (SJ (SJ 

3:0 J:O 3:0 3:0 3:0 3:0 3:0 3:0 3:0 

(10) (101 (10) (10) {10) (10) {10) (SJ (SJ 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(10) (10) (10) (10) (IO) (10) (10) (5)(S) 

J: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) 

3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 

(10) (10) (10) (10) (JO) (10) (JO) (S) (S) 

pre-treatnmt;-day8ofw,着1men1;-day7of庄いay

Postu..bl homo<aac [ 2. s~tiog or standilg; I, auuchilg pos;tion I 
lomm.,rm home-age [ 2, nom吐 !,doc.....m如 mm.,nctivity]

Handling behavior [2.nom軍K1ms虹lanceI 

Heart boats [ 2.nonn止l,bmlycanlia)

Body IC叩 cmturc[2. nonml; I, h加血呻l
Fur [2.nonml; l,Mo迫fur]

細 color/Mucuous n,no叫es[2.nom祉 1,aboomn

Lacrimation [ 2, not obs,n砧 1,obsc,vedI 

ゅ u叫ion[2,nom叫；J.9蒻hじ4,severe]

四pntoryrate[2,n匹 叫 I,hypopooa) 

sterootypy[ 2. not obs...祉J.obscrved]

touch mponse[2.nonml; 3,s匹紐e]

E'C叩tthe•bo..6ndin印•th........noeb•ng..in ala血mIs;a)0ge-sueobsevalion(VOmrmIinn mr.onvulsio•nbIObsロ正msmade叫曲山andlng(b由m虹·叫曲叫』““'gi,;四口G叩htham>s,pu祉血y s.....aliv•tionぃ •ude)q心1.field obsavatio..(posture.
匹 lomllon.palp如Iopcning,, tremor, convulsion, 1•え baam,behavior, s .. ub tail vocali:ration. touch re竺po記e面山由m匹 Im釦x呻mam釦』
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

EMEE (lOOOmg/kg) 

Open-field observations cJ 

Female No. Urination Defecation 

Pre a -TS b -TIS T24 T30 T36 T42 R7 c -Rl4 Pre T8 T15 T24 T30 T36 T42 R7 Rl4 

F06059 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F06060 

゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜F06061 1 1 

゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜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 ゜
1 

゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜F06066 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜F06067 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜F06068 

゜゚ ゜゚ ゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜
Total score 1 1 

゜
1 

゜゚ ゜゚ ゜ ゜゚ ゜゚ ゜゚ ゜゚ ゜(N) (10) (10) (10) (10) (10) (10) (10) (5) (5) (10) (10) (10) (10) (10) (10) (10) (5) (5) 

a b c 
pre-treatJnent; day 8 of treatment; day 7 of recovery 

Urination [ frequency/30sec ] 

Defecation [ frequency/30sec ] 

血 eptthe above findings, there were no changes in all animals; a) Cage-side observation (vocal迦tion,tremor, convulsion), b) Observations made while handling (behavior 
while removing from cage, exophthalmos, pupillary size, salivation), and c) Open-field observations(posture, e平loration,palpebral opening,, tremor, convulsion, gait, b涵rre
behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex). 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 7-1-1. Body weights of male rats 

Control (vehicle: water for injection) 

Male No. Days of administration 

I 4 7 14 21 28 35 42 

MOIOOI 408.3 422.3 431.6 453.6 470.6 494.l 518.1 S21.8 

M01002 427.6 439.2 447.4 465.3 478.9 501.0 518.8 524.4 

MOI003 388.3 397.3 413.3 437.7 449.7 467.4 476.4 483.7 

MOI004 449.2 469.7 479.2 496.4 507.6 524.1 553.5 560.2 

MOIOOS 381.6 387.5 395.3 407.7 427.3 443.8 447.4 456.5 

MOI006 402.4 404.2 418.1 444.4 468.6 490.6 511.7 523.9 

M01007 416.8 431.9 447.9 478.8 507.1 532.6 554.7 577.l 

M01008 384.6 392.8 399.3 411.6 423.5 442.1 457.4 463.3 

M01009 413.8 426.7 435.7 463.5 492.9 529.6 551.0 549.5 

MOIOIO 435.0 452.7 466.6 505.6 511.3 533.4 569.3 593.8 

MOlOll 414.7 419.1 425.1 440.1 457.1 478.4 490.3 508.0 

M01012 422.0 428.9 443.8 467.7 483.4 515.1 528.5 543.4 

Number of males 12 12 12 12 12 12 12 12 

Mean 412.0 422.7 433.6 456.0 473.2 496.0 514.8 525.5 

S.D. 20.5 24.6 25.3 30.0 29.7 32.8 39.9 42.8 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 7-1-2. Body weights of male rats 

EMEE 62.Sm詠g

Male No. Days of administration 

1 4 7 14 21 28 35 42 

M02013 398.l 411.5 423.7 445.0 469.1 486.5 501.6 516.1 

M02014 415.0 428.6 448.3 467.8 488.7 516.6 531.3 540.4 

M02015 426.6 440.2 441.2 454.2 464.8 477.7 491.9 502.8 

M02016 397.6 399.8 411.6 429.0 443.9 464.7 477.9 489.5 

M02017 396.4 414.7 422.6 442.8 458.9 475.3 494.8 502.6 

M02018 437.3 452.9 462.2 488.5 504.7 529.5 547.7 566.0 

M020l9 438.5 450.2 452.8 473.9 493.4 523.4 538.8 569.0 

M02020 400.4 410.8 419.0 452.2 464.6 480.8 496.5 518.3 

M02021 394.8 397.8 407.6 428.9 457.8 473.9 482.5 489.2 

M02022 383.0 394.4 403.3 415.3 427.0 446.9 456.6 462.4 

M02023 405.9 413.6 429.2 454.0 471.6 492.8 509.6 530.6 

M02024 382.3 391.3 393.8 409.0 421.9 433.3 445.4 456.8 

Number of males 12 12 12 12 12 12 12 12 

Mean 406.3 417.2 426.3 邸．7 463.9 483.5 497.9 512.0 

S.D. 19.1 21.3 21.2 23.6 24.9 29.1 31.0 35.8 

Significance NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN 

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. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 7-1-3. Body weights of male rats 

EMEE 250m詠g

Male No. Days of面ministration
4 7 14 21 28 35 42 

M03025 438.9 447.8 458.4 477.2 495.9 520.7 550.9 559.8 

M03026 415.3 429.1 441.l 465.8 476.3 497.0 509.6 516.3 

M03027 393.8 401.9 414.1 438.3 442.7 463.3 480.2 485.4 

M03028 410.3 422.9 434.8 455.2 477.7 496.7 517.7 533.0 

M03029 432.4 446.4 462.4 485.2 502.3 519.4 529.3 536.4 

M03030 380.2 397.7 397.8 422.0 433.4 452.5 464.3 475.4 

M03031 430.7 449.9 464.0 500.6 527.9 548.7 571.4 596.9 

M03032 383.7 397.0 406.7 437.5 449.4 465.6 482.1 495.9 

M03033 414.7 426.7 442.1 456.4 477.2 501.5 523.1 530.8 

M03034 407.7 420.1 438.6 470.2 503.2 529.l 559.1 573.4 

M03035 410.8 425.9 441.9 463.3 468.3 492.8 519.4 531.8 

M03036 414.2 424.8 434.7 470.4 496.4 522.3 523.8 549.4 

Number of males 12 12 12 12 12 12 12 12 

Mean 411.l 424.2 436.4 461.8 479.2 500.8 519.2 532.0 

S.D. 18.3 18.3 21.1 21.9 27.8 29.2 32.3 35.6 

Significance NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN 

NS: Not significantly different from the control l!fOup. 
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. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 7-1-4.Body weights of male rats 

EMEE lOOOmwkg 

Male No. Days of administration 

1 4 7 14 21 28 35 42 

M04037 408.3 400.2 412.7 447.3 471.4 504.9 523.2 517.4 

M04038 386.1 379.2 386.2 398.4 413.2 434.1 444.1 448.8 

M04039 414.4 424.2 429.5 450.9 461.6 469.9 480.8 475.1 

M04040 422.4 432.5 449.5 467.6 490.8 499.7 525.7 541.2 

M04041 428.7 432.3 450.6 480.5 481.4 511.9 534.8 529.6 

M04042 422.2 425.5 429.8 456.3 473.1 495.7 511.8 531.2 

M04043 410.5 426.7 434.0 462.4 481.9 493.0 503.3 S19.0 

M04044 376.3 382.1 394.9 423.7 430.7 443.1 448.2 461.9 

M04045 404.4 412.4 431.6 460.6 474.7 497.7 512.0 522.3 

M04046 435.3 441.3 460.8 491.7 509.3 531.6 542.0 559.7 

M04047 381.3 382.6 393.9 426.5 444.4 454.8 467.9 474.9 

M04048 387.6 400.8 416.6 444.2 463.4 487.4 503.5 523.4 

Number of males 12 12 12 12 l2 12 12 12 

Mean 406.5 411.7 424.2 450.8 466.3 485.3 499.8 508.7 

S.D. 19.6 22.0 23.9 25.6 26.4 29.l 32.6 34.7 

Si印ificance NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN 

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. 
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試験番号R-13-002

Combined repeat dose and reproductive/dev.elopmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 of recovery 
7 14 

M01008 469.0 481.8 484.9 

M01009 539.3 573.8 578.1 

MOIOIO 581.2 608.0 617.1 

M01011 504.8 520.6 527.7 

MOI012 544.6 552.0 540.9 

Number of males 5 5 5 

Mean 527.8 547.2 549.7 

S.D. 42.6 48.5 50.3 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

EMEE 1000m叙g

Male No. Days ofrecovery 

1 7 14 

M04044 459.9 473.3 472.6 

M04045 525.5 545.6 544.0 

M04046 566.6 577.4 584.8 

M04047 478.4 498.9 498.7 

M04048 528.2 543.7 544.9 

Number of males 5 5 5 

Mean 511.7 527.8 529.0 

S.D. 42.6 41.3 43.8 

Significance NS NS NS 

Statistical method TT TT TT 

NS: Not significantly different from the control宮oup.

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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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 

FOIOOI 274.2 270.7 280.5 297.5 

F01002 269.4 273.9 274.4 288.6 

F01003 2622 269.3 267.5 280.6 

F01004 263.3 276.9 278.2 306.9 

FOI005 243.3 238.6 243.5 245.0 

FOI006 285.0 290.8 295.7 306.2 

F01007 247.7 259.6 268.9 273.5 

F01008 217.0 211.0 217.2 225.8 

FOi()()9 280.0 280.0 290.4 304.6 

FOIOIO 241.2 246.6 238.7 244.4 

FOIOll 278.4 296.1 305.8 315.4 

FOIOl2 247.9 255.1 254.9 263.4 

Number of females 12 12 12 12 

Mean 259.1 264.1 268.0 279.3 

S.D. 20.1 23.7 25.6 29.2 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 8-1-2. Body weights of female rats 

EMEE 62.5m叙g

Female No. Days of administration 

4 7 14 

F02013 255.6 258.6 259.1 259.6 

F02014 244.4 260.1 264.0 276.5 

F02015 285.5 288.2 289.1 299.9 

F02016 258.6 263.l 277.3 297.5 

F02017 269.3 277.2 276.3 281.8 

F02018 262.1 271.8 269.7 293.8 

F02019 262.7 273.1 268.9 296.3 

F02020 275.2 280.8 277.7 280.3 

F0202l 245.2 245.9 259.5 269.3 

F02022 289.3 287.2 302.5 315.3 

F02023 287.6 299.5 309.0 320.4 

F02024 246.6 241.1 256.6 271.5 

Number of females 12 12 12 12 

Mean 265.2 270.6 275.8 288.5 

S.D. 16.4 17.5 16.9 18.5 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

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. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 8-1-3. Body weights of female rats 

EMEE 250tll詠g

Female No. Days of administration 

I 4 7 14 21 28 35 42 49 

F03025 272.3 265.8 287.1 291.6 

F03026 271.0 290.6 289.5 304.1 

F03027 267.7 287.6 287.5 286.2 

F03028 243.l 247.8 249.6 267.3 

F03029 262.8 266.3 260.3 274.4 

F03030 220.2 239.6 246.5 245.4 

F03031 248.4 260.l 263.7 270.3 

F03032 251.7 253.4 263.l 274.8 

F03033 256.1 268.6 262.5 276.7 

F03034 258.8 275.2 272.3 286.8 

F03035 237.4 248.7 256.4 261.9 

F03036 278.5 293.3 298.5 315.3 357.8 395.7 353.6 359.6 368.5 

Number of females 12 12 12 12 

Mean 255.7 266.4 269.8 279.6 

S.D. 16:7 17.7 17.0 18.8 

Significance NS NS NS NS 

Statistical method AN AN AN AN NA NA NA NA NA 

NS: Not significantly different from the control gJ:oup. 

AN: Analysis by variance (one-way layout). 
U A: 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-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 8-1-4.Body weights of female rats 

EMEE 1000m詠g

Female No. Days of administration 

4 7 14 

F04037 275.6 285.6 279.4 297.9 

F04038 235.6 247.5 240.2 255.7 

F04039 252.2 272.0 297.2 276.0 

F04040 252.0 255.4 269.2 272.9 

F04041 255.7 270.6 278.5 281.5 

F04042 287.6 294.5 292.l 318.3 

F04043 284.7 296.2 288.7 312.9 

F04044 252.7 261.4 268.1 285.3 

F04045 275.2 291.5 305.2 293.6 

F04046 259.5 266.9 280.l 279.7 

F04047 253.8 273.5 275.1 290.0 

F04048 245.3 254.6 261.8 275.1 

Number offeinales 12 12 12 12 

Mean 260.8 272.5 278.0 286.6 

S.D. 16.2 16.4 17.3 17.4 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

NS: Not significantly different from the control group. 
AN:An叫ysisby 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. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 

l 4 7 14 21 28 35 42 

F05049 292.9 305.8 311.3 328.1 362.7 386.1 387.9 389.9 

F05050 263.2 281.4 288.0 302.9 304.1 323.9 340.2 335.2 

F05051 280.5 280.5 299.3 310.4 312.2 314.4 326.7 337.9 

F05052 244.7 247.4 253.6 269.4 270.3 290.1 287.6 290.8 

F05053 279.3 285.8 292.9 292.7 305.3 322.3 327.1 321.5 

F05054 263.4 266.3 264.6 264.3 266.1 284.1 290.9 289.5 

F05055 246.l 263.5 269.4 273.9 269.6 280.9 286.8 285.8 

F05056 240.1 248.5 244.0 249.3 246.6 260.3 257.1 275.2 

F05057 246.1 262.3 268.1 271.6 270.9 288.4 291.3 295.6 

F05058 241.3 239.9 249.8 260.3 278.8 284.5 306.l 309.8 

Number offemales 10 10 10 10 10 IO 10 10 

Mean 259.8 268.1 274.1 282.3 288.7 303.5 310.2 313.1 

S.D. 19.0 20.4 22.7 25.1 33.2 35.3 36.7 34.4 
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試験番号R-13-002

Combined repeat dose and repro血ctive/developmentaltoxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 8-2-2. Body weights offemale rats, satellite group 
EM EE 1000 mwkg 

Feinale No. Days of administration 

I 4 7 14 21 28 35 42 

F06059 256.7 259.2 271.7 268.0 284.5 289.9 299.6 297.6 

F06060 220.6 229.2 232.2 232.9 258.3 257.1 270.8 271.7 

F06061 287.S 288.4 298.1 308.3 320.4 320.9 327.6 330.8 

F06062 270.3 271.0 287.7 281.3 301.8 315.4 319.3 316.8 

F06063 286.4 295.9 298.3 307.4 307.2 313.3 312.3 314.5 

F06064 262.5 268.2 281.l 294.6 310.3 322.2 322.5 339.6 

F06065 256.8 256.7 270.6 266.4 277.0 298.4 284.7 299.6 

F06066 263.8 278.2 294.4 328.9 305.2 315.3 313.0 305.2 

F06067 241.5 252.4 258.0 256.3 254.5 271.9 273.9 273.8 

F06068 245.2 242.7 243.4 254.8 255.2 264.4 266.5 265.2 

Number of females 10 IO IO 10 10 10 lO 10 

Mean 259.1 264.2 273.6 279.9 287.4 2%.9 299.0 301.5 

S.D. 20.3 20.4 23.0 29.6 25.0 24.7 23.2 25.2 

Significance NS NS NS NS NS NS NS NS 

Statistical method TT TT TT TT TT TT TT TT 

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. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 of recovery 

7 l4 

F05054 286.8 303.4 300.9 

F05055 290.5 292.2 298.6 

F05056 273.2 275.8 276.7 

F05057 301.3 302.1 308.7 

F05058 315.0 336.6 323.9 

Number of females 5 5 5 

Mean 293.4 302.0 301.8 

S.D. 15.7 22.3 17.2 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 8ふ 2.Body weights of female rats at the recovery period 

EM EE 1000 mg/kg 

Female No. Days ofrecovery 
7 14 

F06064 343.9 356.5 346.0 

F06065 286.6 301.4 294.2 

F06066 307.0 317.9 314.7 

F06067 278.4 283.5 274.9 

F06068 266.8 276.7 280.9 

Number of females 5 5 5 

Mean 296.5 307.2 302.1 

S.D. 30.3 31.9 28.9 

Significance NS NS NS 

Statistical method TT TT TT 

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. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 9-l. Body weights of dams during pregnancy 

Control (vehicle: water for injection) 

Dam No. Days of pregnancy 

゜
7 14 20 

F01001 293.7 327.7 350.8 434.2 

F01002 300.1 345.3 388.3 478.8 

F01003 284.4 324.7 358.6 430.3 

F01004 305.0 347.9 395.5 466.6 

F01005 249.3 294.1 344.5 442.9 

F01006 314.6 349.6 388.4 477.3 

F01007 286.9 320.6 366.5 449.6 

F01008 230.2 286.1 337.6 423.5 

F01009 309.1 345.9 381.8 467.3 

FOIOIO 258.4 299.8 330.0 412.6 

F01011 329.1 375.7 423.6 522.0 

F01012 280.7 308.9 349.7 441.9 

Number of dams 12 12 12 12 

Mean 286.8 327.2 367.9 453.9 

S.D. 28.7 26.8 27.8 30.2 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 9-2. Body weights of dams during pregnancy 

EMEE 62.Sm詠g

Dam No. Days of pregnancy 

゜
7 14 20 

F02013 260.8 309.6 363.0 439.8 

F02014 277.9 316.4 357.7 445.3 

F02015 312.9 353.8 398.3 478.0 

F02016 295.7 349.2 399.7 486.6 

F02017 291.8 326.3 367.9 451.7 

F02018 294.2 327.9 358.5 440.7 

F02019 293.5 346.6 386.4 468.2 

F02020 296.2 331.7 379.6 482.7 

F02021 278.2 322.8 357.4 444.4 

F02022 315.5 366.3 407.0 492.7 

F02023 326.3 366.4 413.7 500.9 

F02024 266.1 323.5 362.8 434.5 

Number of dams 12 12 12 12 

Mean 292.4 336.7 379.3 463.8 

S.D. 19.6 19.1 20.9 23.6 

Significance NS NS NS NS 

Statistical method AN AN AN DU 

NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 

DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 9-3. Body weights of dams during pregnancy 

EMEE 250m詠g

Dam No. Days of pregnancy 

゜
7 14 

F03025 298.3 324.7 355.l 

F03026 297.2 331.4 372.5 

F03027 306.3 352.6 392.8 

F03028 267.3 256.7 274.2 

F03029 292.8 341.6 373.1 

F03030 261.7 297.2 332.8 

F03031 272.6 305.6 342.3 

F03032 276.3 305.3 344.3 

F03033 ＞ 279.7 > 331.5 > 368.7 > 

F03034 287.6 335.8 391.8 

F03035 270.0 311.2 345.2 

Number of dams 10 10 10 

Mean 283.0 316.2 352.4 

S.D. 15.3 27.5 34.5 

Significance NS NS NS 

Statistical method AN AN AN 

>: Excluded from analysis (not pregnant) 

NS: Not significantly different from the control group. 

AN: Analysis by variance(one-way layout). 

DU: Analysis by Dunnett's test. 

20 

437.3 

479.8 

477.2 

302.0 

465.8 

405.1 

418.2 

405.9 

336.8 > 

487.8 

421.8 

10 

430.1 

54.9 

NS 

DU 

26 

332.2 > 

NA 

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-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 9-4. Body weights of dams during pregnancy 

EMEE 1000m詠g

Dam No. Days of pregnancy 

゜
7 14 20 26 

F04037 297.6 341.4 371.0 428.8 

F04038 259.9 286.9 299.3 327.0 311.7 

F04039 288.2 328.9 362.7 420.4 

F04040 ＞ 270.0 > 311.1 > 310.3 > 291.1 > 336.6 > 

F04041 296.3 343.0 369.0 385.3 

F04042 315.3 353.6 396.0 445.0 

F04043 ＞ 309.8 > 359.6 > 355.0 > 342.3 > 338.9 > 

F04044 287.8 336.7 372.7 411.2 

F04045 290.4 328.3 346.8 394.1 

F04046 ＞ 297.7 > 332.9 > 325.5 > 301.3 > 310.5 > 

F04047 294.9 321.0 348.8 417.8 

F04048 278.2 302.7 319.3 383.5 

Number of dams ， ， ， ， 
Mean 289.8 326.9 354.0 401.5 311.7 

S.D. 15.l 20.9 29.5 34.5 

Significance NS NS NS ＊＊ 

Statistical method AN AN AN DU NA 

>: 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). 
DU: Analysis by Dimnett'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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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 10-1. Body weights of dams during lactation 

Control (vehicle: water for injection) 

DamNo. Days of lactation 

゜
4 

FOl()()1 311.1 349.7 

F01002 338.9 366.8 

F01003 344.5 363.6 

F01004 376.3 380.1 

F01005 318.9 334.2 

F01006 360.2 385.1 

F01007 336.5 365.0 

F01008 310.2 325.8 

FOI009 372.8 394.9 

FOIOIO 309.2 332.3 

FOIOII 411.2 396.8 

F01012 354.1 355.9 

Number of dams 12 12 

Mean 345.3 362.5 

S.D. 31.5 24.0 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 10-2. Body weights of clams during lactation 

EMEE 62.Sm詠g

Dam No. Days of lactation 

゜
4 

F02013 313.9 333.1 

F02014 340.1 360.9 

F02015 354.0 341.0 

F02016 378.l 404.2 

F02017 333.5 366.6 

F02018 313.1 344.5 

F02019 358.5 364.4 

F02020 363.2 381.2 

F02021 339.l 335.5 

F02022 415.9 421.2 

F02023 331.1 360.9 

F02024 351.7 339.3 

Number of dams 12 12 

Mean 349.4 362.7 

S.D. 28.5 27.8 

Significance NS NS 

Statistical method AN AN 

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. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 10-3. Body weights of dams during lactation 

EMEE 250m詠g

Dam No. Days of lactation 

゜
4 

F03025 358.0 338.0 

F03026 325.7 352.6 

F03027 365.3 378.4 

F03028 274.4 286.0 

F03029 355.9 344.6 

F03030 308.0 337.6 

F03031 320.5 310.3 

F03032 349.2 336.5 

F03034 353.0 358.2 

F03035 345.8 337.8 

Number of dams IO 10 

Mean 335.6 338.0 

S.D. 28.3 25.3 

Significance NS NS 

Statistical method AN AN 

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. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 10-4.Body weights of dams during lactation 

EMEE 1000 mg'I屯

DamNo. Pays of lactation 

゜
4 

F04037 368.2 Total litter loss 

F04039 334.7 Total litter loss 

F04041 342.4 Total litter loss 

F04042 373.6 Total litter loss 

F04044 365.3 Total litter loss 

F04045 324.5 Total litter loss 

F04047 337.6 Total litter loss 

F04048 330.6 Total litter loss 

Number of dams 8 

Mean 347.1 

S.D. 19.0 

Significance NS 

Statistical method AN NA 

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即oup.
NA: Not analyzed. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral achninistration in rats 

Appendix 11-1ー1.Food consumption of male rats 

Control (vehicle: water for injection) 

Male No. Days of administration 
7 14 29 35 41 

MOlOOl 30.1 29.3 28.0 29.1 27.1 30.6 

M01002 32.3 30.0 29.6 34.7 28.4 30.5 

M01003 31.9 29.8 26.7 28.0 25.2 25.7 

M01004 42.2 30.5 31.0 31.1 32.5 31.5 

MOIOOS 30.6 25.5 26.9 22.0 25.1 28.5 

M01006 27.4 24.5 27.9 34.6 32.2 29.2 

M01007 29.6 32.1 30.1 31.9 31.l 31.4 

M01008 29.6 24.9 23.0 28.3 22.9 26.6 

M01009 32.6 32.0 31.0 33.6 27.8 30.6 

MOIOIO 32.l 29.6 32.5 34.3 34.0 35.2 

MOlOll 27.4 22.1 25.9 26.3 28.0 27.7 

M01012 28.7 27.0 26.8 33.7 30.1 29.3 

Number of males 12 12 12 12. 12 12 

Mean 31.2 28.l 28.3 30.6 28.7 29.7 

S.D. 3.9 3.2 2.7 4.0 3.4 2.5 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 11-1-2. Food consumption of male rats 

EMEE 62.5m就g

Male No. Days of administration 

1 7 14 29 35 41 

M02013 28.9 26.5 27.0 27.5 30.4 29.0 

M02014 29.1 25.7 28.2 29.3 27.6 26.9 

M02015 28.7 23.2 26.3 24.4 27.3 27.8 

M02016 30.7 29.7 28.2 29.3 26.6 27.2 

M02017 37.3 28.9 30.4 30.4 31.7 28.6 

M02018 36.1 30.0 32.2 28.0 31.8 29.6 

M02019 32.3 25.7 28.6 34.9 35.3 36.7 

M02020 28.9 23.8 22.2 27.7 29.3 28.7 

M02021 29.6 25.1 24.8 28.2 26.6 27.2 

M02022 28.0 25.9 24.6 27.2 24.8 25.9 

M02023 34.4 27.0 28.0 31.6 31.5 34.5 

M02024 27.0 25.3 26.3 24.5 23.5 26.3 

Number of males 12 12 12 12 12 12 

Mean 30.9 26.4 27.2 28.6 28.9 29.0 

S.D. 3.4 2.2 2.7 2.9 3.4 3.3 

Significance NS NS NS NS NS NS 

Statistical method DU DU AN AN AN DU 

NS: Not significantly different from the control穿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釈oupwas the same as the value in the control即 up.

196 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 11-1-3. Food consumption of male rats 

EMEE 250m成g

Male No. Days of administration 

I 7 14 29 35 41 

M03025 31.4 29.2 34.6 34.5 33.1 32.2 

M03026 32.2 33.6 29.7 28.0 30.8 29.9 

M03027 28.8 28.3 23.2 27.0 28.0 24.4 

M03028 32.6 29.4 31.6 27.8 29.3 31.8 

M03029 32.2 28.9 28.1 25.1 29.1 28.2 

M03030 29.3 27.5 28.7 27.1 26.1 24.9 

M03031 30.3 29.0 28.1 29.5 29.9 31.3 

M03032 27.5 30.1 23.5 27.3 26.8 28.7 

M03033 28.4 26.6 29.9 30.5 28.7 26.6 

M03034 30.0 29.8 32.9 29.3 27.2 30.5 

M03035 35.5 30.3 29.0 28.2 26.3 27.8 

M03036 27.0 26.4 29.4 21.8 24.7 31.4 

Number of males 12 12 12 12 12 12 

Mean 30.4 29.1 29.1 28.0 28.3 29.0 

S.D. 2.5 1.9 3.3 3.0 2.3 2.7 

Significance NS NS NS NS NS NS 

Statistical method DU DU AN AN AN DU 

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宮oupwas thes血 eas the value in the control group. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by o;al administration in rats 

Appendix 11-1-4. Food consumption of male rats 

EMEE 1000m叙g

Male No. Days of administration 

7 14 29 35 41 

M04037 24.1 22.8 24.3 27.0 25.7 22.6 

M04038 21.6 25.5 25.3 27.6 24.8 21.l 

M04039 28.2 23.7 25.2 27.0 29.6 27.5 

M04040 29.1 24.9 27.8 31.2 28.4 31.0 

M04041 25.0 28.5 29.5 28.5 27.5 28.1 

M04042 23.8 26.9 26.4 29.5 24.9 28.2 

M04043 24.5 29.9 30.S 26.7 26.0 26.5 

M04044 22.l 25.3 24.6 24.5 22.7 23.5 

M04045 29.6 29.2 26.1 27.6 26.5 27.0 

M04046 28.8 28.3 33.2 34.0 32.7 30.9 

M04047 19.2 27.1 26.5 24.6 21.2 22.8 

M04048 24.0 25.6 27.6 30.7 27.5 28.l 

Number of males 12 12 12 12 12 12 

Mean 25.0 26.5 27.3 28.2 26.5 26.4 

S.D. 3.3 2.2 2.7 2.7 3.1 3.2 

Significance ＊＊ NS NS NS NS ＊ 

Statistical method DU DU AN AN AN DU 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
NS: Not significantly different from the control'i!fOUp. 

DU: Analysis by Dunnett's test. 
AN: Analysis by variance (one-way layout). 
U A: Unable to be analyzed because the value in the treated笞oupwas the same as the value in the control group. 

198 



試験番号R-13-002

Combinedr;叩eatdose and reproductive/developmental toxicity screening test of l-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appen.dix 11-2-1. Food consumption of male rats at the recovery period 

Control (vehicle: water for injection) 

Male No. Days of recovery 

6 12 

M01008 30.6 28.7 

M01009 34.0 30.9 

MOIOIO 31.5 32.7 

MOIOll 28.7 27.6 

M01012 26.7 27.5 

Number of males 5 5 

Mean 30.3 29.5 

S.D. 2.8 2.3 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

EMEE 1000m詠g

Male No. Days of recovery 
6 12 

M04044 26.5 25.1 

M04045 31.5 29.5 

M04046 32.8 32.8 

M04047 29.0 26.4 

M04048 33.1 28.2 

Number of males 5 5 

Mean 30.6 28.4 

S.D. 2.8 3.0 

Significance NS NS 

Statistical method TT TT 

NS: Not significantly different from the control !!fOUp. 

TT: Analysis by Student's t-test. 
UA: Unable to be analyzed because the value in the treated woup was the same as the value in the control group. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 12-1-1. Food consumption of female rats 

Control (vehicle: water for injection) 

Female No. Days of administration 

1 7 14 

FOIOOI 25.8 18.9 22.3 

F01002 23.4 22.3 16.2 

F01003 20.2 21.3 15.1 

F01004 23.5 28.l 21.8 

F01005 22.0 15. l 21.7 

F01006 23.3 15.5 21.7 

F01007 20.5 21.2 23.0 

F01008 17.5 9.7 16.9 

FOI009 24.5 19.7 22.0 

FOIOIO 26.3 22.9 16.4 

F01011 24.0 24.9 25.1 

F01012 21.4 21.0 15.7 

Number of females 12 12 12 

Mean 22.7 20.1 19.8 

S.D. 2.5 4.9 3.5 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 12-1-2. Food consumption of female rats 

EMEE 62.5m詠g

Female No. Days of administration 

7 l4 

F02013 16.1 24.0 18.8 

F02014 19.6 21.5 21.7 

F02015 21.7 22.5 17.0 

F02016 26.8 20.7 25.7 

F02017 19.8 22.9 21.6 

F02018 17.7 21.9 23.7 

F02019 16.5 20.0 25.7 

F02020 16.3 21.6 22.9 

F02021 23.9 15.8 23.4 

F02022 25.9 20.3 27.2 

F02023 24.2 27.0 23.2 

F02024 19.7 14.1 23.9 

Number of females 12 12 12 

Mean 20.7 21.0 22.9 

S.D. 3.8 3.4 2.9 

Significance NS NS NS 

Statistical method AN AN AN 

NS: Not significantly different from the contro]宦oup.

AN: Analysis by variance(one-way layout). 

UA: Unable to be analyzed because the value in the treated宮oupwas the same as the value in the control宦oup.
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 12-1-3. Food consumption of female rats 

EMEE 250m詠g

Female No. Days of administration 
7 14 29 35 41 48 

F03025 21.7 18.4 23.4 

F03026 23.4 22.6 24.0 

F03027 25.4 23.l 15.2 

F03028 18.4 17.5 21.0 

F03029 23.2 19.3 17.8 

F03030 18.7 20.4 18.5 

F03031 21.9 18.5 20.7 

F03032 20.4 16.3 19.l 

F03033 16.1 23.0 21.6 

F03034 22.0 22.3 23.9 

F03035 22.5 19.9 21.2 

F03036 24.7 24.3 17.9 22.3 15.9 21.1 22.9 

Number offemales 12 12 12 

Mean 21.5 20.5 20.4 

S.D. 2.7 2.6 2.7 

Significance NS NS NS 

Statistical method AN AN AN NA NA N A  NA 

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 woup was the same as the value in the control宮oup.

NA: Not analyzed. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 12-1-4. Food consumption offemale rats 

EMEE 1000m詠g

Female No. Days of administration 

7 14 

F04037 17.8 23.5 25.4 

F04038 15.6 22.1 19.9 

F04039 27.4 27.8 19.7 

F04040 22.1 22.1 13.8 

F04041 20.7 19.6 16.8 

F04042 21.7 18.4 25.3 

F04043 17.5 24.8 24.9 

F04044 22.4 21.9 18.5 

F04045 20.0 26.6 14.3 

F04046 22.8 23.5 23.2 

F04047 20.7 21.4 20.7 

F04048 19.9 20.3 21.8 

Number of females 12 12 12 

Mean 20.7 22.7 20.4 

S.D. 3.0 2.8 4.0 

Significance NS NS NS 

Statistical method AN AN AN 

NS: Not significantly different from the control臣oup.

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. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 22.0 28.4 27.9 24.8 24.2 27.6 19.9 

F05050 25.2 24.4 22.2 25.2 25.7 25.7 21.5 

F05051 25.8 16.4 22.4 25.7 24.5 16.6 21.8 

F05052 17.6 20.0 22.2 22.0 20.0 17.3 18.4 

F05053 21.7 21.4 23.3 19.1 19.6 25.9 19.0 

F05054 11.9 20.3 17.6 21.0 15.8 21.4 17.6 

F05055 20.8 20.6 20.7 17.7 20.5 20.2 18.6 

F05056 20.8 19.0 15.1 19.3 14.1 18.9 27.0 

F05057 25.2 22.7 21.3 23.8 23.2 21.6 18.9 

F05058 20.6 16.5 22.0 24.8 24.1 22.8 21.7 

Number of females 10 10 10 IO IO IO IO 

Mean 21.2 21.0 21.5 22.3 21.2 21.8 20.4 

S.D. 4.1 3.6 3.4 2.9 3.9 3.7 2.7 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

EMEE 1000m誅g

Female No. Days of administration 

7 14 21 29 35 41 

F06059 21.7 18.8 15.2 24.4 21.0 23.4 17.7 

F06060 14.1 12.8 20.7 22.5 23.1 22.9 19.1 

F06061 18.9 16.9 20.3 22.1 22.3 23.2 18.6 

F06062 21.5 21.4 15.5 21.9 20.1 24.6 14.5 

F06063 20.3 20.l 18.6 13.0 22.5 18.8 17.8 

F06064 23.1 18.1 26.6 27.2 16.3 22.2 19.9 

F06065 12.0 13.9 18.9 24.6 23.1 21.4 22.2 

F06066 19.2 21.5 22.8 13.8 I 8.1 18.1 11.1 

F06067 12.9 14.7 20.5 20.3 18.8 17.5 14.8 

F06068 16.0 13.8 20.1 14.7 25.6 20.5 16.9 

Number of females 10 10 10 10 10 IO IO 

Mean 18.0 17.2 19.9 20.5 21.1 21.3 17.3 

S.D. 4.0 3.3 3.3 4.9 2.8 2.4 3.1 

Significance 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 group. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 12-3-1. Food consumption of female rats at the recovery period 

Control (vehicle: water for injection) 

Female No. Days ofrecovery 

6 12 

F05054 20.2 15.0 

F05055 15.4 25.8 

F05056 14.7 16.3 

F05057 15.8 23.1 

F05058 27.0 24.6 

Number of females 5 5 

Mean 18.6 21.0 

S.D. 5.2 5.0 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 12-3-2. Food consumption of female rats at the recovery period 

EMEE 1000m叙g

FemaleNo. Days of recovery 
6 12 

F06064 25.5 22.0 

F06065 20.9 24.5 

F06066 18.7 14.0 

F06067 17.9 20.7 

F06068 15.2 20.8 

Number of females 5 5 

Mean 19.6 20.4 

S.D. 3.9 3.9 

Significance NS NS 

Statistical method TT TT 

NS: Not significantly different from the control笞oup.

TT: Analysis by Student's t-test. 

UA: Unable to be analyzed because the value in the treated釈oupwas the same as the value in the control穿oup.
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 13-1. Food consumption in dams during pregnancy 

Control (vehicle: water for injection) 

DamNo. Days of pregnancy 

゜
7 14 20 

FOlOOl 21.9 23.1 22.l 25.6 

F01002 25.8 31.6 32.2 19.1 

FOI003 25.5 24.7 27.0 25.4 

F01004 23.4 34.5 32.4 32.8 

F01005 21.7 31.6 28.8 25.4 

F01006 20.1 25.9 29.0 23.6 

F01007 22.9 29.0 24.4 25.2 

F01008 20.6 28.6 37.5 34.4 

F01009 28.1 30.9 24.0 29.3 

FOIOIO 29.2 25.1 31.4 32.5 

FOIOll 21.5 32.3 34.7 26.0 

F01012 25.8 26.0 28.0 29.9 

Number of dams 12 12 12 12 

Mean 23.9 28.6. 29.3 27.4 

S.D. 3.0 3.6 4.6 4.4 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 13-2. Food consumption in dams during pregnancy 

EMEE 62.5 mg/kg 

DamNo. Days of pregnancy 

゜
7 14 20 

F02013 16.4 31.0 29.l 22.9 

F02014 23.0 27.2 29.2 25.2 

F02015 22.5 23.9 32.9 17.1 

F02016 26.3 35.9 35.2 32.8 

F02017 20.2 23.7 26.2 23.1 

F02018 19.3 24.6 25.8 24.7 

F02019 21.3 32.2 26.6 23.5 

F02020 21.8 30.5 30.6 26.4 

F02021 24.6 28.4 27.4 22.7 

F02022 26.0 32.1 29.0 31.6 

F02023 23.9 35.1 32.2 11.2 

F02024 28.1 29.4 25.7 24.4 

Number of dams 12 12 12 12 

Mean 22.8 29.5 29.2 23.8 

S.D. 3.3 4.1 3.1 5.7 

Significance NS NS NS NS 

Statistical method AN AN KW AN 

NS: Not significantly different from the control group. 
AN: Analysis by variance(one-way layout). 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 

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-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 13-3. Food consumption in dams during pregnancy 

EMEE 250mw!屯

DamNo. Days of pregnancy 

゜
7 14 20 

F03025 22.8 26.9 26.5 22.4 

F03026 20.8 25.7 27.6 23.2 

F03027 27.3 34.0 31.6 29.1 

F03028 20.9 18.3 20.3 20.0 

F03029 28.7 29.6 27.7 30.0 

F03030 21.6 26.3 26.5 23.7 

F03031 21.4 21.7 23.3 19.5 

F03032 17.6 24.6 23.0 27.5 

F03033 ＞ 16.3 > 28.7 > 25.7 > 15.8 > 

F03034 23.9 29.6 26.0 32.1 

F03035 21.8 25.9 27.8 21.0 

Number of dams 10 10 10 10 

Mean 22.7 26.3 26.0 24.9 

S.D. 3.3 4.3 3.2 4.5 

Significance NS NS NS NS 

Statistical method AN AN KW AN 

>: Excluded from analysis (not pregnant) 
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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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 13-4.Food consumption in dams during pregnancy 

EMEEIOOOm紗g

Dam No. Days of pregnancy 

゜
7 14 20 

F04037 23.2 32.4 30.5 27.2 

F04038 16.8 24.6 24.l 21.6 

F04039 21.7 24.7 29.3 29.8 

F04040 ＞ 18.4 > 25.7 > 12.9 > 18.1 > 

F04041 26.0 26.7 34.0 22.2 

F04042 21.3 30.0 31.1 22.5 

F04043 ＞ 23.0 > 31.7 > 16.1 > 8.6 > 

F04044 25.6 31.6 14.9 33.l 

F04045 25.5 25.5 14.6 27.l 

F04046 ＞ 22.4 > 26.2 > 24.7 > 16.9 > 

F04047 19.4 27.3 23.2 26.1 

F04048 19.6 25.9 31.3 21.5 

Number of dams ， ， ， ， 
Mean 22.1 27.6 25.9 25.7 

S.D. 3.2 3.0 7.2 4.1 

Significance NS NS NS NS 

Statistical method AN AN KW  AN 

>: Excluded from analysis (not pregnant) 

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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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 14-1. Food consumption in dams during lactation 

Control (vehicle: water for injection) 
Dam No. Days oflactation 

3 

FOlOOl 47.8 

FOI002 50.0 

F01003 45.5 

F01004 50.7 

FOI005 37.7 

FOI006 41.0 

F01007 53.2 

F01008 42.5 

F01009 43.6 

FOIOIO 48.4 

FOlOll 39.6 

F01012 51.2 

Number of dams 12 

Mean 45.9 

S.D. 5.0 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 14-2. Food consumption in dams during lactation 

EMEE 62.5m誅g

DamNo. Days oflactation 

3 

F020l3 45.8 

F02014 47.7 

F02015 27.4 

F02016 61.0 

F02017 42.9 

F02018 47.9 

F02019 36.9 

F02020 44.8 

F02021 35.8 

F02022 42.5 

F02023 42.0 

F02024 45.6 

Number of dams 12 

Mean 43.4 

S.D. 8.1 

Significance NS 

Statistical method DU 

NS: Not significantly different from the control group. 
DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 14-3. Food consumption in dams during lactation 

EMEE 250m紗g

DamNo. Days oflactation 

3 

F03025 26.4 

F03026 41.8 

F03027 44.9 

F03028 31.7 

F03029 28.6 

F03030 46.2 

F03031 31.3 

F03032 37.1 

F03034 40.9 

F03035 31.8 

Number of dams 10 

Mean 36.1 

S.D. 7.0 

Significance ＊＊ 

Statistical method DU 

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

NS: Not signi釦cantlydifferent from the control穿oup.
DU: Analysis by Dunnett's test. 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 15-1. Functional findings of male rats at the last week of the dosing period 

Control (vehicle: water fur injection) 

MaヒAdministrationperiod

Male No. Righting reflex VJSual placing Pupillary reflex Startle reaction Prey臼’sreaction Withdrawal reflex Eyelid reflex 

MOlOOl 
M01002 
M01003 
M01004 
M01005 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

+
+
+
+
+
 

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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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 15-2. Functional fmdings of male rats at the last week of the dosing period 

EMEE(62.5 mg/kg) 

Male, Administration period 

Male No. Righting reflex V1Sual placing Pupillary reflex Startle reaction Preyばsreaction 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 十： 5 十： 5 +:5 

2 or+, nonnal 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 15-3. Functional findings of male rats at the last week of the dosing period 

EMEE (250 mg/kg) 

Male, Administration匹~d

MaleNo. Righting reflex Y1Sual 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 十： 5 +:5 +:5 

2or+,nonnal 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 15-4.Functional findings of male rats at the last week of the dosing period 

FMFE(lOOOmg/kg) 

Male, Administration period 

MaleNo. 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 十： 5 +:5 +:5 

2 or+, normal 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 16-1. Functional findings of female rats at the last week of the dosing period 

O>ntrol (vehicle: water for injection) 

Female,dam 

Female No. Righting reflex V1Sual placing Pupillazy reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

FOIOOI 
F01005 

F01006 

F01008 

F01009 

+
+
+
+
+
 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

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 十： 5 +:5 十： 5

2 or+, normal 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 16-2. Functional fmdings of female rats at the last week of the dosing period 

EMEE (62.5 mg/kg) 

Female.dam 

Female No. Righting reflex V1Sual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

F02014 
F02016 

F0202l 
F02022 

F02024 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

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 十： 5 十： 5 十： 5

2 or+, normal 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 16-3. Functional findings of female rats at the last week of the dosing period 

EM庄 (250mg/kg)

Female, darn 

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

F03026 
F03031 

F03032 

F03034 

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 

2 or+, normal 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 16-4. Functional findings of female rats at the last week of the dosing period 

Control (vehicle: water for injection) 

Female,_s-atellite戸 s

Female No. Righting reflex V1Sual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

F05049 

F05050 

F05051 

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 十： 5 +: 5 +:5 

2 or+, nonnal 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 16-5. Functional findings of male rats and female rats at the end of the dosing period 

F.MEE (1000 mg/kg) 

Female, satellite groups 

Fe11EleNo. Righting reflex VJSual placing Pupillary reflex Startle reaction Preyel'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 十： 5 +:5 +:5 

2 or+, nonnal 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoiyethoxy)ethane by oral administration in rats 

Appendix 17-1. Assessment of grip strength of male rats at the last week of the dosing period 

Control (vehicle: water for injection) 

Male No. Administrationperiod 

Fore血Hindlimb

(kg) (kg) 

MOlOOl 0.908 0.752 

M01002 1.089 o.n3 

M01003 0.936 0.816 

M01004 0.986 0.613 

MO1005 0.992 0.656 

Number of males 5 5 

Mean 0.982 0.722 

SD. 0.069 0.085 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 17-2. Assessment of grip strength of male rats at the last week of the dosing period 

EMEE (62.5 mg/kg) 

Male No. Administration :eeriod 
Forelimb Hindlirrh 

(kg) (kg) 

M02013 0.987 0.731 

M02014 0.905 0.623 

M02015 0.985 0.842 

M02016 0.874 0.633 

M02017 0.956 0.576 

Nu叫 erof males 5 5 

Mean 0.941 0.681 

SD. 0.050 0.106 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 17-3心 sessmentof grip strength of male rats at the last week of the dosing period 

EMEE(250匹/kg)

Male No. Administration period 

Fore血 Hindlimb 

(kg) (kg) 

M03025 0.951 0.634 

M03026 1.002 0.638 

M03027 0.993 0.647 

M03028 0.959 0.688 

M03029 1.011 0.655 

Number of males 5 5 

Mean 0.983 0.652 

SD. 0.027 0.022 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 17-4.Assessment of grip strength of male rats at the last week of the dosing period 

瞑 庄 （lOOOmg/kg)

Male No. Administration period 

Forelimb Hind limb 

(kg) (kg) 

M04037 1.063 0.732 

M04038 1.035 0.613 

M04039 0.978 0.567 

M04040 0.952 0.637 

M04041 1.030 0.830 

Numberofmales 5 5 

Mean 1.012 0.676 

S.D. 0.045 0.105 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 18-1. Assessment of grip strength offemale rats at the last week of the dosing period 

Control (vehicle: water for injection) 

FermleNo. Administrationperiod 

Forelimb Hind limb 

(kg) (kg) 

F01001 0.689 0.516 

FOIOOS 0.775 0.583 

F01006 0.698 0.623 

F01008 0.696 0.629 

F01009 0.724 0.627 

Number offemales 5 5 

Mean 0.716 0.596 

S.D. 0.035 0.048 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 18-2. Assessment of grip strength of female rats at the last week of the dosing period 

EMEE (62.5 mg/kg) 

Female No. Administration eeriod 

Forelimb Hindlimb 

(kg) (kg) 

F02014 0.699 0.578 

F02016 0.731 0.665 

F02021 0.769 0.598 

F02022 0.685 0.573 

F02024 0.770 0.602 

Number of females 5 5 

Mean 0.731 0.603 

S.D. 0.039 0.037 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 18-3心 sessmentof grip strength of female rats at the last week of the dosing period 

EMEE (250 II{?;/kg) 

Feimle No. Administration ~eriod 

Fore血 Hindlimb 

(kg) (kg) 

F03026 0.742 0.535 

F03031 0.698 0.587 

F03032 0.748 0.613 

F03034 0.700 0.529 

F03035 0.642 0.584 

Number offemales 5 5 

Mean 0.706 0.570 

SD. 0.043 0.036 
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試験番号 R-13-002

Combined repeat  dose and reproductive/developmental t oxicity screening  test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix  19-1. Assessment of grip strength  of female rat s at the last week of the dosing period, satellite group 

Control (vehicle: water for injection) 

FeOllleNo. Administration p eriod 

Forelimb Hind血

(kg) (kg) 

F05049 0.750 0.625 

F05050 0.870 0.589 

F05051 0.754 0.605 

F05052 0.728 0.581 

F05053 0.702 0.641 

Number offemales 5 5 

Mean 0.761 0.608 

SD. 0.064 0.025 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 19-2. Assessment of grip strength of female rats at the last week of the dosing period, satellite group 

EM:EE (1000 mg/kg) 

Female No. Administration period 

Forelimb Hindlimb 

(kg) (kg) 

F06059 0.723 0.565 

F06060 0.765 0.656 

F06061 0.724 0.726 

F06062 0.703 0.599 

F06063 0.760 0.663 

Number of females 5 5 

Mean 0.735 0.642 

SD. 0.027 0.062 

233 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 20-1. Motor activity of male rats at the last week of the dosing period 

Control (vehicle: water for injection) 

Male No. Administration period 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

M01001 1374 1334 1330 1081 5119 28 16 12 16 72 

M01002 967 981 821 1027 3796 19 21 13 17 70 

M01003 1174 1041 998 697 3910 36 40 32 12 120 

M01004 1067 958 791 678 3494 21 27 18 14 80 

M01005 798 768 437 93 2096 43 18 8 

゜
69 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 1076 1016 875 715 3683 29 24 17 12 82 

S.D. 217 205 326 394 1082 10 10 ， 7 22 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 20-2. Motor activity of male rats at the last week of the dosing period 

EMEE (62.5 mg/kg) 

Male No. Administration period 

Ambulation (counts) Rearing (counts) • 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

M02013 1301 1079 993 864 4237 35 25 12 10 82 

M02014 1219 956 731 655 3561 34 21 24 19 98 

M02015 1331 1219 1102 1107 4759 36 28 18 16 98 

M02016 1304 771 828 647 3550 28 5 5 5 43 

M02017 1000 1011 907 808 3726 26 24 14 15 79 

Nu曲 erof males 5 5 5 5 5 5 5 5 5 5 

Mean 1231 1007 912 816 3967 32 21 15 13 80 

S.D. 136 165 144 188 524 4 ， 7 6 22 

235 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 20-3. Motor activity of male rats at the last week of the dosing period 

EMEE (250 mg/kg) 

Male No. Administration eeriod 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

M03025 1928 1865 1783 1611 7187 37 48 27 8 120 

M03026 1174 1104 1051 824 4153 35 23 23 12 93 

M03027 1145 1007 920 781 3853 22 20 15 10 67 

M03028 1145 1232 1178 982 4537 22 30 29 21 102 

M03029 1531 1510 1350 958 5349 43 44 30 13 130 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 1385 1344 1256 1031 5016 32 33 25 13 102 

S.D. 345 347 335 335 1337 ， 12 6 5 25 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 20-4.Motor activity of male rats at the last week of the dosing period 

BvfEE (1000 mg/kg) 

Male No. Administration period 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

M04037 1162 1334 1191 632 4319 22 39 23 15 99 

M04038 1102 874 694 745 3415 28 15 16 14 73 

M04039 1003 845 730 231 2809 10 10 7 l 28 

M04040 1314 1262 1233 893 4702 38 41 22 19 120 

M0404l 1063 934 600 529 3126 28 18 8 2 56 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 1129 1050 890 606 3674 25 25 15 10 75 

S.D. 119 230 298 249 804 10 14 8 8 36 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 21-1. Motor activity of female rats at the last week of the dosing period 

Control (vehicle: water for injection) 

Fen:BleNo. Administration period 

Ambulation (counts) Rearing {counts~ 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

FOIOOI 1090 846 732 355 3023 29 21 18 3 71 

F01005 1131 1037 801 473 3442 31 11 10 

゜
52 

F01006 917 1120 640 361 3038 11 13 l 

゜
25 

F01008 1031 903 627 571 3132 20 22 3 

゜
45 

F01009 1333 1364 1060 1111 4868 66 59 10 .17 152 

Nu曲 eroffemales 5 5 5 5 5 5 5 5 5 5 

Mean 1100 1054 772 574 3501 31 25 8 4 69 

S.D. 153 204 176 313 783 21 19 7 7 49 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 21-2. Motor activity offemale rats at the last week of the dosing period 

EMEE(62.5 mg/kg) 

Female No. Administration I!eriod 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

F02014 1300 795 979 1147 4221 36 10 3 16 65 

F02016 1159 697 567 

゜
2423 29 16 6 

゜
51 

F02021 926 666 (j()() 567 2759 24 7 4 I 36 

F02022 1180 971 282. 252 2685 24 7 1 

゜
32 

F02024 1232 779 536 373 2920 39 14 2 

゜
55 

Numberoffe四les 5 5 5 5 5 5 5 5 5 5 

Mean 1159 782 593 468 3002 30 11 3 3 48 

S.D. 141 119 250 432 705 7 4 2 1 14 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 21-3. Motor activity of female rats at the last week of the dosing period 

EMEE (250 mg/kg) 

Female No. Administration period 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

F03026 711 566 561 410 2248 16 ， 10 4 39 

F03031 1751 1687 1159 1392 5989 26 20 7 18 71 

F03032 1215 1069 607 624 3515 25 43 10 18 96 

F03034 1047 750 183 442 2422 17 14 

゜ ゜
31 

F03035 1285 900 960 860 4005 62 24 13 18 117 

Number offemales 5 5 5 5 5 5 5 5 5 5 

Mean 1202 994 694 746 3636 29 22 8 12 71 

S.D. 379 429 379 403 1507 19 13 5 ， 37 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 22-1. Motor activity of female rats at the last week of the dosing period, satellite group 

Control (vehicle: water for injection) 

Female No. Administration _eeriod 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20rnin Total 5mm lOmin 15min 20min Total 

F05049 1297 995 1131 1089 4512 34 35 33 28 130 

F05050 1334 1033 1116 865 4348 38 15 14 4 71 

F05051 1242 1100 1199 1147 4688 36 24 15 19 94 

F05052 1073 942 803 995 3813 24 32 21 33 llO 

F05053 1371 1294 1089 1034 4788 41 44 30 39 154 

Number offemales 5 5 5 5 5 5 5 5 5 5 

Mean 1263 1073 1068 1026 4430 35 30 23 25 112 

S.D. 117 136 153 107 384 6 11 ， 14 32 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 22-2. Motor activity of female rats at the last week of the dosing period, satellite group 

EMEE (lOOOmg/kg) 

Female No. Administration 2eriod 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

F06059 1196 1145 667 100 3108 21 22 14 1 58 

F06060 1318 1282 869 286 3755 46 38 20 3 107 

F06061 1297 1222 926 720 4165 31 33 17 17 98 

F06062 1549 1421 1152 1577 5699 52 44 28 57 181 

F06063 1308 1069 1034 557 3968 49 35 29 ， 122 

Number of females 5 5 5 5 5 5 5 5 5 5 

Mean 1334 1228 930 648 4139 40 34 22 17 113 

S.D. 130 135 182 572 958 13 8 7 23 45 

242 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 23-1-1. Urinalysis in male rats 

Control (vehicle: water for injection) 

MaleNo. pH Protein Glucose 

Quality 
Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood ceUs 

Urinary sediments 

White blood cells Casts C可stals Epithelial cells 

MOIOOl 

M01002 

M01003 

M01004 

M01005 

Protein, 

Glucose, 

Ketone, 

Bilirubin, 
Occult blood, 

Urobilinogen, 

Turbidity, 

Red Blood cells, 

枷teBlood cells, 

Casts, 

Cristals, 

Epithelial cells, 

7.0 +—士—一士lightyellow 

8.0 + - - -—士 light yellow 

7.0 + -±ー一 士lightyellow 

8.0 十—士ー ― ±light  yellow 

6.5 十—士——±lightyellow 

-: negative;士： ［o;;;;and<30 mtdL; +: 30;,;;and< 100 mgdL;2+: l00;:aand<300 mgdL; 3+: 300;a;and<600 mtdL;4+: 600 mgdL;:a 
-: negative；士： 30;a;and<70mgdL; +: 70;,;;and< 150 mgdL; 2+: ISO;,;;and<300 mgdL; 3+: 300;,;;and< l,000 mgdL; 4+: 1,000 mtdL;;;; 
-: negative，士（s;;;;and<10 mgdL; +: IO;:aand<40四汎L;2+:40;a;and<80四西L;3+: 80;,;;and< 150 mgdL; 4+: 150 mgdL;;;; 
-:n哩alive;+:0.5;:aand<2.0 mtdL; 2+: 2.0;;;;and<6.0 mgdL;3+: 6.0;;;;and< lO.O四ifdL;4+: lO.O mgdL;,;; 
-: negative;士： 0.03;:aand<0.06 mgdL; +: 0.06;,;;and<0.20 m畝dL;2+: 0.20;,;;and< 1.00 mgdL; 3+: 1.00 mtdL;;;; 
士：normal;+:2.0;a;and<4.0呵dL;2+:4.0;:aand<S.O皿dL;3+:8.0;:aand< 12.0 mtdL; 4+: l2.0 mgdL;,;; 
-: ne邸ive；士：tr邸 e;+: slight; 2+: moderate; 3+: marked 

-: not observed注： 1-9/3visualfield;+: I 0-99/3visual field; 2+: I 00-29913 visual field; 3十：,a;300/3 visual field 

-: not observed注： 1-9/3visualfield;+: I 0-99/3visual field, 2+: I 00-299/3visual field; 3十：;a;300/3 visual field 

-: not observed注： 1-9/3visualfield;+: 10-99/3visual field; 2+: I 00-299/3 visual field; 3十：;a;300/3 visual field 

-: not observed池： afew;+: abundant 

-・ not observed泊： afew;+: abundant 

士

士

士

士

＋

―
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 23-1-l(continued). Urinalysis in male rats 

Control (vehicle: water for injection) 
Electrolyte, density Electrolyte, gross volume 

Male No. Urine volume S.G. Na K Cl Na K Cl 

mL/24hr m恥几、 m恥/L m図/L mEq/24hr m恥124hr m恥/24hr

MOlOOl 18.0 1.055 105.7 245.1 133.7 1.90 4.4l 2.41 

MOI002 14.7 1.073 158.1 330.7 § 203.8 2.32 4.86 3.00 

MOI003 13.6 1.064 110.7 273.1 141.5 1.51 3.71 1.92 

M01004 20.4 1.060 110.9 278.3 161.2 2.26 5.68 3.29 

M01005 12.6 1.064 111.9 278.6 155.4 1.41 3.51 1.96 

Number of males 5 5 5 5 5 5 5 5 

Mean 15.9 1.063 119.5 281.2 159.1 1.88 4.43 2.52 

S.D. 3.3 0.007 21.7 31.0 27.3 0.42 0.88 0.61 

S.G.: Specific宮avity
§, Remeasurement 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 23-1-2. Urinalysis in male rats 

EM EE 62.5 mg/kg 

MaleNo. pH Protem Glucose 

Quality 

Ketone Bilirubin Occuh blood Urobilinogen Color Turbidity Red blood cells 

Urinary sediments 

White blood cells Casts Crystals Epithelial cells 

M02013 

M02014 

M02015 

M02016 

M02017 

Protein, 

Glucose, 

Ketone, 

Bilirubin, 

Occult blood, 

Urobilinogen, 

Turbidity, 

Red Blood cells, 

WはteBlood cells, 

Casts, 

Cristals, 

Epithelial cells, 

6.5 十ー士ー 一 士lightyellow 

7.0 2+ • + • - + light yellow 

8.0 士—- -—士light yellow 

7.0 + • - • -±light  yellow 

6.5 十ー士— — ± l i g h t  yellow 

-: negative；士 IO~and<30m'ifdL; +: 30:a;and< 100 m'ifdL; 2+: !OO~and<300 m'ifdL; 3+: 300:a;and<600 m酌dL;4+: 600 mgldL :a; 
-: negative；士•JO~and<70m'ifdL; +: 70:a;and< 150 m'ifdL; 2+: l50:a;and<300 m'ifdL; 3+: 300:a;and< 1,000 mgldL; 4+: 1,000 m'ifdL:a; 
-: negative；士（5:a;and<!Om'ifdL;+:!O ~and<40m畝dL; 2+: 40~and<80 m'ifdL; 3+: SO~and< 150 m'ifdL; 4+: 150 mgldL:a; 
-: negative;+: 0.5 :a;and< 2.0 m'ifdL; 2+: 2.0 :a; and< 6.0 mgldL; 3+: 6.0 :a; and< l 0.0 mg/dL; 4+: 10.0 m'ifdL:a; 
-: ne邸ive；士． 0.03:a;and<0.06mg/dL; +: 0.06:a;and<0.20 m'ifdL; 2+: 0.20:a;and< 1.00 mgldL; 3+: 1.00 m'i/dL~ 

±:normal;+: 2.0:a;and<4.0 mg/dL; 2+:4.0:a;and<S.O mg/dL; 3+: 8.0~and< 12.0 m'ifdL;4+: 12.0 m'ifdL釜
-: ne邸ive；士:tr叩e;+: slight; 2+: moderate; 3+: marked 

-: not observed；士： l→9/3visual field;+: 10-99/3 visual field; 2+: 100-299/3 visual field; J十： ;.;300/3visualfield 

-: not observed;士:1-9/3visualfield;+: 10-99/3 visual field, 2+: 100-299/3 visual field; 3十： ;.;300/3visualfield 

-: not observed;士:1-9/3visualfield;+: I0-99/3visual field; 2+: 100-299/3 visual field; 3十：;.;300/3 visual field 

•: not observed;±:a few;+: abundant 

-: not observed；士：afew; +: abundant 

士

士

士

士

245 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 23-l-2(continued). Urinalysis in male rats 

EMEE 62.Sm詠g

Electrolyte, density Electrolyte, gross volume 
Male No. Urine volume S.G. Na K Cl Na K Cl 

mL/24hr 畔 mEq/L mEq/L m恥/l4hr mEq/l4hr mF.q/24hr 

M02013 14.1 1.065 107.8 280.2 134.9 1.52 3.9S 1.90 

M02014 13.6 1.063 97.4 257.5 146.1 1.32 3.50 1.99 

M02015 24.1 1.044 86.6 214.0 § 118.3 2.09 5.16 2.8S 

M02016 19.7 1.051 106.6 217.6 127.2 2.10 4.29 2.Sl 

M02017 16.4 1.056 113.6 235.1 124.5 1.86 3.86 2.04 

Number of males 5 5 5 5 s 5 5 s 

Mean 17.6 l.056 102.4 240.9 130.2 1.78 4.15 2.26 

S.D. 4.4 0.009 10.6 27.9 10.7 0.35 0.63 0.41 

Significance NS NS NS NS NS NS NS NS 

Statistical method AN AN AN DU DU AN AN AN 

S.G.: Specific gravity 
§, Remeasurement 

NS: Not significantly different from the control即up.

AN: Analysis by variance(one-way layout). 

DU: Analysis by Dunnett's test. 

U A: Unable to be analyzed because the value in the treated即 upwas the same as the value in the control group. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 23-1-3. Urinalysis in male rats 
EMEE 250 

Male No. pH Protein Glucose 

Quality 

Ketone Bilirubin Occult blood U叫 曲 町 戸 Color Twbidity 凶 blood呻

Urinary sediments 
White blood cells Casts 0ystals Epithelial呻

M0302S 

M03026 

M03027 

M03028 

M03029 

Pm面n,

Glucose, 
k叫one,

Bilirubin, 

Occult blood, 

U叫泄m炉〗＇
Turbidity, 
紐 Blood叫 ，

White Blood cells, 

Cast●, 

Cristals, 

Epithelial cells, 

8.0 士・一● 一 士蒻tityellow 

7.0 + ・士ー一 士1i釦Iyellow 
6.s +..  =ー一 士蒻btyellow

7.0 + •士ー一 士liabtyellow 
7.0 + - - - — 士如yell匹

•一：臼讐live;士： 10:iii and<30 qjdL;+:30:ii and< 100四jdL;2+: 100:;; and< 300四clL;3+: 300:iii and< 600呵idL;4+:600呵 dL:ii

一：negative;士： 30印and<70囀'clL;+: 70:iiiand< ISO疇’dL;2+:190印and<300呵'dL;3+:300Sand<1.OOO呵clL;4+: 1,000囀 dLS

一：呵菖ive;叫s:;;a叫<10呵clL;+: 10:iiand<40呵直；2+:40:iiiand<SO呵 ldL;3+: 80:;.and< ISO囀'dL;4+:150呵 ldLS

-: negative;+:0.S:;.and<2.0呵c!L;2+:2.0:;;and<6,0呵c!L;J+:6.0:iiand<10.0四clL;4+: 10.0四 dL;;;

ー：皿ive;士：0.03:iii and< 0.06呵clL;+:0.06:iiand<0.20 m,JdL; 2+: 0.20;:iiand< 1.00呵(dL;3+: 1.00呵氾ニ

土：normal;+:2.0:;iand<4.0呵clL;2+:4.0;;;and<8,0町jdL;3+: 8.0;!iiand< 12.0四clL;4+: 12.0呵 dL三
ー：匹ive;士：trace;+:sl遍“;2+:moderate; 3+: marked 

-: not observed;士:1-9/3visual釦Id;+: 10-99/3 visual field; 2+: I 00-299/3visual field; 3+：ii!:;300/3 visual Ii叫

-: not observed注： Iー9/3visualfield; +: 10-99/3visual field, 2+: 100-299/3 visual field; 3十：,=300/3 visual field 

—:not observed;士： 1-9/3由叫f爬Id;+:10-99/3 visual field; 2+: I叩-299/3visual field; 3十：ii!;:300/3 visual field 

—:not observed;士：afew；十：曲undant

—:not血“匹土士： af岬；＋：如ndant

金

士

金

十

士
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 23-1-3(continued). Urinalysis in male rats 

EMEE 250 mg/kg 

Electrolyte, density Electrolyte, gross volume 

Male No. Urine volume S.G. Na K Cl Na K Cl 

mL/24hr m恥/L m恥/L m恥IL m叩 4hr mEq/24hr mEq/24hr 

M03025 23.7 1.050 88.7 195.7 111.5 2.10 4.64 2.64 

M03026 14.5 1.072 137.4 313.7 § 175.6 1.99 4.55 2.55 

M03027 20.8 1.042 62.7 150.5 71.2 1.30 3.13 1.48 

M03028 14.1 1.064 102.2 230.4 131.7 1.44 3.25 1.86 

M03029 21.2 1.053 86,7 209.6 116.7 1.84 4.44 2.47 

Number of males 5 5 5 5 5 5 5 5 

Mean 18.9 1.056 95.5 220,0 121、3 1.73 4.00 2.20 

S.D. 4.3 0.012 27.4 60.0 37.7 0.35 0.75 0.51 

Significance NS NS NS NS NS NS NS NS 

Statistical method AN AN AN DU DU AN AN AN 

S.G.: Specific gravity 

§, Remeasurement 

NS: Not significantly different from the control group. 

AN: Analysis by variance(one-way layout). 

DU: Analysis by Dunnett's test. 

UA: Unable to be analyzed because the value in the treated野oupwas the same as the value in the control宮oup.

248 



試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 23-1-4. Urinalysis in male rats 

EMEE 1000竺

MaleNo. pH Protein Glucose 

Quality 
Ketone Bilirubm Occult blood Urobilino答n Color Turbidity Red blood cells 

Urinary sediments 

White blood cells Casts Crystals Epithelial cells 

M04037 

M04-038 

M04039 

M04040 

M0404l 

Protein, 

Glucose, 

Ketone, 

Bilirubin, 

Occult blood, 

Urobilinogen, 

Turbidity, 

Red Blood cells, 

White Blood cells, 

Casts, 

Crist曲s,

Epithelilli cells, 

6.5 士・・・ - ± light yell ow 

6.5 + - ;,——±light yellow 
7.0 十．．．．,. light yellow 

6.5 十・• - - ±light  yellow 

7.0 + • • - - ± light yellow 

-: negative;±,10;;,and< 30 mg/dL; +; 30;;,and< 100 mgldL; 2+: IOO;.and<300 m酌dL;3+: 300;a,and<600 mg/dL; 4+: 600 mgldL;a, 
-: negative;±.30;a,and<70 mgdL; +: 70;;,and< 150 m邸L;2+: l50;a,and<300 m'i/dL; 3+: 300::aand< 1,000 rngldL;4+: 1,000 mgldL;,. 

-: negativeさ(5;:;,and<lO mg/dL;+: 10;,.and<40 rngldL; 2+:40 ;;aand<80 m'ifdL; 3-: 80;;,四d<150 m'ifdL; 4+: 150 mg/dL;;; 
-:n竿ive;+; 0.5::,,and< 2.0 mgldL; 2+: 2.0 ;a.and< 6.0 mgldL; 3+: 6.0;a,and< I 0.0 mg/dL; 4+: 10.0 rngdL;;, 
-: negative;士： 0.03;;,and<0.06ml!fdL; +: 0.06;;,and<0.20 mgldL; 2+: 0.20;,.and< LOO mg/dL; 3+: 1.00 mg/dL;,. 

土： nonnal;+: 2.0;a,and<4,0 mgldL; 2+: 4.0::;,and<8.0 rn'ifdL; 3+: 8.0;.and< 12.0 mg/dL; 4+: 12.0 mg/dL至

-: negative；士trace;+:slight; 2+: moderate; 3+: marked 

-:血心紐rved;±:臼/3西叫伽は＋，]か,，!3嗚叫如は 2十 l00-299/3嗚遥伯は 3＋配凹応油alfi血

•: not observed;士:l・9/3visualfield; +: 10-99/3 visual field, 2+: 100-29913 visual field; 3ヤ.;300/3 visual field 

-: not observed;±:l-9/J visual field;+: Iか99/3visual field, 2+: l D0-299/3visual field; 3+: ;a; 300/3 visual field 

-: not observed；士： afew; +:a切ndant

-: not observed;±: a few; +: abundant 

一

士

士

士

士
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 23-1-4(continued). Urinalysis in male rats 

EMEE 1000m匹

Electrolyte, density Electrolyte, gross volume 
Male No. Urine volume S.G. Na K Cl Na K Cl 

ml./24hr m恥/L mEq/L mEq/L m恥fl4hr mEq/24hr mEq/24hr 

M04037 23.2 1.052 94.4 179.0 110.6 2.19 4.15 2.57 

M04038 16.3 1.068 112.8 251.0 154.3 1.84 4.09 2.52 

M04039 27.2 1.048 83.3 157.8 90.0 2.27 4.29 2.45 

M04040 25.1 1.047 73.4 139.3 82.1 1.84 3.50 2.06 

M04041 20.0 1.054 96.2 149.7 86.6 l.92 2.99 1.73 

Number of males 5 5 5 5 5 5 5 5 

Mean 22.4 1.054 92.0 17S.4 104.7 2.01 3.80 2.27 

S.D. 4.3 0.008 14.8 44.7 29.8 0.20 0.55 0.36 

Significance NS NS NS ＊＊ ＊ NS NS NS 

Statistical method AN AN AN DU DU AN AN AN 

S.G.: Specific gravity 
Significantly different from the control雰oup(*: P<0.05, **: P<O.01). 

NS: Not significantly different from the control W'Oup. 
AN: Analysis by variance (one-way layout). 

DU: Analysis by Dunnett's test. 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 23-2-1. Urinalysis in male rats of the recovery period 
Control(匹址血：wal宣forinjection) 

M血 No. pH Protein GI匹蕊

Quality 
Ketone Bilirubin 〇〇直 blood Urobilino四 C曲 Turbidity 邸 blood呻

u血町函血mts
White blood cells C諷IS Crystals Epithelial cdls 

MOI008 
MOI009 
MOIOIO 
MOIOII 
MOI012 

Protein, 

G虹匹

Ketone, 

Bilirubin, 
Occult blood, 
urobilinom, 
Turbidity, 

邸 Bloodcells, 
White Blood cells, 
Casts, 
Cristals, 
Epithelial cells, 

8.0 + - - - — 士岬yell“"
8.0 + - - - — 士晒tyellaw
＆〇士—士ー 一 士晒tyell岬

7.s + - - - — 士晒Iyellow 
8.0 + - -—ー＊如yellow

一：呵重i匹士： 10;;,iancl<30噂'Ill.;+:30:,iand< 100呵dL;2+: 100:iiand<300呵'cll.;3+:300印and<600囀'dL;4+:600囀'dL:,i
一：呵虞i`士： 30;:;iand<70噂'IIL;+: 70:,iand< ISO呵dL;2+: 150:,iand<300呵'cll.;3+:300；；；叫＜1,000呵dL;4+: 1,000 m,'dL；；； 
一：呵瓢i匹士(S;:aand<IO呵’dL;+: 10:ii.and<40 llllt'dL; 2十：40；；；and<80呵dL;3+: 80:,,and< ISO呵cll.;4+:ISO呵 clL三

一：匹i匹；＋：o.s:,,and< 2.0 m,/dL; 2十：2.0；；；and<6.0呵dL;3+:6．゚；；；and<IO.O呵dl.;4+:10.0IJllt'dL；；； 
一：neptiw:；士：O.OJ:,.and<0.06m,/dL; +: 0.06:,iand<0.20 m,/dL; 2+: 0ユ〇；；；and<l.00呵dL;3+: 1.00呵 dL三
土：normal;+: 2.0:,,皿d<4.0呵dL;2+: 4.0:iiand<8.0呵 dL;3十：8.0；；；and<12.0 m,/dL; 4+: 12.0町氾ニ
一：日戸i匹注：trace;十：ヽ Ii釦t;2+: moderate; J+: marked 
—:not observed注： 1-913visual filld; +: 10-99/3 visual field; 2+: 100-29913 visual field; J+:こ刃0nvisualf,eld

-: not observed;士： 1-9/Jvisualfield;+: 10-99/3 visual tield, 2+: 100-29913 visual field; 3十：ii::300/3 visual field 
-: not observed;士： 1-9/3visual field;+: 10-99/3 visual磁 2t:100-2”nvi.ualfield;3十：ii::300/3 visual field 
-: not observed;士:afew,+:abu叫皿

-: not observed;士:afew,+: abundant 

士

士

士

士

十
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 23-2-1 (continued). Urinalysis in male rats of the recovery period 

Control (vehicle: water for injection) 

Electrolyte, density Electrolyte, gross volume 
Male No. Urine volume S.G. Na K Cl Na K Cl 

ml/24hr mEq/L mEq/L m&l/L mEqn.4hr mEq24hr mEq/1.4hr 

M01008 13.3 1.062 106.5 272.9 134.4 1.42 3.63 1.79 

M01009 16.3 1.063 127.7 289.8 163.8 2.08 4.72 2.67 

M01010 17.4 1.062 139.3 268.0 163.l 2.42 4.66 2.84 

M01011 21.0 1.042 85.1 189.1 104.5 1.79 3.97 2.19 

M01012 18.6 1.043 73.2 190.7 103.5 1.36 3.55 1.93 

Number of males s 5 5 5 5 5 s s 

Mean 17.3 1.054 106.4 242.1 133.9 1.81 4.11 2.28 

S.D. 2.8 0.011 27.8 48.3 29.7 0.45 O.S6 0.46 

S.G.: Specific gravity 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 23-2-2. Urinalysis in male rats of the recovery period 
EMEElOOOm詠g

MaleNo. pH Protein Glucose 

Quality 

Ketone Bilirubin Occultbiood Urobilinogen Color Turbidity Red blood cells 

Urinary sediments 

White blood cells Casts Crystals Epithelial cells 

M04044 

M04045 

M04046 

M04047 

M04048 

Protein, 

Glucose, 

ketone, 

Bilirubin, 

0四tblood, 

Urobilino穿n,

Turbidity, 

Red Blood cells, 

White Blood cells, 

Casts, 

Cristals, 

Epithelial cells, 

8.0 士—-.- ± light yellow 

7.5±  - - • • ±light  yellow 

8.0 十ー・一 一 士lightyellow 

7.0 ー土 - - 士lightyellow 

8.0 = - - • -±light  yellow 

-.ne竺tive，土 10;:aand<30咋 dL;+: 30;,and< 100 mg/dL; 2+: IOO;:.and<300呵dL;3+; 300 ;:.and<600 rng/dL; 4+: 600 rng/dL；；； 
-: ne空ive；士 30至and<70 rng/d.L; +: 70;,;and< 150 mg/dL; 2+: ISO;,; and<300 mg/dL; 3+: 300 ;:.and< 1,000 m数dL;4+: 1,000 rng/dL;a; 
-: ne穿ive；士（5;:.and<10 mgldL; +: 10:;,and<40 m邸dL;2+: 40 ;,;and< 80 rn酌dL;3+:80;.and< 150 mgldL;4+: 150rng/d.L;a, 

-:ne邸ive;+: 0.S~and< 2.0詞d.L;2+: 2.0;,;and< 6.0 mgldL; 3+: 6.0;,;and< 10.0 rng/dL; 4+: 10.0 mg/dL;a, 

-: ne竺ive，士 0.03;:.and<0.06m留dL;+: 0.06 ;:sand< 0.20 mg/dL; 2+: 0.20;,;and< 1.00 rng/dL; 3+: 1.00 rng/dL;a, 

=::normal;+: 2.0;a;and< 4.0 mgldL; 2+: 4.0,::,and< 8.0 rng/dL; J+: 8.0;,;and< 12.0 rngld.L; 4+; 12.0 rng/dL;a, 

-: ne要ive;± trace;+:slight; 2-: moderate; 3+: marked 

-: not observed;土 1→9/3visualfield;+: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+:,:;300/3ヽisualfield 

-: not observed;=: 1-9/3 visual field;+: I 0-99/3 visual field, 2+: 100-299/3 visual field; 3+:,,;300/3 visual field 

-: not observed;士:1-9/3 visual field;+: 10-99/3 visual field; 2+: 100-299/3 visual field; 3十：:.:300/3 visual field 

-: not observed;±: a few;+: abundant 

-・ not observed;士:a few;+: abundant 

士

士

＋

士

＋

―

253 



試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 23-2-2(continued). Urinalysis in male rats of the recovery period 

EMEElOOOm誅g

Electrolyte, density Electrolyte, gross volume 
Male No. Urine volume S.G. Na K Cl Na K Cl 

ml124hr mEq/L m均/L 畔 m図11.4hr mEq/24hr mF.q/24hr 

M04044 21.6 1.035 78.9 169.3 102.1 1.70 3.66 2.21 

M04045 21.8 1.050 113.6 218.l 130.5 2.48 4.75 2.84 

M04046 27.1 1.040 61.8 167.7 80.0 1.67 4.55 2.17 

M04047 14.5 1.062 114.2 269.2 157.5 1.66 3.90 2.28 

M04048 28.7 1.037 78.0 164.0 93.3 2.24 4.71 2.68 

Number of males 5 5 5 5 5 5 5 5 

Mean 22.7 1.045 89.3 197.6 112.7 1.95 4.31 2.44 

S.D. 5.6 0.011 23.5 45.7 31.2 0.38 0.50 0.30 

Significance NS NS NS NS NS NS NS NS 

Statistical method TT TT TT TT TT TT TT TT 

S.G.: Specific gravity 

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雰oupwas the same as the value in the control f!iOUP. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 24-1-1. Urinalysis in female rats, satellite group 
Control (vehicle: water for通ection)

Female No. pH Protein Glucose 

Quality 

Ketone Bilirubin 0四tblood じrobilino的 Color Tぽbidity Red blood cells 

Urina,y sediments 
White blood cells Casts Crystals Epithelial cells 

F05049 

F050鉛

FOS051 

F05052 

FOS053 

Protein, 

Glucose, 

Ketone, 

Bilirubin, 

0四 ltblood, 

urobilinogm, 
Tぼbi由ty,

Red Blood碑 s,

White Blood oells, 

Casts, 

Cristals, 

Epithelial cells, 

8.0 ± - • - ・±light  yellow 

7.0 + - - - - ± light yellow 

7.0 - - - - • ± light yellow 

7.0 - - - - - 土迪htyellow 
7.0 - - - - - ± light yellow 

-: negative:±: IO ;a, and< 30 mgldL; +: 30;. and< 100 mrfdL; 2+: 100 ;;,and< 300 m',jdL; 3+: 300 ;.and< 600 mr/dL; 4+: 600 rog/dL;., 

-: n咤,tive：土］O;;,and<70m酌dL;+: 70;.and< 150 rog/dL; 2+: 150;;,anddOO mrJdL; 3+: 300 ;;,and< 1,000 mgldL; 4+: 1,000 mrfdL;. 
-: neg;,.tive,±(5 ;.and< 10 mgldL; +: 10茎and<40 mf/dL: 2+: 40;;, and< 80 mrfd.L; 3+: 80;;,and< 150皿匹L;4+: 150 mr/dL;. 

ー： n咤ltive;+: 0.5 ;:.and< 2.0 rnrfdL; 2+: 2.0 ;;;and< 6.0皿汎L;3+: 6.0;;,and< 10.0匹沿L;4+: 10.0 m',/dL;;, 

-: n咤ltive:=: 0.03 ;;,and<0.06 m邸L;+:O、06;.and<0.20 m必dL:2+: 0.20;.and< 1.00四西L;3+: 1.00 mrJdL至
二：normal;+:2.0;:. and< 4.0 rog/dL; 2+: 4.0;;, and<8,0 mrfdL; 3+: 8.0 ;.and< 12.0 mrJdL; 4+: 12.0 m',/dL;:. 
-: n咤ative:±.trace:+:slight: 2+: moderate: 3+: marked 

-: not observed, ;a: 1-913 visual field,+: 10-99/3 visual field; 2+: 100-29913 visual field, 3＋・ 6300/3 visual field 

-: not observed:土:1-9/3visual field、+:10-99/3visual field, 2+: I 00-29913 visual field; 3+: 6 300/3 visual field 

-: not observed;±•1-9/3 visual field; —•10-99/3 visual field: 2+: 100-29913 visual field; 3十： 6300/3visual field 

-: not observed:士 afew;+: abundant 

-: not observed:= a few;+: abundant 

±

士

一

士

士
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試験番号R-13-002

Combined repeat dose and reproductive/developmenぽ1toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 24-1-l(continued). Urinalysis in female rats, satellite group 

Control (vehicle: water for injection) 
Electrolyte, density Electrolyte, gross volume 

Female No. Urine volume S.G. Na K Cl Na K Cl 

mL/24hr mEq/L m恥/L m恥/L m恥／24hr mEq/24hr m均／24hr

F05049 12.9 1.064 129.7 281.4 157.7 1.67 3.63 2.03 

FO5050 6.9 1.059 73.4 162.3 75.0 0.51 1.12 0.52 

F05051 25.8 1.034 60.5 160.l 85.3 l.56 4.13 2.20 

F05052 14.8 1.035 62.2 159.l 77.6 0.92 2.35 1.15 

F05053 8.7 1.056 74.4 177.9 77.4 0.65 1.55 0.67 

Number offemales 5 5 5 5 5 5 5 5 

Mean 13.8 1.050 80.0 188.2 94.6 1.06 2.56 1.31 

S.D. 7.4 0.014 28.5 52.7 35.5 0.53 1.30 0.77 

S.G.: Specific gravity 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 24-1-2. Urinalysis in female rats, satellite group 
EMEEIOOOm印

FomaleNo. pH Protein Olu匹 e
Qualit 

Ketone Bilirubin 0a叫 blood Urobilinogen Color T田袖紐y Red blood cells 

Urinary叫iments
WhitebloodeeDs C“U Crystals Epithelial呻

F06059 

F06060 

F06061 

F06062 

F06063 

Protein, 

Glucose, 

Ketone, 
Bilirubin, 

Occuk blood, 

umbilino雰
Turbidity, 

Red Blood cells, 

White Blood cells, 

c“̀ 
Cristals, 

Epithelial cells, 

7.0 • - - - - — 士晒tyellow 

6.S 士—士ー 一 士 晒 tyellow 

6.0 士 — - - - 土 ・瞼1yallow

6.5士—- - — 士 晒yellow

6.0 + -, i , ― - 士 . 』ow

-:n疇ive;士： 10印and<30呼；十：30;,,and<IOO呵'clL;2+: 100 :ii and< 300呵clL;3+: 300印and<600呵'dL;4+: 600 my/dL:;, 

-:ne讐ti匹注：30:..and<70my/dL; +: 70;,,皿d<ISOm、clL;2+: ISO :ii皿d<300呵clL;3+: 300 ~ and< 1,000 m帆IL;4+: 1,000 m、dL;,,

ー：neptive;士(S:iiand<IO叫釦＋： 10:,iand<40呵 2+:40;.and<SO呵 dL;3+: 80:iiaod< ISO呵dL;伝 ISOm飢IL:.

ー：血讐tive;+:0.S;lii皿d<2.0四t'dL;2+:2.0:iiand<6.0呵clL;3+: 6.0;:.and< 10.0呵clL;4+: 10.0呵 dLニ
ー：血讐出` 士：0.03;:.and<0.06呵＋：0.06:iiand<O.20呵dL;2+:0.20:.iand<1.00四clL;3+: 1.00呵 dLS

士：nonnal;+:2.0;:.and<4.0 m帆IL;2+: 4.0;:. and< 8.0 my/dL; 3+: 8.0:,iand< 12.0 m叡IL;4+: 12.0 my/dL:,i 

一：血讐live;士：tmo;+;•I遍t;2＋：皿心lie;3+: marked 

—:not observed注： Iー9/Jvisualfield;+: 10-9913 visual伽Id;2+: 100-299/Jvisual field;3十：；；；300/3visual field 

-: not observed注： 1-9/Jvisualfield;+: 10-9913 visual伽Id,2+: 100-299/3 visual field; 3+： .::;300/3 visual field 

-: not observed;士:1-9/Jvisualfield;+: 10-9913 visual field; 2+: 100-299/3 visual Ii叫d;3+： .::;300/3visual field 

-: not observed注：afew;+: abundant 
-: not observed;士：a釦；＋：abundant

ー

一

士

ー

一

士

士

士

士

・

257 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 24-1-2(continued). Urinalysis in female rats, satellite group 

EMEE 1000 mg/kg 

Electrolyte, density Electrolyte,笞ossvolume 

Female No. Urine volume S.G. Na K Cl Na K Cl 

rnL/24hr m恥/L m均/L m恥/L m恥／24hr mEq/24hr m恥／24hr

F06059 14.0 1.054 92.2 171.2 81.8 1.29 2.40 1.15 

F06060 11.0 1.068 127.2 247.3 130.1 1.40 2.72 1.43 

F06061 14.7 1.058 111.4 222.4 136.1 1.64 3.27 2.00 

F06062 16.7 l.057 89.3 209.7 112.6 1.49 3.50 1.88 

F06063 14.6 1.060 94.0 226.8 130.6 1.37 3.31 l.91 

Number offemales 5 5 5 5 5 5 5 5 

Mean 14.2 1.059 102.8 215.5 118.2 1.44 3.04 l.67 

S.D. 2.1 0.005 16.1 28.2 22.2 0.13 0.46 0.37 

Significance NS NS. NS NS NS NS NS NS 

Statistical method AW TT TT TT TT AW TT TT 

S.G.: Specific gravity 
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宮oupwas the same as the value in the control group. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 24-2-1. Urinalysis in female rats of the recovery period 
Control {vehicle: water for _i,tj_ection) 

Female No. pH Protein Glucose 

Quality 

Ketone Bilirubin Occult blood Urobilinogen Color T田bidity Red blood cells 

Urin町sediments

White blood cells C四ts Crystals Epithelial cells 

FOS054 

FOS055 

FOS056 

FOSOS7 

FOS058 

Protein, 

Glucose, 

Ketone, 

Bilirubin, 

Occult blood, 

Urobilinogen, 

Turbidity, 

Red Blood cells, 

White Blood cells, 

Casts, 

Cristals, 

Epithelial cells, 

8.0 - - - -—士lightyellow 

8.0 - - - -—士lightyellow 

7.5 - - - -—士lightyellow 

7.5 - - - -—士lightyellow 

8.0 - - - - - ± light yellow 

-: negative，士： IO;:a,and<30rnvfdL; +: 30;:a,and< 100 rnvfdL; 2+: IOO;:a,and<300 my/dL; 3+: 300;:a,and<600 my/dL; 4+: 600my/dL;:a, 
-: ne四ive，士：30;:a,and<70rnvfdL; +: 70;:a,and< 150 rnvfdL; 2+: l50;:a,and<300 my/dL; 3+: 300;:a,and< 1,000 rnvfdL;4+: l,OOOmy/dL;:a, 
-: ne翌tive；士（5;:a,and<10 my/dL; +: 10;:a,and<40皿衷L;2+: 40;:a,and<80 my/dL; 3+: 80;:a,and< 150 my/dL;4+: 150 my/dL;:a, 
-:ne四ive;+: 0.5;:a,and<2.0呵 dL;2+: 2.0;:a,and<6.0 my/dL; 3+:6.0;:a,and< l0.0四汎L;4+: 10.0 my/dL;:a, 
—:negative；士： 0.03;;,and< 0.06 rnvfdL; +: 0.06;;,and<0.20呵dL;2+: 0.20;:a,and< 1.00 my/dL; 3+: 1.00 my/dL;:a, 
土： normal;+:2.0;:a,and<4.0皿dL;2+: 4.0;:a,and<8.0吋 dL;3+: 8.0;:a,and< 12.0四dL;4+: 12.0 rnvfdL;:a, 
-: ne岬ive；士：trace;+:slight; 2+: moderate; 3+: marked 

—:not observed注： 1-913visual field;+: I 0-99/3visual field; 2+: 100-299/3 visual field; 3十．；；；300/3visual field 

-: not observed注： I•9/3 visual field;+: I 0-99/3visual field, 2+: l00-299/3visual field; 3十： ；；；300/3 visual field 

•: not observed注： 1-913visual field; +: I 0-99/3visual field; 2+: l00-299/3visual field; 3十： ；；；300/3 visual field 

—:not observed;士：afew;+: abundant 

-: not observed池：afew;+: abundant 

・

士

・

士

＋

―
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試験番号R-13--002

Combined repeat dose and reproductive/developmental toxicity  screening  test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in  rats 

Appendix  24-2-1 (continued). Urinalysis  in  female rats of the recovery period 

Control (vehicle: water for injection) 

Electrolyte, density Electrolyte.gross volume 

Female No. Urine volume S.G. Na k Cl Na K Cl 

mL/24hr rnEq/L mEq/L m早 m恥114hr mEq/24hr m阿/l.4hr

F05054 9.3 l.064 94.l 271.1 155.7 0.88 2.52 1.45 

F05055 16.4 1.045 108.9 212.3 124.6 1.79 3.48 2.04 

F05056 11.0 1.059 123.1 289.l 166.2 1.35 3.18 1.83 

F05057 16.2 1.052 110.5 251.2 139.7 1.79 4.07 2.26 

F05058 12.0 1.054 114.1 257.8 155.0 1.37 3.09 1.86 

Number of females 5 5 5 5 5 5 5 5 

Mean 13.0 1.055 110.1 256.3 148.2 1.44 3.27 1.89 

S.D. 3.2 0.007 10.5 28.5 16.2 0.38 0.57 0.30 

S.G.: Specific gravity 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 24-2-2. Urinalysis in female rats of the recovery period 
EMEE 1000 mg/kg 

Female No. pH Protein GJua,se 

Quality 

Ketone Bilirubin Oa:ult blood Urobilinogen Color Turbidity Redblood呻

Urinary叫imen1ヽ

White blood cells Casts Crystals Epithelial呻

F06064 

F06065 

F06066 

F06067 

F06068 

Prot血

Gluco兌

kaone, 

Bilirubin, 

Oa:ult blood, 

Urobilin喧mレ

Turbidity, 

Red Blood cells, 

White Blood cells, 
Casts, 

Cristals, 

Epithelial cells, 

8.0 - - - -—士li釦yeDow

7.0 - - - -—士 Ii創yellow

6.5 - - - -—士li創yellow

7.0 - - - -—士li創yellow

6.0 - - - - 2+ 士晒yeDow

—：四ive;士： IO ;a; and<30呵dL;+: 30;:a,and< 100噂 'dL;2+: IOO;:a,and<300喝俎；3+:300;;,anc1<600吋dL;4+:600呵 'dL;:a,

—:Dqlllive;士： 30 ;:a, and<70my/dL; +: 70茎and<150 Dlf!/dL; 2+: 150;:a,and<300 mfidL; 3+: 300;:a,and< 1,000m敏IL;4+: 1,000,qtdL,i;; 
—:nepive;士(S ,i;; and<10 my/dL; +: IO;a;and<40 Jqt'dL; 2+: 40.i;;and<80 Dlf!/<恥3+:80;:a,and< 150呵 dL;4+:150m皿ニ
—:negative; +:0.5;a;and<2.0 Dlf!/dL; 2+: 2.0;a;and<6.0 Dlf!/dL; 3+: 6.0;:a,and< 10.0呵；4+:10.0呵 dL三

一：四ive;±: O.OJ;a;and<0.06喝'dL;+: 0.06.i.and<O.20呵dL;2+:0.20印and<l.00呵礁； 3+:1.00呵 dLニ
土：normal;+:2.0;a;and<4.0 Dlf!/dL; 2+:4.0.i.and<8.0 Dlf!/dL; 3+: 8.0.i.and< 12.0 mfidL;4+: 12.0m敏IL;;,

一：皿ive;±:trace;+: slight; 2+: moderate; 3+: marked 

—:not obsc,ved;士:1-9/3visualfield;+: 10-99/3visual field; 2+: I 00-299/3visual field; 3十： ~300/3 visual field 

―:not obsc,ved;士:1-9/3visualfield; +: 10-99/3visual field, 2+: I 00-299/3visual field; 3十： ~300/3 visual field 
―:not obsc,ved;士:1-9/3visualfield; +: 10-99/3visual field; 2+: 100-299/3visual field; 3十：~300/3 visual field 

-: not observed;士;afew; +: abundant 

-・ not obsc,ved; ±: a few; +: abundant 

±

±

 

-
+
-

》

一

疇

疇

士
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 24-2-2(continued). Urinalysis in female rats of the recovery pe血d

EMEE 1000四 1kg
Electrolyte, density Electrolyte, gross vo血ne

Female No. Urine vol皿 e S.G. Na K Cl Na K Cl 

ml/24hr m均/L mEq/L m/L mEq/24hr mEq/1.4hr mF.q/1.4hr 

F06064 12.7 1.044 93.1 153.8 90.5 1.18 1.95 1.15 

F0606S 12.9 1.049 96.1 199.9 105.6 1.24 2.58 1.36 

F06066 19.2 1.035 87.2 160.7 95.4 1.67 3.09 1.83 

F06067 15.7 1.026 39.0 66.8 35.0 0.61 1.05 0.55 

F06068 16.2 1.041 86.3 191.9 100.4 1.40 3.11 1.63 

Number offetnales 5 5 5 s 5 5 5 5 

Mean 15.3 1.039 80.3 154.6 85.4 1.22 2.36 1.30 

S.D. 2.7 0.009 23.S 52.9 28.7 0.39 0.87 0.49 

Significance NS ＊ ＊ ＊＊ ＊＊ NS NS NS 

Statistical method TT TT TT TT TT TT TT TT 

S.G.: Specific gravity 
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. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 25-1-1. Hematological findings of male rats at the end of the dosing period 
Control (vehicle: water for injection) 

Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil F.osinopbil Basophil Monocytc Lymphocyte Rcticulocyte 
10000/pL gdL ％ tL pg 註 10000/瓜 sec. 訓:c. 100/1!!: ％ ％ ％ ％ ％ ％ 

MOIOOI 831 15.3 43.6 匁．5 18.4 35.I 106.S 19.4 27.8 97.1 14.2 1.5 0.1 4.0 80.2 3.73 
MOI002 936 IS.7 43.8 46.8 16.8 35.8 99.8 20.l 23.8 114.2 23.2 1.1 0.0 s.o 70.7 2.88 
MOI003 787 14.7 43.2 54.9 18.7 34.0 91.0 20.1 27.0 72.0 17.6 1.8 0.1 3.6 76.9 3.52 
MOI004 872 14.7 42.4 48.6 16.9 34.7 122.3 26..1 26.1 64.8 21.2 3.2 o.o 4.3 71.3 3.7S 
MOIOOS 855 IS.4 45.1 S2.7 18.0 34.1 102.1 24.4 30.5 7S.8 15.8 1.3 0.0 4.4 78.S 3.12 

Number of males 5 s s 5 s 5 5 5 5 5 s s s 5 5 5 
Mean 856 IS.2 43.6 SI.I 17.8 34.7 104.3 22.0 27.0 84.8 18.4 1.8 0.0 4.3 75.5 3.40 
S.D. 55 0.4 1.0 3.3 0.9 0.7 11.S 3.0 2.4 20.4 3.7 0.8 0.1 o.s 4.3 0.39 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 25-1-2. Hematological findings of male rats at the end of the dosing period 
EMEE 62.5 m詠g

Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil B蕊ophil Monocyte Lymphocyte Reticulocyte 

l0000/μL gdL ％ tL pg 邸L 10000/μL sec. sec. 100/μL ％ ％ ％ ％ ％ ％ 

M02013 832 14.4 40.9 49.2 17.3 35.2 114.5 17.7 25.7 112.6 26.7 1.8 0.0 4.6 66.9 3.19 

M02014 870 14.6 40.9 47.0 16.8 35.7 114.1 21.8 27.2 101.3 22.2 2.2 0.0 3.9 71.7 2.55 

M02015 847 15.3 43.6 51.5 18.1 35.1 99.8 192 28.1 70.4 10.8 1.7 0.0 4.1 83.4 3.06 

M02016 874 16.1 45.8 52.4 18.4 35.2 81.2 26.0 28.6 60.8 14.6 2.0 0.0 3.8 79.6 2.50 

M02017 924 15.6 44.4 48.1 16.9 35.1 114.5 35.0 34.1 65.5 21.2 1.8 0.0 6.3 70.7 2.92 

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 869 15.2 43.1 49.6 17.5 35.3 104.8 23.9 28.7 82.1 19.1 1.9 0.0 4.5 74.5 2.84 

S.D. 35 0.7 2.2 2.3 0.7 0.3 14.6 6.9 3.2 23.3 6.3 0.2 0.0 1.0 6.8 0.31 

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN DU DU AN AN DU AN AN DU AN AN KW  AN AN AN DU 

NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 

DU: Analysis by DU11I1ett'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 srune as the value in the control group. 

264 



試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 25-1-3. Hematological findings of male rats at the end of the dosing period 

EMEE 250四

Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte 

10000/叫 gdL ％ tL pg gdL l0000/祉 sec. sec. 100／祉 ％ ％ ％ ％ ％ ％ 

M03025 845 15.0 432 5 1. I 17.8 34.7 93.9 31.9 32.9 66.4 10.4 1.7 0.0 6.0 81.9 3.12 

M03026 821 14.9 43.3 52.7 18.1 34.4 82.5 18.4 23.9 88.8 19.8 1.4 0.0 4.4 74.4 2.51 

M03027 811 14.6 43.4 53.5 18.0 33.6 96.7 24.2 30.5 92.4 l l.7 1.6 0.0 4.0 82.7 230 

M03028 854 14.S 41.3 48.4 17.0 35.1 114.3 31.2 30.6 90.1 14.9 1.4 0.0 5.7 78.0 2.63 

M03029 8S3 14.9 42.8 S0.2 17.5 34.8 ll0.8 33.2 27.9 86.3 16.1 1.5 0.0 4.5 77.9 238 

Nwnberofmales 5 s 5 5 s 5 5 5 5 5 s 5 5 5 5 5 

Mean 837 14.8 42.8 51.2 17.7 34.5 99.6 27.8 29.2 84.8 14.6 1.5 0.0 4.9 79.0 2.59 

S.D. 20 0.2 0.9 2.0 0.4 0.6 13.0 6.3 3.4 10.5 3.7 0.1 0.0 0.9 3.4 032 

Sigli「"411店 NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS ＊＊ 

St噴h四method AN OU DU AN AN DU AN AN DU AN AN KW  AN AN AN DU 

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

NS:Nots砂ific-llntly曲如直fromthe control group. 
AN: Analysis by variance (ono-way layout). 
DU: Analysis by Dunnett's test. 

KW: Analysis by Kruskal-Wallis'test (one-w町layout).

UA: Unable to be analyzed because the value in the treated IJOup was the same as the value in the control i,oup. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 25-1-4. Hematological findings of male rats at the end of the dosing period 

EMEEIOOO 

Male No. RBC HGB Hemat四 MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Mo血が0 Ly111phocyte Reticulocyte 

10000/μL gdL ％ fL pg gdL 10000/μL sec. sec. 100/直 ％ ％ ％ ％ ％ ％ 

M04037 789 13.9 41.4 52.5 17.6 33.6 72.2 19.6 2S.9 60.4 31.6 0.2 0.0 5.5 62.7 1.76 

M04038 790 13.S 39.7 S0.3 17.1 34.0 99.S 19.1 21.8 39.4 22.3 0.3 0.0 5.8 71.6 2.ss 

M04039 792 14.2 41.7 S2.7 17.9 34.1 70.0 IS.I 20.2 67.9 10.4 2.4 0.0 5.0 82.2 I.S1 
M04040 828 14.0 40.6 49.0 16.9 34.5 69.S 26.9 26.9 60.9 20.0 o.s 0.0 5.9 73.6 2.07 

M04041 836 13.7 40.7 48.7 16.4 33.7 llO.2 17.7 23.1 128.7 6.6 0.2 0.1 4.4 88.7 1.61 

Number of males s 5 5 s 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 807 13.9 40.8 S0.6 17.2 34.0 84.3 19.7 23.6 71.5 18.2 0.7 0.0 5.3 75.8 1.91 

匹． 23 0.3 0.8 1.9 0.6 0.4 19.2 4.4 2.8 33.7 9.9 0.9 0.0 0.6 10.0 0.41 

•`凱itlr-llnrf・ NS ＊＊ ＊ NS NS NS NS NS NS NS NS NS NS NS NS ** 
Statistical method AN DU DU AN AN DU AN AN DU AN AN KW AN AN AN DU 

Significantly di緻匹ntfrom the control即up(*: P<O.OS, **: P<0.01), 

NS: Not sign血皿tlydilferent from the control group. 
AN: Analysis by v叫皿e(one-way layout). 

DU:A皿lysisby Dunnett's test. 

KW: Analysis by Kruskal-Wallis'test（血&-W町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-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 25-2-1. Hematological findings of male rats at the end of the recovery period 

Control(v由iclc:water for injection) 
Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutropbil 珈inophil Basophil Monocyte Lymphocyte Rcticulocyte 

10000/JIL 匹 ％ a、 pg 、dL 10000/瓜 sec. sec. IOOI此 ％ ％ ％ ％ ％ ％ 

MOI008 831 15.0 42.7 Sl.4 18.1 35.1 92.8 20.5 22.2 79.0 IS.3 0.6 0.0 3.0 81.1 3.73 
MOI匹 846 14.6 43.0 50.8 17.3 34.0 99.S 20.7 23.0 83.S 15.0 1.7 0.0 1.9 81.4 3.36 

MOIOlO 819 IS.O 43.7 53.4 18.3 34.3 87.2 22.4 24.0 70.8 23.6 2.4 0.0 3.7 70.3 4.14 

MO!Oll 819 IS.I 43.2 52.7 18.4 35.0 116.9 26.1 24.5 51.3 13.7 2.1 0.2 3.9 SO.I 2.89 

MOIOl2 832 14.2 41.4 49.8 17.l 34.3 104.2 22.6 27.2 S2.3 14.2 1.3 0.0 3.4 81.1 2.97 

Number of males 5 5 5 5 5 5 5 5 5 5 s 5 5 5 5 5 

Mean 829 14.8 42.8 5 1.6 17.8 34.S 100.1 22.S 24.2 67.4 16.4 1.6 0.0 3.2 78.8 3.42 

S.D. 11 0.4 0.9 1.4 0.6 0.5 11.4 2.2 1.9 14.9 4.1 0.7 0.1 0.8 4.8 0.52 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

EMEE 1000m詠g

Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulor;yte 

10000/μL gdL ％ tL pg g/dL 10000/μL sec. sec. 100/μL ％ ％ ％ ％ ％ ％ 

M04044 838 14.7 42.8 51.1 17.5 34.3 100.3 28.6 26.1 53.6 14.4 3.0 0.2 2.2 80.2 3.75 

M04045 802 13.0 38.5 48.0 16.2 33.8 115.3 13.1 19.5 78.3 19.7 1.5 0.0 2.7 76.1 3.60 

M04046 837 14.1 40.1 47.9 16.8 35.2 121.0 18.5 22.1 60.2 15.0 1.7 0.0 3.7 79.6 2.85 

M04047 878 14.1 40.3 45.9 16.1 35.0 93.5 25.5 27.5 § 63.0 37.5 1.7 0.0 3.7 57.1 3.67 

M04048 892 14.7 43.7 49.0 16.5 33.6 80.1 36.2 29.5 § 42.3 42.3 3.1 0.0 2.4 52.2 2.99 

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 849 14.1 41.1 48.4 16.6 34.4 102.0 24.4 24.9 59.5 25.8 2.2 0.0 2.9 69.0 3.37 

S.D. 36 0.7 2.1 1.9 0.6 0.7 16.5 9.0 4.1 13.2 13.2 0.8 0.1 0.7 13.3 0.42 

Significance NS NS NS ． ＊ NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AW  TT TT TT TT TT TT AW  TT TT AW  TT TT TT TT TT 

§, Remeasurement 

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

NS: Not significantly different from the control group. 
AW: Analysis by Aspin-Welch I-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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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 26-1-1. Hematological findings of female rats at the end of the dosing period 

Control (vehicle: water for injection) 

Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte 

10000/μL gdL ％ tL pg gdL 10000/μL sec. sec. 100/μL ％ ％ ％ ％ ％ ％ 

FOIOOl 686 12.8 38.5 56.1 18.7 33.2 119.7 14.1 19.9 120.4 32.7 0.9 0.0 2.5 63.9 7.39 

FOI005 723 13.6 40.8 56.4 18.8 33.3 127.3 14.1 17.4 117.5 42.9 0.9 0.0 6.7 49.5 8.42 

FOI006 675 12.9 38.4 56.9 19.1 33.6 109.0 14.8 19.9 108.1 29.0 0.7 0.0 3.8 66.5 7.43 

FOI008 637 13.1 40.6 63.7 20.6 32.3 122.3 13.0 18.1 130.1 36.5 0.4 0.0 4.4 58.7 12.99 

FOI009 639 12.3 36.5 57.1 19.2 33.7 114.2 13.1 17.4 124.7 32.5 0.8 0.1 4.1 62.5 6.77 

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 672 12.9 39.0 58.0 19.3 33.2 ll8.5 13.8 18.5 120.2 34.7 0.7 0.0 4.3 60.2 8.60 

S.D. 36 0.5 1.8 3.2 0.8 0.6 7.1 0.8 1.3 8.2 5.3 0.2 0.0 1.5 6.6 2.52 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 26-1-2. Hematological findings of female rats at the end of the dosing period 

EMEE 62.Sm祉g

Femalc:No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocytc Lymphocyte Reticulocyte 

l0000/此 f/dL ％ IL pg gdL 10000/祉 sec. sec・ 100/μL ％ ％ ％ ％ ％ ％ 

F02014 670 13.6 40.0 59.1 20.3 34.0 97.4 14.2 16.7 97.3 21.6 0.9 0.0 3.1 74.4 1.11 

F02016 707 13.S 403 S7.0 19.1 33.5 122.5 14.3 19.3 125.4 19.0 1.4 0.0 4.4 75.2 7.58 

F02021 698 12.8 38.1 S4.6 18.3 33.6 136.4 13.6 20.3 178.0 41.6 0.9 0.1 4.4 53.0 6.10 

F02022 663 12.7 36.9 SS.1 19.2 34.4 147.8 12.2 19.l 101.3 56.4 0.5 0.0 5.9 37.2 8.26 

F02024 683 1 3.5 41.0 60.0 19.8 32.9 139.0 13.9 20.0 69.4 31.0 0.3 0.0 S.6 63.1 11.33 

Numberof丘•い 5 5 s 5 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 684 13.2 39.3 57.4 19.3 33.7 128.6 13.6 19.1 1143 33.9 0.8 0.0 4.7 60.6 &21 

S.D. 18 0.4 1.7 2.4 0.8 0.6 19.7 0.9 1.4 40.8 15.4 0.4 0.0 I.I 15.9 1.92 

S迪直ica匹 NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN KW AN KW KW KW  KW  AN AN AN AN 

NS:Not si@,,i「•:antly血mmt伽mthe control釈up.

AN: Analysis by variance (ore-way layout). 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 

UA: Unable to be analyzed応 auscthe value in the treated釈upw邸thesame as the value in the control f110up. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 26-1-3. Hematological findings offemale rats at the end of the dosing period 

EM EE 250 mg/kg 

Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte 

10000/μL 剥L ％ fL pg gdL 10000/μL sec. sec. 100/μL ％ ％ ％ ％ ％ ％ 

F03026 637 12.1 36.9 57.9 19.0 32.8 129.6 14.1 17.7 123.5 26.7 0.6 0.0 3.1 69.6 9.81 

F03031 630 11.7 35.3 56.0 18.6 33.1 130.1 13.5 18.1 112.6 39.6 0.4 0.0 3.3 56.7 7.91 

F03032 738 13.4 40.3 54.6 18.2 33.3 118.7 13.6 18.1 120.0 35.2 3.2 0.0 4.4 57.2 5.20 

F03034 660 12.6 37.7 57.1 19.1 33.4 127.9 14.1 17.9 95.4 35.0 0.9 0.1 4.4 59.6 10.24 

F03035 662 12.2 37.1 56.0 18.4 32.9 128.8 15.1 18.5 94.9 30.5 0.5 0.0 4.1 64.9 6.70 

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 665 12.4 37.5 56.3 18.7 33.1 127.0 14.1 18.1 109.3 33.4 1.1 0.0 3,9 61.6 7.97 

S.D. 43 0.6 1.8 1.3 0.4 0.3 4.7 0.6 0.3 13.5 4.9 1.2 0.0 0.6 5. 5 2.11 

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN KW  AN KW  KW  KW  KW AN AN AN AN 

NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 

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-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 26-2-1. Hematological findings offemale rats at the end of the dosing period, satellite group 

Control (vehicle: water for injection) 

Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte 

10000/μL gdL ％ tL pg gdL 10000/此 sec. sec. 100/μL ％ ％ ％ ％ ％ ％ 

FOS049 791 15.6 43.4 54.9 19.7 35.9 81.4 11.9 16.6 89.4 11.3 1.1 0.1 2.8 84.7 3.29 

F05050 795 14.7 41.4 52.1 18.5 35.5 101.9 13.3 17.2 81.1 14.1 1.6 0.0 4.3 80.0 2.01 

F05051 742 14.2 40.7 54.9 19.1 34.9 112.8 12.5 18.4 96.7 10.5 1.2 0.0 2.3 86.0 3.55 

F05052 839 14.7 41.4 49.3 17.5 35.5 112.8 12.4 20.8 42.2 7.3 1.9 0.0 2.4 88.4 2.05 

F05053 758 14.6 41.6 54.9 19.3 35.1 94.0 13.7 18.5 35.8 17.0 3.1 0.0 2̀o 77.9 4.02 

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 785 14.8 41.7 53.2 18.8 35.4 100.6 12.8 18.3 69.0 12.0 1.8 0.0 2.8 83.4 2.98 

S.D. 38 0.5 1.0 2.5 0.9 0.4 13.3 0.7 1.6 28.1 3.7 0.8 0.0 0.9 4.3 0.91 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral a血1inistrationin rats 

Appendix 26-2-2. Hematological fmdings of female rats at the end of the dosing period, satellite group 

EMEEIOOOm匹

Femak:No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocytc Lymphocyte Rcticulocyte 

10000/祉 gdL ％ fL pg gdL 10000/μL sec. sec. 1()()I瓜 ％ ％ ％ ％ ％ ％ 

F06059 781 14.4 41.8 53.5 18.4 34.4 65.8 13.6 17.0 80.6 10.0 1.0 0.0 3.8 85.2 1.48 

F06060 837 14.4 40.9 48.9 172 35.2 50.5 13.6 18.0 43.1 10.0 2.1 0.0 3.7 84.2 1.94 

F06061 772 13.2 38.6 50.0 17.1 34.2 90.3 13.3 16.7 67.0 13.0 0.7 0.0 3.0 83.3 1.47 

F06062 730 13.2 38.9 53.3 18.1 33.9 72.6 13.3 21.8 84.4 9.0 1.4 0.0 2.3 87.3 1.42 

F06063 719 13.2 38.3 533 18.4 34.5 78.9 13.3 17.6 69.8 12.S l.3 0.0 5.0 812 1.40 

Number of fem打... 5 5 s 5 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 768 13.7 39.7 51.8 17.8 34.4 71.6 13.4 18.2 69.0 10.9 1.3 0.0 3.6 84.2 l.54 

S.D. 47 0.7 1.6 2.2 0.6 0.5 14.9 0ユ 2.1 16.2 1.7 0.5 0.0 1.0 2.3 022 

S初ifin,r NS ＊ ＊ NS NS ＊＊ ＊ NS NS NS NS NS NS NS NS ＊ 

St囀isticalmethod TT TT TT TT TT TT TT AW  TT TT TT TT TI TT TT AW  

Si即韮叫Lydifferent from the control即up(*:p<0.OS,**: P<0.01). 
NS: Not significantly different伽mthe control group. 
TT: Analysis by Stud匹 'st-test.

AW: Analysis by Aspin-Welch t-test. 
UA: Unable to be analyzed because the value in the treated IJOUP was the same as the value in the control lJllup. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 26-3-1. Hematological fmdings of female rats at the end of the recovery period 

Control (vehicle: water伽injection}

Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutmphil F.osinophil Basophil Monocyte Ly叩hocyte Reticulocyte 

10000/祉 gdL ％ IL pg 畝dL 10000／祉 sec. sec. 100/祉 ％ ％ ％ ％ ％ ％ 

F05054 771 14.0 39.9 51.8 18.2 35.1 97.0 13.4 16.6 35.2 16.4 2.6 0.0 5.7 7S.3 2.93 

F05055 8“ 15.2 44.6 55.5 18.9 34.1 97.6 12.1 18.3 33.7 10.9 1.8 0.0 4.2 83.1 3.82 

F05056 813 14.5 41.4 50.9 17.8 35.0 88.4 12.9 17.3 37.2 10.4 1.9 0.0 1.9 85.8 2.42 

F05057 802 14.6 41.4 51.6 18.2 35.3 108.8 13.0 20.2 53.6 17.3 3.4 0.0 5.8 73.5 3.29 

F05058 771 14.1 40.0 51.9 18.3 35.3 100.8 11.7 16.6 40.1 19.5 2.0 0.0 52 73.3 2.32 

Number offcmal白 5 5 5 5 5 5 5 5 5 5 5 5 s 5 5 5 

Mean 792 14.S 41.5 S2.3 18.3 35.0 98.5 12.6 17.8 40.0 14.9 2.3 0.0 4.6 78.2 2.96 

S.D. 20 0.5 1.9 1.8 0.4 0.5 7.4 0.7 1.5 8.0 4.0 0.7 0.0 1.6 5.8 0.62 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 26-3-2. Hematological findings of female rats at the end of the recovery period 

EMEEIOOOm西

Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosioophil Basophil Monocyte Lymphocyte Reticulocyte 

10000/pl. gdL ％ tl. pg gdL 10000/μL sec. sec. 100/jll, ％ ％ ％ ％ ％ ％ 

F06064 815 15.0 42.4 S2.0 18.4 35.4 108.7 13.0 18.4 43.7 22.4 2.1 0.0 32 72.3 2.73 

F06065 846 14.9 42.9 50.7 17.6 34.7 78.7 13.2 18.0 40.3 11.9 3.0 0.0 3.5 81.6 1.09 

F06066 796 14.3 40.8 51.3 18.0 35.0 101.2 13.2 22.2 29.2 13.6 2.1 0.0 2.1 82.2 2.25 

F06067 813 14.3 41.7 51.3 17.6 34.3 99.5 12.4 16.9 23.0 21.7 2.6 0.0 2.2 73.5 2.43 

F06068 790 14.5 41.6 52.7 18.4 34.9 121.2 13.2 18.4 37.2 19.4 1.6 0.0 3.S 7S.S 3.76 

Number of伍nalcs 5 5 5 5 5 5 5 5 5 5 5 s 5 5 5 5 

Mean 812 14.6 41.9 51.6 18.0 34.9 101.9 13.0 18.8 34.7 17.8 2.3 0.0 2.9 77.0 2.45 

S.D. 22 0.3 0.8 0.8 0.4 0.4 1 5.5 0.3 2.0 8.5 4.8 0.5 0.0 0.7 4.6 0.96 

Sifpificance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method TT TT TT TT TI TT TT TT TT TT TT TT TT TT TT TT 

NS: Not signifi呵"lydi1J臼叫fromthe control f110up. 

TT: Analysis by Student's t-test. 

UA: Unable to be analyzed bee呵 sethe value in the treated邸upwas thes皿 cas the value in the control評up.
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 27-1-1. Biochemical findings of male rats at the end of the dosing period 

Control (vehicle: w戎erfor injection) 

Male No. Total protein Albumin A/G Glucose Total cholesterol Triglyceride Phospholipid AST ALT -y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP 

gdL gdL mg/dL m<JdL mgdL mr)dL u/L u/L u/L u/L μmol/L my/dL mrJdL my/dL u/L 

MOIOOI 5.7 3.6 1.71 152 37 34 70 70 36 

゜
183 9.8 16 0.5 0.06 539 

MOI002 5.8 3.8 1.90 125 40 45 79 70 35 

゜
58 14.4 14 0.4 0.07 465 

M01003 5.9 3,6 1.57 129 44 27 69 54 22 

゜
115 8.1 14 0.5 0.06 613 

M01004 5.8 3.7 1.76 124 34 56 65 56 30 

゜
175 17.0 13 0.4 0.05 523 

MOlOOS 5.6 3.4 1.55 128 29 42 67 60 21 

゜
38 7.4 14 0.5 0.05 679 

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 5.8 3.6 1.70 132 37 41 70 62 29 

゜
114 11.3 14 0.5 0.06 564 

S.D. 0.1 0.1 0.14 12 6 II 5 8 7 

゜
66 4.2 0.1 0.01 83 

Control (vehicle: water for injection) 

Male No. !nor穿nicphosphorus Ca Na K Cl 

mrfdL mgdL mEq/L mEq/L mEq/L 

MOIOOI 6.0 9.2 144.2 4.08 105.6 

M01002 5.2 9.5 144.5 3.71 106.3 

M01003 5.6 9.1 146.7 3.99 106.1 

M01004 5.6 9.5 146.4 3.79 108.1 

MOI005 5.8 9.3 145.3 3.95 105.6 

Number of males 5 5 5 5 

Mean 5.6 9.3 145.4 3.90 106.3 

S.D. 0.3 0.2 I.I 0.15 1.0 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 27-1-2. Biochemical findings of male rats at the end of the dosing period 
EMEE625~ 

Male No. Total protein Albumin A/G G比ose Total cholesterol Triglyceride 

gdL gdL 四dL IJlf/dL mdL 

M02013 5.8 3.6 1.64 141 47 55 

M02014 5.5 3.5 1.15 142 34 38 

M02015 5.6 3.6 1.80 120 48 19 

M02016 5.4 3.5 1.84 140 37 68 

M02017 4.8 3.2 2.00 139 41 49 

Number of males 5 5 5 5 5 s 
Mean 5.4 3.S l.&I 136 41 46 

S.D. 0.4 0.2 0.13 ， 6 18 

S砂ifir濯 咋 NS NS NS NS NS NS 

Statistical method DU AN AN AN AN AN 

Si印而呵tlydi舷四tfrom the control EJ1ll平 (0:P<O.OS, ••: P<0.01). 

NS:Nots油ifir呵 lydiffereot from the control group. 

DU: Analysis by Dunnett's test. 

AN: Analysis by varia匹(ont>-waylayout). 

KW: Analysis by Kruskal-Wallis'test (ono-way layout}. 
UA: Unable to be analyzed b四 usethe value in the lmlted l!Jl呵,was the same as the value in the cootrol即up.

EMEE 62.5疇g

Male No. Inorganic phosphorus Ca Na 

mf/dL my/dL mEq/L 

M02013 6.1 9.5 1452 

M02014 5.7 9.3 145.6 

M02015 6.3 92 14S.8 

M02016 6.4 9.4 147.0 

M02017 7.1 9.2 146.0 

Number of males 5 5 5 

Mean 6.3 93 145.9 

S.D. 0.5 0.1 0.7 

函 oe NS NS NS 

Statistical method AN AN DU 

S初面C111tlydifferent from the control group (*: P<O.05, ••: P<0.01). 

NS:Notsi即ificaotlydifferent from the control group. 
DU:Analy曲切Dwmdt'stest. 

AN: Analysis by vari皿叫0匹匹flayout). 

KW: Analysis by Kruskal-Wallis'test {ono-w町layout).

K Cl 

叫 畔
4.16 1 05.8 

3.67 107.2 

3.86 108.4 

3.94 107.4 

3.73 107.0 

s 5 

3.87 107.2 

0.19 0.9 

NS NS 

KW DU 

UA: Unable to be aoalyzed bCIC8llsc the value in the匹血d即 upwas the S8lllC as the value in the control group. 

Phospholipid 

mdL 

84 

66 

77 

75 

76 

s 
76 

6 

NS 

AN 
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AST ALT 匹 TP LDH Bile acid BUN CIaliIIiI『 Total bilinlbin ALP 

u/L u/L u/L Ufl.. P立 91/L mg/dL m mgdL u/L 

64 33 

゜
110 6.7 16 0.5 0.05 466 

67 29 

゜
355 S.7 14 0.5 0.05 S03 

” 25 

゜
85 4.9 

＂ 
0.5 0.05 713 

％ 29 

゜
252 4.9 12 0.4 0.04 477 

74 36 

゜
51 6.2 14 0.4 0.05 421 

5 5 5 5 5 5 5 5 5 

63 30 

゜
171 S.7 15 0.5 0.05 516 

8 4 

゜
128 0.8 2 0.1 0.00 114 

NS NS NS NS ． NS NS NS NS 

AN KW DU AN DU DU AN AN DU 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 27-1-3. Biochemical findings of male rats at the end of the dosing period 
EMEE 250 mB1cg 

Male No. Total protein Albumin 

氾 gdL

M03025 5.4 3.5 

MOJ026 5.4 3.6 

M03027 5.5 3.7 

M03028 5.2 3.4 

M03029 5.4 3.6 

Nwnba-ofmales S 5 

Mean 5.4 3.6 

S.D. 0.1 0.1 

Sigoi丘ce NS NS 

Statistical method DU AN 

NS:Not sii!Jri「いntlydifferent from the control !JOUp・

DU: Analysis by Dwmett'stest. 

AN: Analysis by variance {one-way layout). 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 
UA: Unab., to be analyzed because the value io the tn:ated IJOUP was the same as the value in the control group. 

A厄 Total cholesterol 

Dlf!/dL 

1.84 

2.00 

2.06 

1.89 

2.00 

5 

1.96 

0.09 

NS 

AN 

Glucose 
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Triglyceride 

mdL 

30 

55 

26 

32 

45 

5 

38 

12 

NS 

AN 

Phospho~id 
IJlf/dL 

68 

83 

71 

72 

75 

s 
74 

6 

NS 

AN 

AST 

u/L 
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52 

49 

70 

61 
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60 ， 
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AN 
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匹

u

LDH 

u/L 

65 

49 

219 

103 

118 

5 

111 

67 

NS 

AN 

Bile acid 

弓）

16.S 

11.9 

13.0 

6.7 

5 

11.6 

3.6 

NS 

DU 

BUN 

m四

16 

14 

14 

14 

13 

5 

14 

I 

NS 

DU 

C四 1iIIiII『

mtdL 

o.s 
0.4 

0.4 

0.4 

0.5 

5 

0.4 

0.1 

NS 
Al¥・

Total bilirubin 

m四
o.rn 
0.06 

0.04 

0.09 

0.0S 

5 

0.06 

0.02 

NS 

AN 

ALP 

u/L 

415 

662 

471 

460 

465 

5 

495 

96 

NS 

DU 

EMEE 250m西

MalcNo. In叩爽ticphosphorus Ca 

呵dL 呵dL

M 03025 6.0 8.9 

M 03026 5.1 9.4 

M03027 6.0 9.2 

M0302S 5.9 9.1 

M03029 5.7 9.2 

Numb<rofmales 5 5  

Mean 5.7 9.2 

S.D. 0.4 0.2 

如i「”'l<lC NS NS 
S血 icalmethod AN AN 

NS:Not魂t珈ificantly皿叩llftomtheonltOI即叩・

DU:Analysis切D皿叫t'"test.
AN: Analysis切variam:e (o匹•W町layout).

KW:An約曲切Kruikal-Wallis'I⇔1（叩m四layout).

UA: Unable to be analyzed becai爬thevalue in the treated即叩匹thes皿 e“theval匹inthe a,ntrol即叩
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 27-1-4. Biochemical findings of male rats at the end of the dosing period 
EMEE 1000m五

Male No. Total protein Albumin A10 Glucose T“al曲 lestorol T蛉ceride Phospholipid Asr ALT y-GTP LDH Bile acid BUN Crmiaine T olal bilirubin ALP 、dL 、dL mr/dL mdL mclL 呵 u/L u/L u/L u/L μmol/L ml!/dL 翠dL 四dL u/L 
M04037 5.7 3.8 2.00 1“ S2 14 86 73 “ 2 76 7.9 19 0.6 0.07 2S3 
M04038 S.4 3.8 2.38 152 33 30 69 90 71 71 16.6 15 0.6 0.07 499 
M04039 5.2 3.2 1.60 109 41 17 70 57 ” 57 73 16 0.5 0.06 324 
M凶 M) S.1 3.2 1.68 134 40 16 71 105 132 2 109 JO.I 19 0.4 0.06 290 
M04041 S.3 3.4 1.79 141 51 ss ％ “ 47 

゜
198 9.9 16 o.s 0.10 424 

Number of males 5 5 s 5 5 5 5 5 5 5 s s 5 5 5 5 
M .... 5.3 3.S 1.89 136 43 26 78 79 65 102 10.4 

＂ 
0.5 0.07 358 

S.D. 0.2 0.3 0.31 16 8 

＂ 
12 19 40 57 3.7 2 0.1 0.02 101 

一 ． NS NS NS NS NS NS NS NS ．． NS NS ＊ NS NS ． 
Statisticalmnh̀’ DU AN AN AN AN AN AN AN KW  DU AN DU DU AN AN DU 
函lificmtly“瓜-iliom the control group (•: P<O.OS,.. : P<0.01). 

NS:Not曲lin襴1tlyditre叫li'omthe control group. 
DU: Analysis by Dunnett'stest. 
AN: Analysis by variance (one-w町layout),
KW: Analysis by応叫叫Wallis'test(011&-W町layout).

UA: Unable to be malyzed because the value in the血鵬ed sroup w..1如•ame.. thevalue in the conlrol 即叩•

EM皿 IOOOmg'kg

Male No. hm讐血phosphorus Ca Na K Cl 

直dL mgdL mF.qlL 畔 mF.q/L 

M04037 4.8 9.2 143.0 4.08 104.S 
M040碍 6.3 9.5 141.7 8.80 § 104.4 
M04039 s.s 9.2 144.6 3.82 IOS.3 § 

M04040 6.2 8.8 144.7 3.88 106.4 
M04041 S.9 9.4 144.2 3.91 10S.9 

Number of males 5 s s 5 s 
M .... S.7 9.2 143.6 4.90 IOS.3 
S.D. 

油孤け血e
Statistical method 

i―ent 
調西fiCIOllydiffcn:nl fiom the control s,:oup(拿:P<O.OS,**:P<0.01). 
NS:N01逍nirl(lllltbdifferent伽mthe controlかUP・

DU: Analysis by Dunnett'stest. 
AN: Analysis by v叫 皿ce(ooe-waylayout). 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 

UA:U叫＊tobeanaly衣比叩sethe value in the treated唇oupw四tbes皿 casthev血cio thccootrnl f!10up. 

0.6 
NS 

0.3 
NS 

1.3 "-NS 

2
 

0.9 
NS 

AN AN DU KW  DU 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening  test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 27-2-1. Biochemical findings of male rats at the end of the recovery  period 

Control (vehicle: water for injection) 

Male No. Total protein Albumin A/G Glucose Total cholesterol Triglyceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP 

gdL gdL mgdL mrfdL my/dL my/dL u/L u/L u/L UIL μmol/L mgdL m~dL mgldL u/L 

M01008 5.6 3.6 1.80 147 33 14 59 75 45 

゜
139 8.5 17 0.7 0.06 412 

MOI009 5.5 3.6 1.89 141 28 28 60 64 25 

゜
65 6.3 14 0.5 0.07 592 

MOIOIO 5.2 3.5 2.06 140 38 20 64 73 27 

゜
194 8.5 15 0.5 0.05 334 

MOIOll 5.4 3.6 2.00 123 43 18 67 65 27 

゜
61 9.3 13 0.5 0.06 517 

M0I012 5.5 3.4 1.62 133 44 13 69 64 25 

゜
143 10.9 14 0.6 0.04 464 

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 5.4 3.5 1.87 137 37 19 64 68 30 

゜
120 8.7 15 0.6 0.06 464 

S.D. 0.2 0.1 0.17 ， 7 6 4 5 ， 
゜

57 1.7 2 0.1 0.01 98 

Control (vehicle: water for injection) 

Male No. Inor渉nicphosphorus Ca Na K Cl 

mr)dL mgdL mF.q/L mEq/L mEq/L 

MOl008 6.3 8.6 143 7 3.92 l05.8 

MOl009 5.9 8.3 143.3 3.88 110.0 

MOlOIO 57 8.5 146 0 3.89 109.5 

MOlOll 5.5 8.2 145.0 3.83 109.4 

MOl012 5.2 83 146 6 3.69 110.1 

Number of males 5 5 5 5 5 

Mean 57 8.4 144.9 3.84 109.0 

S.D. 0.4 0.2 1.4 0.09 1.8 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 27-2-2. Biochemical fmdings of male rats at the end of the recovery period 
EMEE 1000 mg/kg 

Male No. Total protein Albumin A/G Glucose Total cholesterol Triglyceride 
gdL gdL mg/dL mFfdL mgdL 

M04044 5.4 3.6 2.00 192 41 19 

M04045 6.1 3.7 1.54 141 51 19 

M04046 5.6 3.6 1.80 121 65 35 

M04047 5.3 3.4 1.79 132 38 19 

M04048 5.9 3.7 1.68 130 52 18 

Number of males 5 5 5 5 5 5 

Mean 5.7 3.6 1.76 143 49 22 

S.D. 0.3 0.1 0.17 28 II 7 

SigiiiflC3Ilce NS NS NS NS NS NS 

Statistical method TT TT TT TT TT TT 

Significantly different from the control笞oup(•: P<0.05, ••: P<0.01). 
NS: Not significantly different from the control f!TOUp. 
TT: Analysis by Student's t-test. 
VA: Unable to be analyzed because the value in the treated g,-oup was the same as the value in the control group. 

EMEE 1000m吐g

MaleNo. Ino屯micphosphorus Ca 

呵dL mg/dL 
M04044 5.7 8.6 
M04045 5.9 8.8 
M04046 5.1 89 

M04047 5.0 8.0 
M04048 4.5 83 

Number of males 

Mean 5.2 8.5 
S.D. 0.6 0.4 

Si野ifiance NS NS 

Statistical method TT TT 
§, Remeasurement 

NS: Not signif!C3111ly different from lhe control郡 up.

TT: Analysis by Student,S t・test. 

Na K Cl 
mEq几 mE吐 mEq/L 

146.2 4.29 108.1 
143.1 4.11 107.6 
144.6 3.91 107.1 § 

145.1 3.66 108.8 
145 8 3.77 109.8 

5 5 

145.0 3.95 108.3 
12 0.25 I.I 
NS NS NS 

TT TT TT 

UA: Unable to be analyzed because the value in the treated,:oup was the same as the value in the control誓oup.

Phospholipid 

my/dL 

69 

73 

90 

66 

77 

5 

75 ， 
TT 
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AST ALT Y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP 

u/L u/L u/L u/L μmol/L mr/dL my/dL my/dL u/L 

59 26 

゜
82 11.4 13 0.6 0.06 507 

63 30 

゜
107 11.S 15 0.6 0.05 447 

74 25 

゜
62 5.7 14 0.5 0.07 438 

81 32 

゜
91 10.0 16 0.6 0.05 455 

75 31 

゜
298 9.8 16 0.6 0.07 419 

5 5 5 5 5 5 5 5 5 

70 29 

゜
128 9.7 15 0.6 0.06 453 ， 3 

゜
96 2.4 0.0 0.01 33 

NS NS NS NS NS NS NS NS NS 

TT TT TT TT TT TT TT TT TT 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 28-1-1. Biochemical fmdings of female rats at the end of the dosing period 

Control (vebicle: water for injection) 

Female No. Total protein Albumin A/G Glucose Total cholesterol Triglyceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP 

gdL gdL mf/dL mg/dL m~dL mgdL UIL u/L u/L UIL μmol/L mr}dL mg/dL 皿~dL u/L 

FOIOOI 5.8 4.1 2.41 121 45 50 97 85 38 

゜
107 11.9 18 0.6 0.10 242 

FOI005 6.0 4.1 2.16 109 56 20 113 103 43 

゜
76 20.0 14 0.5 0.12 255 

F01006 5.4 3.6 2.00 124 36 43 83 72 35 

゜
94 17.6 l8 0,5 0.09 170 

FOIOOS 6.6 4.4 2.00 129 67 53 141 114 53 

゜
143 14.5 14 0.6 0.10 230 

FOI009 6.3 4.4 2.32 117 66 20 133 150 75 

゜
243 9.2 20 0.6 0.05 255 

N wnber of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 6.0 4.1 2.18 120 54 37 113 105 49 

゜
133 14.6 17 0.6 0.09 230 

S.D. 0.5 0.3 0.19 g 13 16 24 30 16 

゜
66 4.3 3 0.1 0.03 35 

Control (vehicle: water for injection) 

Female No. Inorganic phosphorus Ca Na K Cl 

m'ddL m',/dL mEq/L mEq/L mEq几

FOIOOI 6.6 9.0 143.8 3.66 108.1 

FOlOOS 6.8 9.4 143.1 4.21 l 11.0 

FOl006 6.3 8.5 141.3 4.26 107.5 

F0l008 8.0 9.5 142.5 3.88 106.0 

F0l009 6.0 9.0 143.7 3.65 107.l 

Number of females 5 

Mean 6.7 9.1 142,9 3.93 107.9 

S.D. 0.8 0.4 1.0 0.29 1.9 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 28-1-2. Biochemical fmdings of female rats at the end of the dosing period 

EMEE 62.5111祉g

Female No. Total protein Al>皿血 A/G G駈函 Total cholesterol Triglyceride Phospholipid Asr ALT 呵 P LDH Bile畔 BUN c inine Total bilirubin ALP 

p/dL gdL m,ddL mdL mdL mgdL U/L u/L u/L u/L μmo!IL mgdL JJJf/dL mdL u/L 

F02014 5.4 3.6 2.00 114 42 47 92 100 52 

゜
90 13.3 19 0.5 0.11 387 

F02016 5.9 3.9 1.95 126 55 52 114 78 49 

゜
122 19.5 18 0.5 0.08 236 

F02021 6.1 3.9 1.77 131 76 31 130 ” 49 

゜
77 5.8 12 o.s 0.08 180 

F02022 6.3 4.3 2.IS 114 6S 27 133 167 88 

゜
137 28.5 16 0.5 0.08 230 

F02024 6.2 4,2 2.10 146 48 50 100 72 45 

゜
89 47.9 15 o.s 0.08 170 

Number offemal白 5 5 5 5 5 5 5 5 5 5 s 5 5 5 5 5 

Mean 6.0 4.0 1.99 126 57 41 114 102 51 

゜
103 23.0 16 o.s 0.09 241 

S.D. 0.4 0.3 O.IS 13 14 12 18 38 18 

゜
25 16.2 3 0.0 0.01 87 

S砂i「11贔•K NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Stalistical method AN AN AN AN AN AN AN AN AN AN AN KW  AN DU AN AN 

S善直icantly皿ereotfuxntbecootrol!JOUP (•:P<O.05．疇•： P<0.01).

NS:Notsi扉伍tly直迪Ifrom the cootrol 8"(lUp. 

AN: Analysis by v面皿双om,-waylayout}. 

KW: Analysis by血skal-Wallis'test(one-way layout). 

DU: Analysis by Dmmett's test. 

UA: Unable to be analyzed becausethevalne in thetn:aled!JOup was the same as the value in the control即up.

EMEE 62.5四北g

female No. lnoqp,nic phosphorus Ca Na K Cl 

呵dL 四dL mE叩．、 mEq,1. 叫初L

F02014 6.9 8.9 141.2 3.80 107.2 

F02016 5.3 8.8 142.2 3.72 108.S 

F02021 6.8 9.5 144.1 3.66 109.0 

F02022 5.8 8.8 141.9 3.14 103.4 

FO2024 5.1 9.3 143.4 3.69 108.4 

Num如 ofremales s 5 5 5 5 

Mean 6.1 9.1 142.6 3.60 107.3 

S.D. 0.7 0.3 1.2 0.26 2.3 

Sim斥 NS NS NS NS NS 

Statistical method AN AN AN AN AN 

NS:Nots響lilirHnIlydi母reottiom the control即up.

AN:Analy曲切”油曲（匹Wllflayout), 
KW: Analysis by Kruskal-Wal枷'1疇I(one-wrJ layout). 
DU: Analysis by Dunnett's lest. 
UA: Unable to be皿alyzed畑皿S●I畑valuein them血 d即upwas the same as the value in the control (JO叩•
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 28-1-3. Biochemical findings of female rats at the end of the dosing period 

EMEE 250m西

Female No. Total protein A珈皿m A/G Gluccse Total cholesterol Triglyceride Phospholipid ASr ALT y-GTP lDH Direct bilirubin BUN Crcatio加 Total bilirubin ALP 

匹 gdL 呵dL 呵dL mf/dL mgdL u/L u/L u/L U几 mgdL mwdL 四jdL IDf!/dL u/L 

F03026 5,9 3.9 1.95 120 53 34 99 71 37 

゜
58 12.2 IS 0.5 0.08 215 

F03031 5.6 3.8 2.11 133 64 37 108 72 45 

゜
160 8.2 10 0.5 0.08 300 

F03032 5.8 3.9 2.05 129 54 29 107 

” 
43 

゜
61 11.0 

＂ 
o.s 0.08 235 

F03034 5.9 4.0 2.11 122 36 30 80 93 28 

゜
84 10.4 13 o.s 0.09 213 

F03035 5.7 3.7 1.85 118 61 27 105 

” 
34 

゜
247 8.0 13 o.s 0.07 181 

Numb...of females 5 5 5 s 5 s s 5 5 5 5 5 5 5 s 5 

Mean 5.8 3.9 2.01 l24 S4 31 100 86 37 

゜
122 10.0 

＂ 
0.5 0.08 229 

SD. 0.1 0.1 0.11 6 II 4 12 13 1 

゜
81 1.8 3 0.0 0.01 44 

苅ぅIi「いncふ 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 KW AN DU AN AN 

S曹ifi呵tlydiffermt from the control group (0: P<0.05, ••: P<0.0 I}. 

NS: Not signi「•aotly cliffereol from the conlrol駅up.

AN:Analy曲byvariance (oru>-way layout). 

KW: Analysis by Kruskal-Wallis't .. I (one-四layout).

DU: Analysis by D皿皿It'stest. 

UA: Unable to be analyzed bee叩守thevalue in the treated l§Oup was the same as the value in the control group. 

EM EE 250 mglkg 

Fo叫 eNo. lnoqimic phosphorus Ca Na K Cl 

四dL 呵dL 畔 畔 叫吼

F03026 5.7 9.0 141.7 3.69 107.S 

F03031 6.3 8.9 1%.0 3.77 110.8 

F03032 6.0 9.1 143.S 3.69 1偉．7

F03034 6.s 93 14S.O 335 107.9 

F0303S 5.2 8.9 142.4 3.46 109.5 

Number of伽al<s 5 5 5 5 s 

Mean 5.9 9.0 143.7 3.59 108.9 

S.D. o.s 0.2 1.8 0.18 1.3 

Signifiamo NS NS NS NS NS 

Statistical method AN AN AN AN AN 

NS:Nots枷ificantlydiffecent from thecontrollP'()Up. 
AN:Analysis切vari”0（皿ew町＇町 out).

KW：心的由切ICIU$kal-WaDis'I日（O正 Waylayou1).
DU: Analysis by Dunncrts kst. 

UA:U己9le90bem的叫becauselbe value in tbc匹mi即叩匹s1be same as the value in the Qllllrol即up.
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 28-2-1. Biochemical findings of female rats at the end of the dosing period, satellite group 
Cootrol {vehicle: water fur inj匹ion}

Female No. Total protein Albumin A/G Glucose Total cholesterol Triglyceride Phospholipid ASf ALT 匹 TP LDH Bile acid BUN c ininP Total bilirubin ALP 

gdL gdL 呵 dL mclL ml!fdL mgdL u/L u/L u/L u/L μmol/L mr/dL mdL JD/!/dL u/L 

F05049 5.9 4.1 2.28 132 73 20 120 66 20 

゜
62 9.4 13 0.7 0.()1J 289 

FO刃50 6.0 4.2 2.33 130 64 27 124 63 ” ゜
57 14.8 16 0.6 0.14 229 

FOS05¥ 6.2 4.4 2.44 102 79 

＂ 
134 94 31 

゜
102 14.8 22 0.7 0.10 198 

FOSO52 65 4.6 2.42 135 81 42 141 60 35 

゜
48 10.0 16 0.7 O.IO 170 

FOS053 5.1 3.3 1.83 IOI 36 6 69 61 21 I 60 9.S 30 0.8 0.07 303 

Number of fem出 5 5 5 5 5 5 5 5 5 5 5 s s s 5 5 

Mean 5.9 4.1 2.26 120 67 22 118 69 27 

゜
66 11.7 19 0.7 0.10 238 

S.D. 0.s 0.5 0.25 

＂ 
18 13 28 14 6 

゜
21 2.8 ？ 0.1 0.03 51 

Control (vehicle: water for injection) 

FemaleNo. looI桝oicphospbonis Ca Na K Cl 

呵dL 呵 dL m m卑 mF.q/L 

F05049 5.8 9.2 143.9 4.10 103.6 

F05050 5.3 9.6 144.4 3.85 107.1 

F05051 4.7 9.5 144.7 3.92 107.5 

F05052 4.0 9.9 146.3 3.49 106.5 

F05053 6.1 8.8 144.8 3.64 106.1 

Number of血呻ョ 5 5 5 5 5 

Mean 5.2 9.4 144.8 3.80 106ユ
S.D. 0.8 0.4 0.9 0.24 1.5 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 28-2-2. Biochemical fmdings of female rats at the end of the dosing period, satellite group 
EMEE 1000 mg,lcg 

Female No. Total protein Albumin A応 G駈西 Total cholesterol Triglyceride Phospholipid AST ALT 匹 TP IDH Bile acid BUN c in加 Total bilirubin ALP 

gdL gdL mgdL Dll!fdL mf/dL mfidL u/L u/L U/L U/L 11mol/L mgdL m mdL u/L 

F06059 5.3 3.8 2.53 113 62 25 119 5 1 23 

゜
41 9.0 13 0.6 0.13 200 

F06060 5.6 3.9 2.29 117 68 17 124 55 20 

゜
59 11.7 19 0.6 0.11 283 

F0606l 5.3 3.8 2.53 12S 54 23 Im 47 21 

゜
40 9.0 15 0.6 0.13 233 

F06062 5.6 3.9 2.29 103 6S 

＂ 
117 54 21 

゜
46 5.9 19 0.7 0.06 168 

F06063 55 3.8 2.24 124 64 31 126 56 25 

゜
61 7.3 15 0.6 0.11 Ill 

N皿如offem•い 5 5 5 s s 5 5 5 5 5 5 5 s 5 5 5 

Me,n 5.5 3.8 2.38 116 63 23 119 53 22 

゜
49 8.6 16 0.6 0.11 199 

S.D. 0.2 0.1 0.14 ， 5 6 7 4 2 

゜
10 2.2 3 0.0 0.03 65 

S匂れ如町:e NS NS NS NS NS NS NS ． NS NS NS NS NS NS NS NS 

Statistical method AW  AW  TT TT AW  TT AW  AW  AW  TT TT TT TT TT TT TT 

Significantly difleR:nt伍皿thecontrol !JI叩 (*:P<O.05,••: P<0.01). 

NS: Not siprificaotly直ru叫fi:mnthe cootrol !!10叩・

AW: Analysis by Aspin-Welch I-test. 

TT:A四lysisby Student's I-lest. 

UA: Unable to be analyzed応損,sethe value in the treated woup was the same as the value in the control印up.

EMEE 1000町北g

Female No. Inor圏血phosphorus Ca Na K Cl 

mdL mgdL mEq/L 呼 mEqlL 
F06お9 5.2 9.1 144.1 3.93 § 106.3 

F06060 6.0 9.1 145.l 4.07 101.6 

F06061 3.6 9.1 144.0 3.41 107.9 

F06062 S.I 9.2 145.7 3.55 107.6 

F06063 4.0 9.1 145.1 3.20 108.S 

Number off em●ヒ 5 5 5 5 5 

Mean 4.8 9.1 144.8 3.63 107.6 

S.D. 1.0 0.0 0.7 0.36 0.8 

．喩mifinmce NS NS NS NS NS 

Stat辿辺method TT AW TT TT TT 

§.R臼四urement

NS:Notsi呼たtlydi翫rent伝,mthe control !JI叩・
AW: Analysis by Aspin-Wek:h I-test. 
TT: Analysis切Student'st-t..I. 

UkU幽｀゜beanaly叫becausethe value in the treat叫岬up匹s血 same..thevalue in t枷control.,oup・
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 28-3-1. Biochemical findings of female rats at the end of the recovery period 
Control (vehicle: water for injection) 

Female No. Total protein Albumin A/G Glucose Total cholesterol Triglyceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP 

gdL gdL mgdL mgdL midL m<JdL u/L u/L u/L u/L μmol/L my/dL mf/dL mgldL u/L 

F05054 5.7 3.9 2.17 102 45 15 88 71 30 

゜
49 11.9 19 0.7 0.08 303 

F05055 5.8 4.2 2.63 129 66 20 124 67 20 

゜
52 10.8 15 0.6 0.07 205 

FOSOS6 5.6 3.9 2.29 109 45 11 87 59 21 

゜
100 12.6 18 0.6 0.07 253 

F05051 5.8 3.9 2.05 100 78 14 130 69 28 

゜
45 10.8 16 0,6 0.10 226 

F05058 6.0 4.2 2.33 144 60 17 114 70 46 

゜
65 9.7 16 0.7 0.11 180 

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 5.8 4.0 2.29 117 59 15 109 67 29 

゜
62 11.2 17 0.6 0.09 233 

S.D. 0.1 0.2 0.22 19 14 3 20 5 10 

゜
22 1.1 2 0.1 0.02 47 

Control (vehicle: water for injection) 

FetnaleNo. Inor笞 cphosphorus Ca Na K Cl 

吋 dL m西dL m恥几 m恥几 mEq/L 

F05054 4.1 8.6 145.0 4.64 109.3 

F05055 4.2 8.6 144.7 3.35 108.l 

F05056 4.7 8.6 146.4 3.87 112.5 

F05057 4.2 8.8 145.9 3.22 108.4 
F05058 3.7 8.3 144.9 3.50 l09 9 

Num西 offemales 5 5 s s 
Mean 4.2 8.6 145.4 3.72 109.6 

S.D. 0.4 0.2 0.7 0.57 l.8 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 28-3-2. Biochemical findings offemale rats at the end of the recovery period 
EMEEIOOO四北g

Female No. Total protein Allxu血 A/G G .. 〇忙 Total c:liobtcrol T疇ceride Pbospholipid AST ALT y-OTP LOH Bile acid BUN CじHIillill,.. Total bilirubin ALP 

wdL 、dL DlfldL 呵 dL mdL 四氾 u/L u/L u/L u/L μmol/L 呵 dL m mwdL u/L 
F06064 6.2 4.2 2.10 106 47 16 85 51 19 

゜
40 IS.6 14 0.6 0.12 2“ 

F0606S S.4 3.5 1.84 109 50 17 87 87 47 

゜
J2S 12,7 18 0.7 0.0S 395 

F06066 S.9 4.1 2.28 107 43 1 5 89 6S 18 

゜
SI 7.8 16 0.7 0.09 2“ 

F06067 6.0 4.1 2.16 105 53 8 100 1S 23 

゜
89 16.1 18 0.6 0.08 340 

F06068 5.3 3.5 1.94 110 52 13 知 113 24 

゜
142 7.0 18 0.6 0.10 254 

N皿如ofmmles 5 5 s 5 5 5 5 5 5 5 5 s 5 5 5 s 
Mean 5.8 3.9 2.06 107 49 14 ” 78 26 

゜
89 11.8 

＂ 
0.6 0.09 297 

S.D. 0.4 0.3 0.18 2 4 4 6 24 12 

゜
45 4.3 2 0.1 0.03 68 

ìJlnifmnff NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method TT TT TT AW AW TT AW AW TT TT Tr AW TT TT TT TT 

N&Nots珈ific叩tly皿山I伝,mthe control 釈叫9•

TT:A吟 sisby Studmt's t-test. 

AW: Analysis切Aspin-Wek:ht-test. 
UA:U叫,leto be analyz叫如皿sethe value in the treated即呵,was the same as the value iD the control 8")Up・

F.MEE 1000四臼

Female No. lnorpnic pbo叩horus Ca Na k Cl 

呵 四 mEqlL 叫 畔

F06064 3.7 8.7 144.7 3.61 108.2 

F06065 4.6 8.4 145.3 3.22 110.S 

F060“ 3.5 8.7 14S.3 3.20 109.7 

F06067 3.1 8.S 146.0 2.96 111.7 

F06068 4.6 8.S 146.1 3.31 111.9 

Numberoff皿血 s 5 s 5 s 
Meao 3.9 8.6 145.5 3.26 110.4 

S.D. 0.7 0.1 0.6 0.23 I.S 

珈illc:ance NS NS NS NS NS 

Stat祖LIllll1fthod TT TT TT TT TT 

NS:Notsi面ficantlydifl'aall ftom the coolrol !JOUp・

TT：ん叫ysisbySt叫叫'sI-lest,

AW: Analysis by心pin-WelchI-test. 
UA: Unable to beaoalyzedbecausethevalue in thet四tedgroup was the same as the value in the amtrol group. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 29-1-1. Organ weights of male rats at the end of the dosing period 
Control（匹砿北：W試erfor iajection) 

MaleNo. . Body Brain Thymus Heart Lim Kidney(R) Kidn句(L) Kidneys Spla:n 

weight(g) (mg) (mr/g) (mg) (rr,wg) (mg) (IDflg) (mg) (m  (mg} （呵g) (mg} (mtg) （叫 (m(!/g) {mg) (Ulf/g) 

MOIOOI 494.8 2042.4 4.128 3SS.9 0.719 1331.5 2.691 133S9.6 27.000 1681.2 3.398 1579.1 3.191 3260.3 6.S89 934.4 1.888 

M01002 487.0 2076.2 4.263 356.8 0.733 1426.8 2.930 13216.8 27.139 1640.6 3.369 1578.2 3.241 3218.8 6.609 881.4 1.810 

M01003 457.0 2099.0 4.593 296.0 0.648 1475.8 3.229 12434.2 27.208 1525.2 3.337 1544.3 3.379 3069.S 6.717 819.5 1.793 

M01004 532.5 2074.4 3.896 237.8 0.447 1439.7 2.704 1S047.0 28．巧7 1620.1 3.042 IS82.2 2.971 3202.3 6.014 946.0 1.777 

MOIOOS 422.0 2053.3 4.866 3S2.9 0.836 1207.0 2.860 10623.1 25.173 1435.0 3.400 1468.S 3.480 2903.S 6.880 63S.8 1.507 

M01006 4995 1911.0 3.826 259.5 0.S20 1401.5 2.806 13257.3 26.541 1599.7 3.203 1474.1 2.951 3073.8 6.154 761.4 1.s24 
MOI007 545.9 2039.1 3.735 2S0.6 0.4S9 1643.1 3.010 15303.1 28.033 1847.7 3385 1762.1 3.228 3609.8 6.613 1088.8 1.9” 

Number of males 7 1 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 

Meao 491.2 20422 4,187 301.4 0.623 1417.9 2.890 13320.2 27.0SO 1621.4 3305 1569.8 3.206 3191.1 6.511 866.8 1.756 

S.D. 42.3 61.6 0.419 S3.4 0.1S0 133.4 0.188 IS80.6 1.020 128.9 0.135 97.8 0.19S 220.7 0.311 14S.S 0.180 

289 



試険番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 29-1-1 (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) Epididymides 

(mg) (mwg) (mg) (mrfg) (mg) (m翁 (mg) (mrfg) (mg) (mgg) (mg) (mrfg) 
MOlOOl 1783.6 3.605 1759.1 3.555 3542.7 7.160 704.7 1.424 668.4 l.351 1373.1 2.775 

M01002 1468.9 3.016 1477.8 3.034 2946.7 6.051 638.0 1.310 625.0 1.283 1263.0 2.593 

M01003 1580.0 3.457 1522.l 3.331 3102.l 6.788 637.2 1.394 620.7 l.358 1257.9 2.753 

M01004 1910.7 3.588 1978.3 3.715 3889.0 7.303 670.4 1259 685.5 l.287 1355.9 2.546 

M01005 1707.0 4.045 1652.3 3.915 3359.3 7.960 611.2 1.448 591.4 1.401 1202.6 2.850 

M01006 1770.5 3.545 1765.5 3.535 3536.0 7.CY79 613.3 1228 599.1 l.199 1212.4 2.427 

M01007 1789.9 3.279 1733.0 3.175 3522.9 6.453 632.3 1.158 643.4 l.179 1275.7 2.337 

Numb可 ofmales 7 7 7 7 7 7 7 7 7 7 7 7 

Mean 1715.8 3.505 1698.3 3.466 3414.1 6.971 643.9 1.317 633.4 1.294 1277.2 2.612 

S.D. 147.5 0.317 168.l 0.307 312.9 0.617 33.2 0.109 34.7 0.083 65.5 0.190 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 29-1-1 (continued). Organ weights of male rats at the end of the dosing period 

Control (vehicle: water for injection) 

Male No. Prostate, ventral 忘inalvesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands 

(mg) (my/g) (mg) (mg/g) (mg) (my/g) (mg) (mgg) (mg) (mrfg) (mg) (ITl'lfg) 

MOl()()1 797.7 1.612 2014.6 4.072 28.0 0.057 18.8 0.038 23.0 0.046 41.8 0.084 

M01002 448.7 0.921 1001.4 2.056 24.3 0.050 21.4 0.044 24.8 0.051 46.2 0.095 

M01003 605.8 1.326 1799.l 3.937 21.l 0.046 28.1 0.061 30.5 0.067 58.6 0.128 

M01004 888.4 l.668 1648.8 3.096 22.l 0.042 27.5 0.052 27.6 0.052 55.1 0.103 

MOl()()5 675.8 1.601 1421.2 3.368 21.8 0.052 31.4 0.074 32.S 0.077 63.9 0.151 

M01006 758.3 l.518 1699.2 3.402 23.4 0.047 20.2 0.040 20.1 0.040 40.3 0.081 

M01007 481.8 0.883 1885.8 3.454 14.4 0.026 30.l 0.055 31.4 0.058 61.5 0.113 

Number of males 7 7 7 7 7 1 7 7 7 7 7 7 

Mean 665.2 1.361 1638.6 3.341 222 0.046 25.4 0.052 27.1 0.056 52.5 0.108 

S.D. 163.4 0.332 338.0 0.661 4.1 0.010 5.1 0.013 4.7 0.013 9.6 0.025 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 29-1-2. Organ weights of male rats at the end of the dosing period 
EMEE 62.5m詠g

MaleNo. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 

weight (g) (mg) (m?Jg) (mg) (my/g) (mro (m餡g) (mg) (mf/g) (mg) (mr/g) (mg) (mr/g} (mg) (mwg) (mg) (mrfg) 

M02013 490.5 2069.3 4.219 317.1 0.646 1353.2 2.759 13769 6 28.073 1583.4 3.228 1536.S 3.133 3119.9 6.361 981.6 2 001 

M02014 517,6 2083 5 4.025 242.0 0.468 1420.8 2.745 15032.2 29.042 1639.3 3.167 1587.4 3.067 3226.7 6 234 900.3 1.739 

M02015 478.3 2010.8 4.204 368.8 0.771 1424.9 2.979 12827.8 26.820 1670.7 3.493 1563.6 3 269 3234.3 6.762 873.2 1.826 

M02016 454.1 2045.3 4.498 266.8 0.587 1337.0 2 940 12428.6 27.334 1438.4 3.163 1457.0 3.204 2895.4 6.368 890.4 1.958 

M02017 469.4 1971.0 4.199 265.0 0.565 1277.7 2.722 12275.8 26.152 1598.1 3.405 1585.7 3.378 3183.8 6.783 744.7 1.586 

M020l8 536.4 2099,0 3.913 332.0 0.619 1778.2 3.315 13137.6 24.492 1948.6 3.633 1899.3 3 541 3847.9 7,174 !033.6 1.927 

M02019 528.9 202S.9 3.830 231.2 0.437 ISSl.9 2.934 14930.2 28 229 1683.2 3 182 1653 0 3.125 3336.2 6.308 742.0 1.403 

M02020 487.S 2005.0 4110 218.6 0.448 1443.9 2.960 11888.3 24.371 1646.6 3.376 1622.6 3.326 3269.2 6.702 858.0 1.759 

M02021 4S9.7 2083.3 4.532 372.9 0.811 1436.2 3.124 11182.8 24.326 16D3.2 3.487 1584.9 3.448 3188.1 6.935 972.9 2.116 

M02022 438.3 2038.6 4.651 276.6 0.631 1583.5 3 613 11782 7 26.883 1483.0 3.384 1514.6 3.456 2997.6 6 839 945.8 2.158 

M02023 493.S 1991.7 4.036 232.3 0.471 1782.6 3.612 14101.3 28.574 1742.6 3.531 1726.4 3.498 3469.0 7.029 6738 1.365 

M02024 437.0 2069 7 4.736 210.8 0.482 1356.4 3.104 10298.1 23.565 1445.2 3.307 1413.9 3.235 2859.l 6.543 833.7 1.908 

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 482.7 2041.1 4.246 277.8 0.578 1478.9 3.067 l2804.6 26.488 1623.5 3.363 1595 4 3,307 3218.9 6.670 870.8 1812 

S.D. 33.0 40.9 0.294 56 9 0.124 164.8 0.306 1459.2 1.888 139.8 0.156 126.8 0.159 264.5 0.306 108.3 0.256 

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN DU DU AN AN DU DU AN AN AN DU AN DU AN AN 

NS: Not sillJlillcantly different from the control goup. 
AN: Analysis by variance (on,,.way layout). 
DU. Analysis by Dunnett's test. 

UA. Unable to be analyzed because the value in thetreated!l)"oup was the same as the value in the control即 up.
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 29-1-2 (continued). Organ weights of male rats at the end of the dosing period 

EMEE 62.Sm詠g

Male No. Testis(R) Testis (L) Testes Epididymis(R) Epididymis (L) Epididymides 

(mg) (mr/g) (mg) (mfefg) (mg) (mglg) (mg) (mdg) (mg) (mFfg) (mg) (mgg) 

M02013 1554.3 3.169 1537.l 3.134 3091.4 6.303 563.8 l.149 518.8 1.058 1082.6 2.207 

M02014 1737.9 3.358 1754.3 3.389 3492.2 6.747 656.7 l.269 697.3 1.347 1354.0 2.616 

M02015 1261.5 2.637 1393.8 2.914 2655.3 5.552 529.6 l.lm 575.3 1.203 1104.9 2.310 

M02016 1531.9 3.369 1554.0 3.418 3085.9 6.787 584.0 1.284 598.3 1.316 1182.3 2.600 

M02017 1637.6 3.489 1648.7 3.512 3286.3 7.001 600.I 1278 577.1 1229 1177.2 2.508 

M02018 1886.2 3.516 1846.5 3.442 3732.7 6.959 692.3 1.291 665.4 l.240 1357.7 2.531 

M02019 1808.6 3.420 1716.0 3.244 3524.6 6.664 670.7 1.268 627.7 1.187 1298.4 2.455 

M02020 1665.6 3.415 1672.5 3.429 3338.1 6.843 646.6 1.326 650.6 1.334 1297.2 2.659 

M02021 1754.9 3.817 1740.3 3.786 3495.2 7.603 678.0 1.475 636.l 1.384 1314.1 2.859 

M02022 1541.8 3.518 1530.8 3.493 3072.6 7.010 579.9 1.323 577.9 1.319 1157.8 2.642 

M02023 1685.4 3.415 1670.3 3.385 3355.7 6.800 646.4 1.310 653.4 1.324 1299.8 2.634 

M02024 1308.7 2.995 1329.8 3.043 2638.5 6.038 529.4 1.211 513.l 1.174 1042.5 2.386 

Number of males 12 12 12 12 12 12 12 12 l2 12 12 12 

Mean 1614.S 3.343 1616.2 3.349 3230.7 6.692 614.8 1.274 607.6 1260 1222.4 2.534 

S.D. 187.9 0.297 1S1.8 0234 337.7 0.524 57.5 0.093 51.5 0.094 110.8 0.176 

Si印ific-llllce NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical m呻 od AN AN AN AN AN AN DU DU DU DU DU DU 

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 
DU: Analysis by Dunnett's test. 

UA: Unable to be analyzed because the value in the treated即 upwas the same as the value in the control group. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 29-1-2 (continued). Organ weights of male rats at the end of the dosing period 

EMEE 62.5m詠g

Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands 

{mg) (mg/g) (mg) (mgg) (mg) (m'{/g) (mg) (mr}g) (mg) (mr}g) (mg) (mg/g) 
M02013 693.6 1.414 l634.5 3.332 19.0 0.039 25.2 0.051 20.8 0.042 46.0 0.094 

M02014 529.6 l.023 1694.7 3.274 20.8 0.040 25.S 0.049 25.2 0.049 50.7 0.098 

M02015 698.4 1.460 1527.6 3.194 29.6 0.062 25.8 0.054 29.2 0.061 55.0 0.115 

M02016 590.5 1.299 1234.1 2.714 24.8 0.055 29.4 0.065 33.1 0.073 62.5 0.137 

M02017 563.9 1.201 1448.5 3.086 23.4 0.050 29.2 0.062 32.l 0.068 61.3 0.131 

M02018 329.1 0.614 1637.0 3.052 21.5 0.040 26.2 0.049 26.4 0.049 52.6 0.098 

M02019 710.8 l.344 1570.0 2.968 21.6 0.041 23.1 0.044 25.0 0.047 48.l 0.09l 

M02020 623.5 1.278 2080.9 4.266 25.1 0.051 25.S 0.052 25.6 0.052 51.l 0.105 

M02021 671.4 1.461 1556.9 3.387 22.2 0.048 26.9 0.059 29.6 0.064 56.5 0.123 

M02022 328.0 0.748 1245.7 2.842 I 1.8 0.027 17.8 0.041 18.3 0.042 36.1 0.082 

M02023 499.1 I.Oll 1547.1 3.135 17.2 0.035 24.2 0.049 27.7 0.056 51.9 0.105 

M02024 692.3 1.584 1490.6 3.411 16.9 0.039 22.9 0.052 24.2 0.055 47.l 0.108 

Number of males 12 12 12 12 12 12 12 12 l2 12 12 12 

Mean 577.5 1.203 1555.6 3.222 21、2 0.044 25.l 0.052 26.4 0.055 51.6 0.107 

S.D. 135.8 0.299 218.3 0.392 4.6 0.010 3.1 0.007 4.3 0.010 7.l 0.017 

Significance NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method DU DU DU AN AN AN AN AN AN KW AN KW 

NS: Not significantly different from the control笞oup.
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郡oupwas the same as the value in the control笞oup.
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 29-1-3. Organ weights of male rats at the end of the dosing period 
EMEE 250 mg,kg 

MaleNo Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 

weight (g) (rug) (mglg) (mg) (m;jg) (mg) (mglg) (mg) (m'l/g) (mg) (my/g) (mg) (mgg) (mg) (m§'g) (mg) (mrfg) 

M03025 524 4 1995.4 3 805 255.7 0.488 1550 7 2 957 14536 4 27.720 !719.1 3.278 1740,9 3.320 3460.0 6.598 799.0 1.524 

M03026 486.2 2023 3 4 161 276,7 0 569 1553.4 3 195 14669 3 30.171 1863.4 3.833 1638.8 3.371 3502.2 7.203 720.3 1.481 

M03027 456.4 2104 7 4.612 378 5 0、829 1489 9 3 264 13657.3 29.924 1621.2 3.552 1684 7 3.691 3305.9 7.243 819.5 1.796 

:¼03028 500 7 2074.0 4.142 311.1 0621 1391 I 2.778 14194.5 28.349 1933.3 3.861 [956.3 3.907 3889.6 7.768 905.2 1.808 

M03029 505 5 1845.7 3 651 372 I 0 736 1423 0 2 815 I 3643.2 26.990 1657.5 3.279 1671.9 3.307 3329.4 6.586 708.6 1.402 

MO3030 4494 1883 8 4 192 296 9 0661 13468 2 997 11663.6 2S.954 ]4326 3.188 1412.5 3.]43 2845.1 6331 815.3 1814 

M03031 561 4 2036.4 3 627 285.6 0 509 1580 2 2、81$ I 5656 6 27.888 1920.o 3.420 1940.8 3.457 3860.8 6.877 1029.7 1834 

M03032 466.6 2029 3 4.349 246.1 0.527 1324.l 2 838 13698 4 29.358 1705.7 3.656 1751.9 3.755 3457 6 7.410 929.6 1.992 

MD3033 498 0 2110.0 4 237 285 0 0.572 1495 6 3 DD3 14282.3 28.679 l 5 J 6、J 3.044 1707.5 3.429 3223 6 6.473 942.2 1.892 

M03034 534 I 2074,7 3 884 339 2 0 635 1525 5 2. 8 5 6 14539 3 27.222 1710.0 3.202 1680.4 3.146 3390.4 6.348 844.7 1.582 

M03035 495.6 2048 5 4 133 336,2 0 678 1488 6 3 004 13825 I 27$96 1619.4 3.268 1589 8 3.208 3209.2 6 475 913.6 1.843 

M03036 515 2 2071 9 4.022 371 1 0.720 1558 9 3 026 13591.6 26.381 1730.9 3.360 1775 7 3.447 3506.6 6.806 747.4 1.451 

Number of males l2 12 l 2 12 12 12 12 12 l2 12 12 12 12 12 12 12 12 

M曰 499 5 2024 8 4,068 312.9 0.629 1477.3 2 962 13996 5 28.044 1702.4 3.412 1712.6 3.432 3415.0 5.843 847.9 1.702 

S.D. 32 4 82 2 0.288 46 0 0,102 86 5 0.153 947 7 l 326 151.0 0.261 145.2 0.242 280.8 0.465 98.3 0.200 

Si呼ficance 1'S NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statisti叫method AN A1' AN DU DU AN AN DU DU AN AN AN DU AN DU AN AN 

NS; Not significantly different from the control group 

AN: Analysis by variance (one-way layout) 
DU: Analysis by Dunnett's test. 

UA: Unable to be analyzed because the value in the treated goup was the same a.s the value in the control goup 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 29-1-3 (continued). Organ weights of male rats at the end of the dosing period 

EMEE 250m誅g

Male No. Testis(R) Testis (L) Testes Epididymis(R) Epididymis (L) Epididymides 

(mg) (my/g) (mg) (m!i/g) (mg) （呵g) (mg) (mrfg) (mg) (mf/g) (mg) (mf/g) 

M03025 1553.4 2.962 1570.3 2.994 3123.7 5.957 667.8 1.273 6272 1.196 1295.0 2.469 

M03026 1153.6 2.373 1097.5 2.257 2251.l 4.630 464.1 0.955 455.8 0.937 919.9 1.892 

M03027 1841.4 4.035 1778.I 3.896 3619.5 7.931 6042 1.324 615.8 1.349 1220.0 2.673 

M03028 1740.9 3.477 1750.3 3.496 3491.2 6.973 640.3 1.279 628.5 1.255 1268.8 2.534 

M03029 1714.4 3.391 1770.9 3.503 3485.3 6.895 6172 1.221 605.5 1.198 1222.7 2.419 

M03030 1539.6 3.426 1486.3 3.307 3025.9 6.733 529.3 1.178 524.7 1.168 1054.0 2.345 

M03031 1599.7 2.849 1638.1 2.918 3237.8 5.767 684.8 1.220 619.9 l.104 1304.7 2.324 

M03032 1555.6 3.334 1595.3 3.419 3150.9 6.753 6212 1.331 592.2 1.269 1213.4 2.601 

M03033 1681.2 3.376 1681.6 3.377 3362.8 6.753 578.l 1.161 587.9 l.181 1166.0 2.341 

M03034 1575.3 2.949 1585.3 2.968 3160.6 5.918 652.7 1.222 620.3 1.161 1273.0 2.383 

M03035 1780.8 3.593 1752.1 3.535 3532.9 7.129 679.S 1.371 635.0 1.281 1314.5 2.652 

M03036 1821.7 3.536 1834.2 3.560 3655.9 7.096 583.5 1.133 617.2 l.198 1200.7 2.331 

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 1629.8 3.275 1628.3 3ユ69 3258.1 6.545 610.2 1.222 594.2 1.191 1204.4 2.414 

S.D. 185.0 0.430 1%.9 0.427 380.0 0.853 64.8 0.111 52.6 0.103 114.8 0.208 

Signifi呻ce NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN DU DU DU DU DU DU 

NS: Not significantly different from the control ~up. 
AN: Analysis by variance (one-way layout). 

DU: Analysis by Dunnett's test. 

UA: Unable to be analyzed応 a匹 ethe value in the treated friOup was the same as the value in the control岬up.
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 29-1-3 (continued). Organ weights of male rats at the end of the dosing period 

EMEE 250m西

Male No. Prostate, ventral ・、Tー直叫vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands 

(mg) (Ulf!/g) (mg) (my/g) (mg) （四g) (mg) (Illflg) (mg) (mfdg) (mg) (mgg) 

M03025 502.9 0.959 1591.8 3.035 27.1 0.0S2 18.9 0.036 19.7 0.038 38.6 0.074 

M03026 S4l.4 1.114 20S8.4 4.234 23.9 0.049 25.3 0.052 26.4 0.0S4 51.7 0.106 

M03027 449.l 0.984 1304.4 2.858 27.3 0.060 22.0 0.048 22.9 0.050 44.9 0.098 

M03028 856.l l.710 2037.7 4.070 29.7 0.059 24.5 0.049 26.0 0.052 50.5 0.101 

M03029 508.0 1.005 2042.1 4.040 28.2 0.056 21.5 0.043 21.8 0.043 43.3 0.086 

M03030 679.l 1.511 1960.S 4.362 20.3 0.045 24.5 0.055 25.l 0.056 49.6 0.110 

M03031 722.1 1.286 2493.7 4.442 26.4 0.047 30.0 0.053 35.0 0.062 65.0 0.116 

M03032 868.8 1.862 1831.4 3.925 20.6 0.044 25.8 0.055 26.2 0.056 52.0 0.111 

M03033 548.8 1.102 1542.7 3.098 23.0 0.046 26.5 0.053 27.6 0.055 54.1 0.109 

M03034 344.7 0.645 1712.6 3.207 20.l 0.038 22.6 0.042 24.9 0.047 47.5 0.089 

M03035 730.4 l.474 2099.0 4.235 20.8 0.042 27.4 0.055 27.7 0.056 55.1 0.111 

M03036 577.6 1.121 1471.7 2.857 29.1 0.056 26.7 0.052 25.8 o.oso 52.5 0.102 

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 610.8 l.231 1845.5 3.697 24.7 0.050 24.6 0.049 25.8 0.052 50.4 0.101 

S.D. 161.5 0.349 333.7 0.627 3.7 0.007 3.0 0.006 3.8 0.007 6.7 0.012 

Significance NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method DU DU DU AN AN AN AN AN AN KW AN KW 

NS:Notsi印ificantlydifferent 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節）up.
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 29-1-4. Organ weights of male rats at the end of the dosing period 
EMEE 1000 mglkg 

MaleNo Body Brain Thymus Heart Liver Kidney (R) Kidney (L〉 Kidneys Spleen 
wei座I(g) (mg) (mgg) (mg) (mpjg) (mg) (mF/g) (mg) (mgig) (mg) (mrfg) (mg) (mgg) (mg) (mf/g) (mg) (myjg) 

M04037 488.8 1918.0 3.924 126.3 0 258 1463.8 2 995 16817 6 34.406 166&.3 3.413 1655.4 3.387 3323 7 6.800 741 7 l.5 17 

M04038 421.5 1993.1 4.729 184.9 0.439 1334.1 3.165 13547.1 32.140 1609.3 3.818 1595.l 3 784 3204.4 7.602 752.9 1.786 

M04039 44S.0 1984.3 4.459 137.6 0.309 1423.7 3.199 11879.5 26.696 1647.7 3.703 1601.3 3. 5 98 3249.0 7.301 725.0 1.629 

M04040 S00.6 1972.5 3.940 258 8 0.517 1441.9 2.880 l7l6l.O 34,281 1744.3 3.484 17S7.4 3.511 3501.7 6.995 866.3 1.731 

M04041 489.1 1956.4 4.000 161.8 0.331 1421.3 2.906 15872.4 32.452 1646.4 3.366 1649.0 3.371 3295.4 6.738 990.2 2.025 

M04042 492.8 2113 7 4.289 156.9 0.31& 1576.2 3.198 14792.6 30.017 1803.3 3.659 1918.9 3.894 3722 2 7.553 824.3 1.673 

M04043 484.2 2004.0 4.139 71.5 0.148 1645.6 3.399 15074.6 31 133 1639.6 3.386 1560.9 3.224 3200.5 6 610 818.7 1.6 9 l 

Nwnber of males 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 

Mean 474.6 1991.7 4.211 156.8 0.331 1472.4 3.106 15020.7 31.589 1679.8 3.547 1676.9 3.538 3356 7 7 086 817.0 1.722 

S.D. 29 5 60.7 0.300 S7.4 0 120 104.8 0.187 1854.2 2.672 68.7 0.178 123.9 0.238 190.9 0.402 91 9 O.IS8 

Significance NS NS NS ．． NS NS NS ．． NS NS NS ． NS NS NS 

Statistical method AN AN AN DU DU AN AN DU DU AN AN AN DU AN DU 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切Dunnett'stest 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control笞oup.
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 29-1-4 (continued). Organ weights of male rats at the end of the dosing period 

EMEE 1000m西

Male No. Testis(R) Testis (L) T日tes Epididyum(R) Epididymis (L) Epididy血年

(mg) (m'lfg) (mg) (mfig) (mg) (IJlf/g) (mg) (m,/g) (mg) (myjg) (mg) (mg/g) 

M04037 1192.6 2.440 1206.1 2.467 2398.7 4.907 371.7 0.760 401.1 0.821 772.8 1.581 

M04038 1207.0 2.864 1253.6 2.974 2460.6 S.838 46S.9 1.10S 474.8 1.126 940.7 2.232 

M04039 1111.2 2.497 1029.1 2.313 2140.3 4.810 387.3 0.870 384.3 0.864 771.6 1.734 

M04040 1718.1 3.432 1721.7 3.439 3439.8 6.871 572.S 1.144 575.1 1.149 1147.6 2.292 

M04041 1474.S 3.015 1486.9 3.040 2961.4 6.055 563.0 1.151 529.5 l.083 1092.5 2.234 

M04042 1794.2 3.641 1754.6 3.560 3S48.8 7.201 552.1 1.120 535.4 1.086 1087.5 2.207 

M04043 1580.3 3.264 1530.5 3.161 3110.8 6.425 S4S.4 1.126 548.2 1.132 1093.6 2.259 

Number of males 7 7 7 7 7 7 7 7 7 7 7 7 

Mean 1439.7 3.022 1426.1 2.993 286S.8 6.015 494.0 1.039 492.6 1.037 986.6 2.077 

S.D. 273.0 0.456 272.S 0.464 543.7 0.915 85.7 0.157 74.7 0.136 159.6 0.291 

S洒ifimnm. NS NS NS NS NS NS ＊＊ 摯＊ ＊＊ ＊＊ ＊＊ ＊＊ 

Statistical method AN AN AN AN AN AN DU DU DU DU DU DU 

Si印ificantlydifferent from the control釈 up(*:p<O.05,**:P<O.01). 

NS: Not significantly different from the control即 UP・

AN: Analysis by variance (one-way layout). 
DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed恥濯四？thevalue in the treated評 upwas the same as the value in the control group. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 29-1-4(continued). Organ weights of male rats at the end of the dosing period 

EMEE 1000m匹

Male No. Prostate, ventral ＆minal vesicles Thyroid gland Adrenal gland(R) Adrenal gland (L) Adrenal glands 

(mg) (mf/g) (mg) （四g) (mg) (mg/g) (mf) (mr/g) (mg) (my/g) (mg) (mf/g) 

M04037 322.9 0.661 1397.8 2.860 15.2 0.031 21.5 0.044 24.4 0.050 45.9 0.094 

M04038 437.3 1.037 1364.6 3.237 20.9 0.050 229 0.054 21.3 0.051 44.0 0.104 

M04039 324.1 0.728 1501.3 3.374 18.l 0.041 18.3 0.041 21.2 0.048 39.5 0.089 

M04040 605.4 l.209 1341.7 2.680 20.2 0.040 2S.6 0.051 23.9 0.048 49.5 0.099 

M04041 519.6 1.062 1374.5 2.810 21.5 0.044 26.3 0.054 26.4 0.054 52.7 0.108 

M04042 338.3 0.686 1775.l 3.602 24.3 0.049 23ユ 0.047 25.1 0.051 48.3 0.098 

M04043 400.5 0.827 1716.4 3.545 17.9 0.037 23.5 0.049 26.8 0.055 50.3 0.104 

Number of males 7 7 7 7 7 1 7 7 7 7 7 7 

Mean 4212 0.887 1495.9 3.158 19.7 0.042 23.0 0.049 24.2 0.051 47.2 0.099 

S.D. 108.2 0.215 178.9 0.374 2.9 0.007 2.7 0.005 2.2 0.003 4.4 0.007 

Si印而r.ance ＊＊ ＊ NS NS NS NS NS NS NS NS NS NS 

Statistical method DU DU DU AN AN AN AN AN AN KW  AN KW  

Significantly diffi:rent from the control f?IOup (*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control即 up.

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応 ausethe value in the treated f!10up was the same as the value in the control group. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 29-2-1. Organ weights of male rats at the end of the recovery period 
Control{v曲icle:w滋erfor injection) 

Male No Body Brain Thymus H匹 Liver Kidney (R) Kidney(L) Kidneys Spleen 

weigbt(g) (mg) (mg偉） (mg) (mgig) (mg) (mg/g) (mg) (mgig) (mg) (mg/g) (IDQ (m邸） (mg) (my/g) (mg) (m'ifg) 

MOI008 拓 58 2048.1 4.397 188.9 0.406 l3883 2.980 l 1228 9 24.107 1575.7 3.383 1509.8 3.241 3085.5 6.624 705 I 1514 

M0l009 552.7 2糾0.6 3,692 258 5 0.468 1433.4 2 593 12968.0 23.463 1628.6 2 947 1672 I 3.025 3300.7 5.972 672.3 1.216 

MOIOIO 592.8 1986.5 3, 3 5 l 389.9 0 658 1530 8 2 582 14632.S 24 684 1832 2 3.09[ 1785.4 3 012 3617 6 6.103 1050.3 1.772 

MOJOll 498.9 2111.5 4.232 320 2 0 642 1312.4 2 631 11511 8 23.074 1539 7 3 086 1641.l 3.289 3180.8 6.376 787.7 1.579 

MO¥Ol2 519 5 2106.4 4 055 259 I 0.499 1554 3 2. 9 9 2 11823.5 22 759 1559 3 3 002 1732.1 3334 3291.4 6.336 825.0 1.S88 

Number of males 5 5 5 5 5 5 5 5 5 s s 
Mean 525.9 2058 6 3.945 283 3 0 535 1443.8 2.756 12432.9 23 617 1627 I 3,l02 l668 l 3.180 3295.2 6.282 808.1 1.534 

S.D. 48,9 51.8 0.423 75.6 0、111 100 3 0 :!.I l 1395 9 0 780 119 3 0. l68 104.S 0.151 200.7 0 253 148.7 0.202 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 29-2-1 (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) Ep ididymides 

(mg) (m'l/g) (mg) (mgg) (mg) (mg/g) (mg) (mgg) (mg) (m'lfg) (mg) (mg/g) 
MOI008 1611.7 3.460 1602.7 3.441 3214.4 6.901 560.7 l.204 621.8 1.335 1182.5 2.539 

M01009 1714.6 3.102 1697.8 3.072 3412.4 6.174 616.0 1.ll5 541.4 0.980 1157.4 2.094 

MOlOIO 1623.2 2.738 1675.2 2.826 3298.4 5.564 644.5 1.087 623.8 1.052 1268.3 2.140 

M01011 1810.2 3.628 1765.6 3.539 3575.8 7.167 681.5 1.366 661.3 1.326 1342.8 2.692 

M0l012 632.1 1.217 1326.7 2.554 1958.8 3.771 89.7 0.173 492.8 0.949 582.5 l.121 
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 1478.4 2.829 1613.6 3.086 3092.0 5.915 518.5 0.989 588.2 1.128 1106.7 2.117 

S.D. 479.8 0.964 170.6 0.413 647.8 1.353 243.7 0.469 69.0 0.188 302.l 0.613 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 29-2-1 (continued}. Organ weights of male rats at the end of the recovery period 

Control (vehicle: water for injection) 
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) (m~g) (mg) (m~g) (mg) (mgg) 

M0!008 660.5 1.418 1782.7 3.827 14.7 0.032 19.0 0.041 21.2 0.046 40.2 0.086 

M01009 691.4 1.251 1984.9 3.591 16.1 0.029 18.5 0.033 19.3 0.03 5 37.8 0.068 

M01010 801.6 l.352 2494.5 4.208 23.0 0.039 22.2 0.037 23.8 0.040 46.0 O.Q78 

MOIOII 404.3 0.810 1700.6 3.409 19.3 0、039 23.9 0.048 22.3 0.045 46.2 0.093 

MOI012 433.2 0.834 1311.0 2.524 29.3 0.056 22.6 0.044 23.8 0.046 46.4 0.089 

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 598.2 1.133 1854.7 3.512 20.5 0.039 21.2 0.041 22.1 0.042 43.3 〇.083

S.D. 172.3 0.290 433.3 0.628 5.9 0.010 2.4 0.006 1.9 0.005 4.0 0.010 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 29-2-2. Organ weights of male rats at the end of the recovery period 
EMEEIOOO呵g

Male No. Body Brain Thymus Heart liver Kidney(R) Kidney(L) Kidoeys Spleen 

wei~(g) (mg) (m,/g) (mg) (!Df/g) (mg) (my/g) {mg) (mijg) (mg) (JDf/g) (mg) （四g} (mg) (my/g) (mg) (Dlflg) 

M04044 448.5 2057.3 4.587 119.s 0.266 1303.7 2.907 12037.9 26.840 1377.3 3.071 1479.2 3298 2856.5 6.369 S59.l 1.247 

M04045 5戎．6 2001.5 3.786 208.4 0.394 1658.0 3.137 13989.7 26.466 17753 3358 1850.0 3.SOO 3625.3 6.858 770.4 1.451 

M04046 SS2.5 2119.1 3.83S 219.2 0.397 1491.6 2.700 1S410.2 27.892 1726.4 3.125 16605 3.00S 3386.9 6.130 8S7.6 l.S52 

M04047 476.0 1996.4 4.194 162.7 0.342 1279.1 2.687 12004.0 25218 141rl.1 2.9S6 1363.5 2.864 2770.6 5.821 714.8 1502 

M04048 518.9 2116.9 4.080 309.4 0.596 1532.1 2.953 13563.3 26.139 1553.8 2.994 1476.2 2.S45 3030.0 5.839 684.0 1318 

Number of males 5 5 s 5 s 5 5 5 5 5 5 5 s s 5 

Meao 504.9 20582 4.096 203.8 0399 1452.9 2.877 13401.0 26.511 1S68.0 3.101 1565.9 3.102 3133.9 6.203 717.2 1.415 
S.D. 42.0 59.6 0.322 71.1 0.122 1S9.9 0.188 1433.5 0.978 180.6 0.158 191.2 0埠 7 362.4 0.430 110.3 0.128 

.̀"’i「●濯Ifヽ NS NS NS NS NS NS NS NS ●● NS NS NS NS NS NS NS NS 

Slatistiヽalmethod TT TT TT TT TT TT 1T TI TT TT TT TT TT TT TI TT TI 

・吻ificantlydiffermt from the control llJOUp ('：四．05,•＊：四．01).

NS:Nots油inanlly皿u叫fromthe control group. 

TT: Analysis by Student's t-test. 

AW: Analysis by Aspin-Wek:h t-test. 

UA: Unable to be analyzed because the value in the treated即叩 wastbesameas the value in the control即up.
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

EMEEIOOOm詠g

Male No. Testis (R) Testis (L) Testes Epididym臼(R) Epididymis (L) Epididymides 

(mg) (mg/g) (mg) (mgg) (mg) (mwg) (mg) (mgg) (mg) (mgg) (mg) (mgg) 
M04044 1269 2 2.830 1287.6 2.871 2556.8 5.701 481.4 1.073 464.5 1.036 945.9 2.109 

M04045 1310.6 2.479 1355 6 2.565 2666 2 5.044 432.3 0.818 437.3 0.827 869.6 1.645 

M04046 1529.3 2.768 1475.8 2.671 3005.1 5.439 566.7 l.026 556.7 1.008 1123.4 2.033 

M04047 576.7 1.212 697.7 1.466 1274.4 2.677 377.2 0.792 349.4 0.734 726.6 1.526 

M04048 1740.5 3.354 1650 3 3.180 3390 8 6.535 S49.4 l.059 538.3 1.037 1087.7 2.096 

NUJDberofmales 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 1285.3 2.529 1293.4 2.551 2578.7 5.079 481.4 0.954 469.2 0.928 950.6 1.882 

S.D. 438、7 0.801 360.3 0.650 798.5 1.450 79.3 0.137 83.4 0.139 162.3 0.275 

Significance NS NS NS NS NS NS NS NS ＊ NS NS NS 

Statistical method TT TT TT TT TT TT TT AW  TT TT TT TT 

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 !-test. 
AW: Analysis by Asp in-Welch t-test. 

UA: Unable to be analyzed because the value in the treated笞oupwas the same as the value in the control group. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

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

EM EE I 000 mg/kg 

Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands 

(mg) (mglg) (mg) (mgg) (mg) (myjg} (mg) (mg/g) (mg) (m'ig) (mg) (m'dg) 

M04044 604.4 1.348 1635.3 3.646 23.l 0.052 18.7 0.042 16.8 0.037 35.5 0.079 

M04045 785.4 1.486 1778.2 3.364 23.4 0.044 17.9 0.034 19.1 0.036 37.0 0.070 

M04046 770.l 1.394 • 1963.3 3.553 23.1 0.042 31.1 0.056 29.8 0.054 60.9 0.110 

M04047 796.7 1.674 1716.2 3.605 27.8 0.058 20.1 0.042 20.1 0.042 40.2 0.084 

M04048 694.3 1.338 1803.6 3.476 21.7 0.042 24.4 0.047 23.7 0.046 48.l 0.093 

Number of males 5 5 s 5 5 5 5 5 5 5 5 5 

Mean 730.2 1.448 1779.3 3.529 23.8 0.048 22.4 0.044 21.9 0.043 44.3 0.087 

S.D. 80.9 0.139 121.6 0.112 2.3 0.007 5.5 0.008 5.1 0.007 10.5 0.015 

Significance NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method TT TT AW  AW  TT TT TT TT TT TT TT TT 

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 group. 

306 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 30-1-1. Organ weights of female rats at the end of the dosing period 
Control (vehicle: water for inj四ion)

Fe,叫eNo. Body Brain Thymus Heart Liver Kidney (R) Kidn匂(L) Kidneys Spleen 

weigbt (g) (mg) (mgg) (mg) (my/g) (mg) (mf/g) (mg) {m~g) (mg) (mrfg) (mg) (mgg) (mg) (mg/g) (mg) (m'lfg) 

FOlOOI 305.0 1775 2 5.820 275.5 0.903 1033.4 3.388 9429.2 30.915 969.2 3.178 9886 3.241 1957.8 6.419 538.8 l 767 

FOI002 328.8 1982.6 6.030 251.6 0.765 1111.9 3.382 10105.7 30.735 1172.6 3.566 1118.6 3.402 22912 6.968 814.3 2477 

F01003 327.4 1817.9 5.553 209.l 0.639 996.2 3.043 10412.2 31.803 1242.0 3.794 1176.6 3.594 2418.6 7.387 800.4 2445 

FOI004 349.0 2033.7 5.827 178.3 0.511 1099.1 3.149 11060.3 31.691 1235.7 3.541 1191 l 3.4l3 2426.8 6.954 916.1 2.625 

F01005 296.5 1970.l 6.645 167.7 0.566 1056.2 3.562 9597.3 32.369 948.0 3.197 956.7 3.227 1904.7 6,424 839.0 2.830 

FOI006 350.9 1914.2 5 455 232 I 0661 1147 8 3.271 10296.1 29.342 1170.4 3.335 1153.6 3.288 2324.0 6 623 819.4 2.335 

FOl007 329.9 1891.3 5 733 268.4 0.814 1189.8 3.607 11112.3 33.684 l077.1 3.265 lOll.5 3.066 2088.6 6.331 839.0 2 543 

FOIOOB 299.9 1859.3 6.200 156.4 0.522 10861 3.622 10332.9 34.454 963.3 3.212 !020.4 3.402 1983.7 6.6[5 759.0 2.531 

FOI009 354.6 2025.0 5.711 329.7 0.930 1031.0 2.908 10861.5 30.630 1144.2 3.227 1083.2 3.055 2227.4 6.281 684.8 1.931 

FOIOIO 296 6 1901.5 6.411 240.4 0.811 1138.4 3.838 10393.0 35.040 1161.8 3.917 1177.4 3.970 2339.2 7.887 886.9 2 990 

FOIOII 366 I 1902.8 5.197 152.0 Q.415 1203.1 3.286 11254.1 30.741 1190.8 3.253 1148.7 3.138 2339.S 6 390 802 l 2.191 

FOIOl2 311.8 1851.0 5.936 188.9 0.606 1085 6 3.482 9637.6 30.910 1187.5 3.809 1135.5 3.642 2323.0 7.450 836.7 2.683 

N血如offemales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 326.4 1910.4 5.877 220.8 0.679 1098.2 3.378 10374.4 31.860 ll21.9 3.441 1096.8 3.370 2218.7 6.8ll 794 7 2.446 

S.D. 24.6 80 1 0.405 55.0 0.165 63.9 0.265 614.1 1.722 106 2 0.272 822 0.266 185.5 0,523 99.5 0.351 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 30-l-l (continued). Organ weights of female rats at the end of the dosing period 
Control (vehicle: water for injection) 

F血 aleNo. Ov匹y(R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands 

(mg) (m'{/g) (mg) (mg/g) (mg) (mgg) (mg) (m'i/g) (mg) (mgg) (mg) (mwg) (mg) (mrfg) (mg) (mf/g) 

FOIOOI 51.3 0.168 55.8 0.183 107.1 0.351 617.6 2 025 23.4 0.077 39.6 0.]30 47.6 0.156 87.2 0.286 

FOI002 39.8 0.121 62.0 0.189 101.8 0.310 597.7 1.818 17.0 0 0S2 35 8 0.109 3 5.2 0.107 71,0 0.216 

FOI003 53.8 0.164 56.6 0 173 110.4 0.337 611.6 1.86& 15.6 0.048 34.9 0.107 34.7 0.106 69.6 0.213 

F01004 48.9 0.140 76.9 0.220 125.8 0.360 669.2 1.917 22.2 0.064 35.6 0.102 42.2 0121 77.8 0.223 

FOIOOS 62.5 0.211 47.0 0.159 109.5 0.369 746.7 2.518 19.5 0.066 32.7 0.110 38.6 0,130 71.3 0.240 

FOI006 51.7 0.147 48.9 0.139 100.6 0.287 620.3 1.768 21.6 0.062 48.4 0.138 42.4 0.121 90.8 0.259 

F01007 55.0 0 167 49.3 0.149 104.3 0.316 603 2 I 828 21.8 0.066 39.4 0.119 38.S 0.117 77.9 0.236 

F01008 53.9 0.180 53.9 0.180 107.8 0.359 482 2 1.608 17.1 0.057 37.0 0.123 42.9 0.143 79.9 0.266 

FOl009 51.7 0.146 52 5 0148 1042 0.294 605.5 1.708 146 0.041 40.5 0.114 37.2 0.105 77.7 0.219 

FOlOlO 61.9 0.209 467 0 157 1086 0.366 641.1 2.161 21.8 0.073 31.8 0.107 30.8 0.104 62.6 0.211 

FOlOll 64 8 0.177 6 1.5 0.168 126.3 0.345 934.9 2.554 19.2 0.052 37.2 0.102 39.9 0.109 77 1 0.211 

FOl012 46.6 0.149 55.0 0.176 l01 6 0 326 725.9 2.328 16.7 0.054 34.6 0.111 38.3 0.123 72.9 0.234 

Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 53.S 0.165 55.S 0.170 109.0 0.335 654.7 2.008 19.2 0.059 37.3 0.114 39.0 0.120 76 3 0.235 

S.D. 7.1 0.027 84 0.022 8.6 0,028 110.8 0.315 2.9 0.011 4.4 0.011 4.4 0.016 7.7 0.024 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 30-1-2. Organ weights of female rats at the end of the dosing period 
EMEE 62.S四北g

Female No. Body 因 Thymus H Li" Kidney (R) □血可(L) Kidn可• Spleon 

weigb.t(fl) (1118) （呻 (Ill&) （呵g) （呵9 （呵Q (11111) （四 （四9 (mgg) （呵0 （四ゆ (ma) （呵ゆ （翠 （口g)

F02013 303.2 2012.6 6.638 171.2 O.S65 875.3 2.887 9224.J 30.423 940.1 3.101 945.4 3.118 188S.S 6.219 755.1 2.490 
FO勾14 324.4 2040.6 6.290 273.5 0.843 1034.1 3.188 10166.8 31.340 1112.8 3.430 975.2 3.006 2088.0 6.436 751.4 2.316 

F02015 308.0 1984.1 6.442 122.8 0.399 • 978.8 3.178 9078.2 29.475 1164.7 3.781 1121.3 •• 3.641 2磁 0 7.422 sso.s 1.787 

F02016 360.2 1964.4 5.454 221.7 0.61S 1118.3 3.105 11906.1 33.054 1281.3 3、557 1236.8 3.434 2518.1 6.991 788.8 2.190 
F02017 326.4 2029.9 6.219 341.0 1.045 1112,4 3.408 10115.7 30.992 1171.3 3.589 1089.S 3.338 2260.8 6.926 825.8 2.530 

F02018 300.8 1906.4 6.338 214.3 0.712 978.7 3.2S4 9926.4 33.000 1164.3 3.871 1153.5 3.83S 2317.8 7.705 91S.7 3.044 
F020l9 322.6 1991.0 6.172 204.7 0.635 1052.1 3.261 1偲IS.7 33.527 1096.6 3.399 1076.1 3.336 2172.7 6.73S 718.6 2.2鵡

F02020 紐．7 1970.2 S.783 217.0 0.637 "24’.s 3.301 10614.S 31.155 1218.3 3.576 1198.2 3.S17 2416.S 7.093 678.3 1.991 

F0202I 306.0 1902.4 6.217 223.4 0.730 969.3 3.168 99S2.8 32.525 921.9 3.013 893.8 2.921 1815.7 S.934 6429 2.101 

F02022 371.4 1930.4 5.198 318.7 0.8箕 1126.2 3.032 1 1025,4 29.686 12鵠 0 3.360 1246.2 3.355 叫．2 6.716 710.6 1.913 

F02023 316.1 1914.7 6.0S7 124.1 0.393 1016.5 3.216 10498.9 33.214 1113.7 3.S23 1080.S 3.418 2194.2 6.941 812.1 2.S69 
FOXn4 307.6 1985.6 6.455 362.7 1.179 1101.3 3.S80 10483.0 34.080 1172.2 3.811 1147.9 3.732 2320.1 7.543 700.s 2.277 

NonbcrofhIII楕h 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 324.0 1969.4 6.IOS 232.9 0.718 1040.6 J.215 10317.3 31.873 1133.8 3.501 1097.0 3.388 2230.8 6.888 737.5 2.286 

S.D. 22.8 47.2 0.425 78.0 0.235 79.8 0.176 768.8 1.558 109.3 0.263 112.1 o.m 218.0 O.S27 94.4 0.341 
苅面1ir,nr NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical metbod AN DU AN AN AN DU AN AN AN DU AN DU AN DU AN AN AN 

NS: Not sipilicmlly血aaubmtheo匹n,I”四p.

AN:Analys饂byvariance (o叫 waylayout). 

DU:A叫池byD四皿1's1..I.
KW:A叫呻切Kruskal-Wallis'I日（ono-waylayout). 

UA:U皿bletobe analyzed beams• the Ylluein the匹血d&I'四 wasthes皿 0饂thevalue in the匹血収roup.
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 30-1-2 (continued). Organ weights offemale rats at the end of the dosing period 
EMEE 62.Sm西

Fa叫 eNo. Ovmy(R) Ovary(L) Ovaries Uterus Thyroid gland Adrmal gland (R) A如 algland(L) Adn:nal glands 

(mg) . (mf/g) (m  (m¥fg) (mg) (mtg) (mg) (Dlflg) (mg) {m,ig) (mg) (mf/8) (mg) (mwg) (mg) （呵g)
F02013 50.I 0.16S 57.5 0.190 107.6 0.355 619.6 2.044 I I.5 0.038 35.6 0.117 40.6 0.134 76.2 0.2S1 

F02014 55.s 0.171 緯．6 O.ISO 104.1 0.321 610.2 1.881 13.9 0.043 32.6 0.100 373 0.115 69.9 0.215 

F02015 48.0 0.1S6 S6.9 0.18S 104.9 0.341 623.2 2.023 14.2 0.046 36・8 0.119 37.4 0.121 74.2 0.241 

F02016 41.9 0.116 66.2 0.184 108.1 0.300 645.5 1.792 20.4 0.051 41.2 0.114 42.2 0.117 83.4 0.232 

F02017 49.7 0.152 37.5 0.IIS 87.2 0.267 600.3 1.839 2S.2 o.on 3S.2 0.108 38.0 0.116 73.2 0.224 

F02018 56.1 0.187 44.1 0.147 1002 0.333 624.4 2.076 14.9 O.OSO 3S.3 0.117 42.3 0.141 77.6 0.258 

F02019 78.1 0.242 S4.7 0.170 132.8 0.412 739.7 2.293 21.6 0.067 33.0 0.102 34.6 0.107 67.6 0210 

F02020 64.S 0.1砂 56.5 0.166 121.0 0.355 823.3 2.416 2S.O 0.073 38.7 0.114 36.4 0.107 7S.l 0.220 

F02021 S4.8 0.179 46.5 0.152 101.3 0.331 邸．4 2.112 22.0 0.072 41.2 0.13S 42.0 0.137 83.2 0.272 

F02022 43.3 0.117 51.4 0.138 94.7 0.25S 671.3 1.807 18.3 0.049 47.6 0.128 51.4 0.138 99.0 0.267 

F02023 54.3 0.172 62.4 0.197 116.7 0.369 S32.2 1.684 14.6 0.046 38.9 0.123 40.1 0.127 79.0 0.2SO 

F02024 31.2 0.101 6S.0 0ユII 96.2 0.313 753.4 2.449 24.4 0.079 39.1 0.127 36.7 0.119 7S.8 0.246 

Number offcmalcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 52.3 0.162 Sl.9 0.167 106.2 0.329 651.5 2.035 18.8 0.058 37.9 0.117 39.9 0.123 77.9 0.241 

S.D. 11.7 0.038 8.7 0.028 12.4 0.043 79.1 0.2so 4.9 O.OIS 4.2 0.0IO 4.4 0.012 8.1 0.020 

枷`ifi四n.... NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN KW  K W  AN AN KW  KW  KW  KW  KW  KW  

NS: Not significantly dilfc:reot from the control Jll'oup. 
AN: Analysis by variance (onc,-way layout). 
DU: Analysis by Dunnett's test. 
KW: Analysis by Kruskal—Wallis'test (ono-way layout). 
UA: Unable to be analyzed ba:a血thevalue in the treated釈 1upwas the same as the value in the co血 olJJ<呻
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration  in rats 

Appendix 30-1-3. Organ weights of female rats at the end of the dosing period  

EMEE 250m詠g

Female No. Body 紐 Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 

weight (g) (mg) (mglg) (mg) (mgg) (mg) (mg/g) (mg) (mf!/g) (mg) (mg/g) (mo (mglg) (mg) (mf/g) (mg) (mwg} 

F0302S 3 l 1.5 1856.9 5.961 182.2 0.585 983.1 3 156 8779.1 28.183 1101.3 3.535 [085 3 3.484 2l86 6 7.020 788.9 2.S33 

F03026 322.2 1914.6 5.942 207.6 0644 10415 3.232 10729.0 33.299 957.7 2.972 927 l 2.877 1884.8 S.850 799.4 2.481 

F03027 339.8 1985.0 5 842 150.5 0.443 l ] 25.5 3.312 11150 8 32.816 1142.1 3.361 I 101.8 3.242 2243.9 6.604 703.2 2 069 

F03028 249.2 1934.2 7.762 151 0 0.606 933.2 3.745 8319 8 33.386 986.1 3.957 978.6 3.927 1964 7 7.884 963.0 3.864 

F03029 318.6 1948 7 6.116 218.2 0.685 1076 3 3.378 998l.8 31 330 1180.3 3 705 1226.0 3.848 2406.3 7.553 896.1 2.813 

F03030 285.6 1814.8 6.354 145.2 0.508 939.2 3.289 9383.3 32.855 840.0 2.941 866.9 3.035 1706.9 S.977 680.7 2 383 

F03031 294.4 1836.4 6 238 122.8 0.417 941.0 3.196 8903.0 30.241 8742 2.969 834.4 2.834 1708.6 5.804 556.2 1.889 

F03032 315.4 1846.7 5.855 ¥6L.2 0.511 1049.5 3.328 9527.2 30,207 991.7 3.144 957.5 3.036 L949.2 6 180 597.7 1.895 

F03034 320.4 1900.0 5.930 258.6 0.807 1082.6 3.379 10668.7 33.298 1022.6 3 192 1027 3 3,206 2049.9 6.398 904.9 2,824 

F0303S 308.9 1931.S 6.253 193.0 0.625 899.1 2.911 9985 3 32.325 900.5 2.915 899,7 2.913 18002 5.828 916.5 2.967 

Number offeinalcs 10 IO I O 10 10 10 10 10 10 10 10 10 10 10 10 10 IQ 

Mean 306,6 1896 9 6.22S 179.0 0.583 1007.1 3.293 9742.8 31.794 999.7 3.269 990.5 3 240 1990.1 6.510 7S0.7 2.572 

S.D. 25.l 55.7 0.569 410 0 1[8 77.6 0.210 928.7 1.754 113.9 0.361 120 8 0.393 233.0 0.749 141.7 0.594 

Significance NS NS NS NS NS ． NS NS NS NS NS NS NS NS 

Statistical method AN DU AN AN AN OU AN AN AN DU AN DU AN DU AN AN AN 

Significantly different from the control !!fOup (*: P<0.05, ••: P<0.01). 
NS: Not sigmficantly different from tbe 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 woup was the same as the value in the control笞OUP・
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 30-1-3 (continued). Organ weights of female rats at the end of the dosing period 

EMEE 250m詠g

Fet叫eNo. Ovary (R) 
(mg) (mf!/g) 

F03025 47.9 0.154 

F03026 61.6 0.191 

F03027 60.4 0.178 

F03028 686 0.275 

F03029 57.9 0.182 

F03030 42.0 0.147 

F03031 56.0 0.190 

F03032 50.7 0.16l 

F03034 64.4 0.201 

F03035 67.1 0217 

Numに off皿ales 10 10 

Mean 57.7 0.190 

S.D. 8.6 0.037 

Significance NS NS 

Statistical method AN AN 

NS: Not si四ficantlydifferent from the control group. 
AN: Analysis by v面ance(one-waylayout). 
DU: Analysis by Dunnett's test. 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 

Ovary (L) Ovaries 

(mo (mwg) (mg) (mf/沿

48.9 0.157 96.8 0.311 

56.6 0.176 118.2 0.367 

53.1 0.156 113.5 0.334 

42.7 0.171 111.3 0.447 

44.5 0.140 102.4 0.321 

58.2 0.204 100.2 0.351 

45.l 0.153 IOI.I 0.343 

47.0 0.149 97.7 0,310 

64.5 0.201 128.9 0402 

49.2 0.159 116,3 0.376 

10 IO LO 10 

51.0 0.167 108.6 0.356 

7.0 0.021 10.6 0.043 

NS NS NS NS 

AN AN AN AN 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group、

Uterus Thyroid gland 

(mg) (mf/g) (mg) 

1286.8 4.131 14.2 

607.5 1.885 17.0 

844.6 2.486 18.4 

444.2 1.783 26.7 

861 S 2.704 16 6 

583,5 2.043 15.8 

660.1 2.242 14.1 

727.8 2.308 15.0 

618.9 1.932 13.2 

743.4 2.407 27.l 

10 10 10 

737.8 2.392 17.8 

229.8 0.677 5.o 

NS NS NS 

KW KW AN 
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Adrenal gland (R) A如 nal風and(L) Adreruu glands 

(mglg) (mg) (mg/g) (mg) (mg/g) (nlg} (m飢g)

0.046 30.9 0.099 30.3 0.097 61.2 0.196 

0,053 32.9 0.102 32.7 0.101 65.6 0.204 

0.054 30.5 0.090 33.4 0 098 63.9 0.188 

0.107 46.0 0.185 48.2 0.193 94.2 0.378 

0.052 35.6 0.112 44.0 0.138 79 6 0.250 

0 055 246 0.086 26.6 0.093 51.2 0.179 

0.048 31.3 0106 3l.S 0.107 62.8 0.213 

0.048 30.2 0.096 31.3 0.099 61.5 0.195 

0.041 52.9 O.L65 55,2 0.172 108.1 0.337 

0.088 26.7 0.086 29. 8 0.096 56.5 0.183 

ID 10 10 10 10 10 10 

0.059 34.2 0.113 36,3 0.119 70.5 0.232 

0.021 8.8 0.034 9.4 0.036 18.0 0.070 

NS NS NS NS NS NS NS 

AN KW KW  KW KW KW KW 



試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 30-2-1. Organ weights offemale rats at the end of the dosing period, satellite group 
Control (veluclc: water for injection) 

Female No. Body Brain Thymus Heart Liver Kidn町 (R) 応dney(L} k油1eys Spleen 
weight (g) (mg) (mg/g) (mg) (mg/g} (mg) (m餡g) (mg) (mglg) (mg) (mrJg) (mg) (myjg) (mg) (mtg) (mg) (ml!fg) 

FOS049 375.6 1993 5 5.308 406.4 1.082 1045.9 2.785 8636.6 22.994 1009.8 2.688 1021.1 2.719 2030.9 5.407 593.4 l.580 

F05050 320.2 1906.5 5.954 349.9 1.093 1036.1 3.236 7405.7 23.128 923.4 2.884 935.9 2 923 1859.3 5.807 500.0 l.562 

F0505l 314.3 1928 5 6.136 323.9 1.031 1006 8 3 203 7983.6 25.401 972.5 3.094 948.3 3.017 1920.8 6.111 560.8 1.784 

FOSOS2 265.7 1785.S 6.720 345.4 1.300 923.1 3.474 6893 5 25.945 875 5 3.295 806.6 3.036 1682.1 6.331 455.9 1.716 

F05053 302.3 2002 2 6 623 303.8 1.005 950.7 3 145 7074.2 23.401 987.5 3.267 972.2 3.2l6 1959.7 6.483 754.4 2.496 

Num西 offem如 5 5 5 5 5 5 5 5 

Mean 315.6 1923.2 6.148 345.9 1.102 992.5 3 169 7598.7 24.174 953.7 3.046 936.8 2.982 1890.6 6.028 572.9 1.828 

S.D. 39.7 87.3 0 569 38.5 0.116 53.7 0.248 713.3 1.390 54.0 0.259 79.8 0.181 132.1 0.430 114.6 0.385 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 30-2-1 (continued). Organ weights of female rats at the end of the dosing period, satellite group 
C血trol(vehicle: water for injection) 

Female No. Ovary(R) Ovary (L) Ovaries Uterus Thyroid glaod Adrenal gland (R) Adrenal gland (L) Adrenal glands 

(mg) (m眈g) (mg) (myjg) (mg) (mwg} (mg) (m~g) (mg} {mglg) (mg) (mg/g) (mg) (mgig) (mg) (mf/g) 

F05049 so.o 0.133 48.5 0.129 98.5 0.262 476.0 1.267 210 0.056 30.6 0,081 28.3 0.075 58.9 0.[57 

F05050 40.7 0.127 41.0 0.128 81.7 0.255 457.7 1.429 10.2 0.032 30.l 0094 33.9 0.106 64.0 0 200 

F05051 60.9 0.194 52.5 0.167 113.4 0.361 1215.8 3.868 20.0 0.064 32.8 0.104 39.2 0.125 72.0 0.229 

F05052 27.2 0.102 30.2 0 114 57.4 0.216 521.8 1.964 1 5. I 0.057 31.8 0.120 29 7 0.112 61.5 0.231 

F05053 62.3 0.206 54.4 0.180 116 7 0.386 602.2 1.992 20.9 0.069 30.7 0 102 33 5 0.1 II 64.2 0.212 

Number of females 5 5 5 5 5 s 5 

Mean 48.2 0.152 45.3 0.144 93 5 0.296 654.7 2.104 17.4 0.0S6 31.2 0,l00 32,9 0,106 64.l 0 206 

S,D, 14.7 0.045 9.9 0.028 24.5 0.073 318.6 1.037 4.7 0.014 l.l 0.014 4.3 0.019 4.9 0.030 

314 



試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 30-2-2. Organ weights of female rats at the end of the dosing period, satellite group 
EMEE 1000m印

Female No. Body Bmm Thymus Heart liver IGdney(R) Kidney (L) Kidneys Sp!= 

w吋紐(g) (mg) (Jllf!/g) (mg) (my/g) (mg) (my/g) (mg) (mr/g) (mg) (mぬ (mg) (m帆 (mg) (my/g) (mg) (my/g) 

F06059 279.6 1990.6 7.119 255.4 0.913 866.5 3.099 7923.8 28.340 953.2 3.4119 912.6 3.264 1865.8 6.673 481.6 1.722 

F06060 246.7 1890.6 7.664 228.4 0.926 839.1 3.401 6924.2 28.067 BB8.5 3.602 878.6 3.561 1767.1 7.163 472.S 1.915 

F06061 307.1 1866.0 6.076 1S6.3 0.509 990.8 3.226 8152.2 26．滋 976.9 3.181 1003.8 3.269 1980.7 6.450 633.3 2.062 

碑 62 297.2 1866.S 6.280 278.7 0.938 988.0 3.324 8239.2 27.723 1058.I 3.:560 989.6 3.330 2047.7 6.890 587.8 1.978 

F06063 296.5 1908.1 6.435 232.S 0.784 1031.5 3.479 9444.8 31.854 965.1 3.255 942.0 3.177 1907.J 6.432 115.1 2.414 

N皿如 offanalcs 5 5 s 5 5 s s 5 5 s s s 5 s 5 5 5 

Mean 285.4 1904.4 6.715 230.3 0.814 943.2 3.306 8136.8 埠．S06 968.4 3.401 94S.3 3.320 1913.7 6.722 578.2 2.018 

S.D. 23.8 51.3 0.660 46.0 0.181 84.8 0.149 899.6 1.993 60.7 0.184 S2.2 0.145 107.6 0.310 103.1 0.254 

苅祖ifi直lff NS NS NS ●拿 ＊ NS NS NS ＊拿 NS NS ． NS NS NS 

Statistical method TT TT TT TT TT TI TT TI TT TT TT TT TT TT TT TT TT 

Sigoifiamtly diffi四Itiom the control group (*: P<O.OS, ••: P<O.O I). 

NS: Not significantly diffi:n:nt from theoontrol J!IOup. 
TT:A叫ysisby Student's t-test. 
AW:Aoaly血by心pin-WelchI-lest. 
UA: Unable to be analyzed because the value in the treated group w..the same..the value in the control group. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 30-2-2 (continued). Organ weights offemale rats at the end of the dosing period, satellite group 
EMEE IOOOlll!!'kg 

Female No. 0向 (R) Ovmy(L) Ovaries Uterus Thymid gland A出coalgland (R) A血叫細nd(L) Adn:oal glands 

(mg) (JDf/g) (mg} (mgg) (mg) (m'ifg) (mg) (fIJf/g) (mg) (mf/g) (mr) (Dlf/g) (mg) (m,tg) (mg) (mf/g) 

F060S9 4Sユ 0.162 42.S 0.152 87.7 0.314 S03.9 1.802 21.2 0.076 30.0 0.107 31.2 0.112 61.2 0.219 

F06060 36.1 0.146 31.8 0.129 67.9 0.27S 913.1 3.701 15.5 0.063 39.4 0.160 44.1 0.179 83.5 0.338 

F06061 34ユ 0.111 42.3 0.138 76.S 0.249 534.8 1.741 13.0 0.042 27.2 0.089 26.1 0.085 53.3 0.174 

F06062 45.6 0.1S3 47.9 0.161 93.s 0.31S 407.0 1.369 16.7 0.056 27.6 0.093 33.1 0.111 60.7 0.204 

F06063 35.2 0.119 30.6 0.103 6S.8 0.222 49S.8 1.672 23.0 0.078 36.7 0.124 38.S 0.130 75.2 0.2S4 

Number offemales 5 5 s s 5 5 s 5 5 5 5 5 5 s s 

Mean 39.3 0.138 39.0 0.137 78.3 0.275 S70.9 2.057 17.9 0.063 32.2 0.115 34.6 0.123 66.8 0.238 

s.D. 5.6 0.022 7.5 0.022 12.1 0.041 197.1 0.934 4.1 0.015 5.5 0.029 6.9 0.035 12.3 0.063 

油`i「19叫I町 NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

St誠isticaImethod TT TT TT TT TT TT TI TT TT TT AW  TT TT TT TT TT 

NS:Not吻ifi呵lydifferent from the control group. 
TT: Analysis by St叫日'sI-test.
AW: Analysis by心pin-Welcht-test. 
UA:U匹 blcto be analyz<d b四 usethe value in the treat<d s,oup was the same as the value in the oootrol !JOup. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 30-3-1. Organ weights of female 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 

weigit(g) (mg) (m畝g) (mg) (mg/g) (mg) (m',/g) (mg) (m'lfg) (mg) (mg/g) (mg) (myjg) (mg) (mglg} (mg} (m',J/g) 

FD5054 280.3 1963.3 7.004 177.4 0.633 864.4 3.084 7636.1 27.243 935.0 3.336 900.3 3.212 1835.3 6.548 502.8 1.794 

FOSOSS 280.2 2057.3 7.342 256.3 0.915 897 7 3 204 7781 5 27.771 1043 0 3.722 1052.2 3.755 2095.2 7.478 476.9 1.702 

F05056 266.4 1935.2 7.264 147 3 0.553 834.5 3.133 6704.8 25.168 911.9 3.423 885.3 3.323 1797.2 6.746 584.S 2.194 

F05057 291.5 2070.4 7 103 244.3 0.838 903.9 3.101 7266.0 24.926 892.7 3.062 889.S 3.051 1782.2 6.114 527.S I 810 

F05058 307.9 1907.4 6.195 211.7 0.688 919.2 2.985 7716.7 25.062 983.9 3 196 978.8 3.179 1962.7 6.374 5643 I 833 

Number of females 5 5 5 5 5 5 5 s 5 5 5 

Mean 285.3 1986.7 6.982 207 4 0.72 5 883.9 3.101 7421.0 26.034 953.3 3.348 941.2 3.304 1894.S 6.652 531.2 1.867 

S.D 15.5 73.3 0.459 45 5 0.149 34.1 0.080 4474 1.360 60 6 0.250 72.8 0.270 132.8 0.517 43.9 0.190 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 30-3-1 (continued). Organ weights of female rats at the end of the recovery period 
Control (vehicle: water血in如ion)

FemaleNo. Ovary(R) Ovaey(L) ＂゚屯 Uta匹 T切roid~ Adr=algland (R) A如皿lgland(L) ^“日ヽ紳呻

(mg) 四g) （叫 (mgg) （呵9 (m、&) (mg) （呵0 （呵9 （皿九） (mg) (m,Jg) (mg) （呵 （四O ('ID(!/s) 
F05054 56.4 0.201 64.2 0.229 120.6 0.430 45S.4 1.625 18.7 0.067 34.5 0.123 34.2 0.122 68.7 0.245 
l'05055 50.8 0.181 49.9 0.178 100.7 0.3S9- 614.6 2.193 21.9 0.078 34.9 0.125 35.1 0.125 70.0 0.250 
FOSOS6 “).I 0.226 S3.5 0.201 113.6 0.426 451.6 1.695 23.1 0.087 30.3 0.114 35.4 0.133 65.7 0.247 

FO5057 41.1 0.141 47.4 0.163 88.5 0.304 480.2 1.647 25.6 0.088 31.1 0.107 35.2 0.121 66.3 0.227 

F05058 23.9 0.078 23.0 0.01S 46.9 0.152 715.0 2.322 16.3 0.053 22.3 0.072 26.5 0.086 48.8 O.IS8 
N111叫m・offa皿 ヒ s 5 s s 5 5 5 5 s 5 5 5 5 s s 5 

M ... “.s 0.16S 47.6 0.169 94.1 0.334 543.4 1.8% 21,1 0.075 30.6 0.108 33.3 0.117 63.9 0.225 
S.D. 14.S 0.0S8 15.2 0.058 29.1 0.114 116.9 0.334 3.7 0.015 S.I 0.021 3.8 0.018 8.6 0.039 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 30-3-2. Organ weights of female rats at the end of the recovery period 
EMEEIOOO四

Female No. Body a Thymus Heart L幻 竺 (R) 三(L) Kidneys Spleen 

W竿（a （翠 （ヨ (mg) (m鈴 匹 （辛 （翠 包雌！ {mg) (mjjg) （蝉 (IQ飢9 (mg) (m飢9 (1118) （ヨ位
F06064 33S.9 1931.S S.7SO m6.4 0.823 1090.2 3.246 7512.7 22.366 1095.6 3.262 1049.7 3.12S 2145.3 6.387 593.7 1.767 

F0606S 284.6 192S.J 6.16S 339.0 1.191 876.8 3.081 7470.1 26.248 971.0 3.412 970.S 3.410 1941.S 6.822 667.4 2．玲

F06066 304.3 19S~.l 6A3S 378.4 1.244 902.4 2.96S 7206.9 23.684 8S3.1 2.803 917.5 3.0IS 17刀．6 S.819 510.I 1.676 

F06067 269.4 1963.2 7.287 150.8 0.560 880.3 3.268 6385.0 23.701 960.4 3565 931.7 3,4箕 1892.1 7.023 463.1 1.719 

F06068 267.3 1899.4 7,106 216.7 0.811 870.9 3.2S8 6984.9 26.131 90S.1 3.386 872.7 3.26S 1777.8 6.651 400.0 1.496 

Number of females s 5 5 s s 5 5 s s 5 s s 5 5 5 5 

Moa 292.3 193S.s 6.669 272.3 0.926 924.1 3.164 7111.9 24.426 957.0 3.286 948.4 3.2SS 1905,S 6.540 526.9 1.801 

SD. 28.5 26.0 0.609 91.6 0.287 93.6 0.135 458.9 1.699 90.7 0.291 66.S 0.187 1S2.9 0.466 105.7 0.321 

引罰i佐 NS NS NS 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 TT TI TT 

NS:NOI s劇皿皿lydiffimlt ftom lhe con1rol匹up.
Tf:A叫y9ヽ 切 Sludcn1'1t-1..I.
AW：心曲血切 A叩in-WelcbI•Im.

VA: 1Jnable to be analyzed because the value in the trm叫groupwas the same as the value in the control lJOUp・
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 30-3-2 (continued). Organ weights of female rats at the end of the recovery period 
EMEEIOOO四

Female No. Ovary(R) °皿(L) OYllricl Uterus T!!}:叫 d血nd A山md紳叫(R) Adrenal釦 d(L) Aclrmal紳匹K
(mg) （ヨ (mg) （四Q (mg) (m、&) (mg) （四れ） （ヨ (rIJWg} (mg) (m90 (m&) （ 竿 (mg) （呵ゆ

F06064 62.o O.IBS 62.5 0.186 124.S 0.371 匹．7 2,815 24.4 0.073 2'.6 0.085 32.6 0.097 61.2 0.182 

F0606S 61.1 0.21S S7.2 0.201 118.3 0.416 406.7 1.429 IS.3 0.054 31.1 0.109 32.2 0.113 63.3 0.222 

F06066 58.5 0.192 54.0 0.177 112.S 0.370 401.6 1,320 19.2 0.063 34.3 0.113 .35.o 0.115 69.3 0.228 

F06067 S0.9 0.189 46.1 0.171 97.0 0.360 668.0 2.480 15.4 0.057 24.4 0.091 26.9 0.100 51.3 0.190 

F06068 S8.7 0.220 S7.9 0.217 116.6 0.436 S22.0 1.953 16.0 0.060 35.6 0.133 36.3 0.136 71.9 0.269 

Number of細曲ョ 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 
Mean 58.2 0.200 55.5 0.190 113.8 0.391 588.8 1．蜘 18.1 0.061 30.8 0.106 32.6 0.112 63.4 0.218 

s.D. 4.4 0.016 6.1 0.019 10.3 0.033 227.1 0．紐 3.9 0.007 4.S 0.019 3.6 0.0IS 8.0 0.03S 

｀即fmm.... NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

àlisticalmhod AW AW TT AW TT AW TT TT TT TT TT TT IT TT TT TI 

NS:Not均四山皿lydi翫mヰ伝皿tbecontrol,:011p.
TT:Analysis切SI叫日t..t-1.. t. 

AW:A叫y血byAapin-Wclch 1-1.... 
UA:U叫 9いobeanalyzedbecausetbevalueinthetrealedかupwastbes皿eas the value in the四I叫即叩•
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試験番号 R-13-002

Combi ned rep eat dose and rep roductive/develop ment al t oxi city  screeni ng t est of 1-Et hoxy -2-(2-methoxy ethoxy )et hane by oral admi ni strat ion i n rat s 

Appendix 31-1. Macroscopic f inding s of male rats at the end of the dosing  p eriod 

Findin竪

Dose 

Animal No. 

Control (vehicle: water for injection) EM EE 62.5 m詠g EMEE250m炉g EMEE 1000四!'kg
MO! MO! MOL MO! MOL MO! MOL M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M03 M03 M03 M03 M03 M03 M03 M03 M03 M03 MD3 M03 M04 M04 M04 M04 M04 M04 M04 

001 002 003 004 005 006 007 013 OL4 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 03L 032 033 034 035 036 037 038 039 040 041 042 043 

Epididymis 

日ematous,bilateral 

Ki血町

Enlargemenl, bilateral 
Prostate 

Small 

Spleen 

Enlargemenl 
Testis 

図 ematous,bilateral 

Small、bilareral

Thymus 

Small 

Noles) •: No abnormal changes P : Non•四dedcbange 

p
 

p
 

p
 

p
 

p
 p

 

p
 

p
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 31-2. Macroscopic findings of male rats at the end of the recovery period 

Dose 

Findings Animal No. 

Epididymis 

Edematous,bilateral 

Small, unilateral/bilateral 

Testis 

Edematous, bilateral 

Small, unilateral/bilateral 

Control (vehicle: water for injection) 

MOI MOI MOI MOI MOI 

008 009 010 011 012 

- pa) 

- p a) 

Notes) -: No abnormal changes P : N血gradedchange 

a): Unilateral b): Bilateral 

EMEE 1000m詠g

M04 M04 M04 M04 M04 

044 045 046 047 048 

p p p p 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 32-1. Macroscopic findings of female rats at the end of the dosing period 

Fin血穿

Dose 

An日 No.

Fate 

ConIrol(V由icl¢wat口for両cion) EMEE62.5mgkg EMEE250mgkg EMEEIOOOmgkg 
FOi FOi FOi FOi FOi FOi FOi FOi FOi FOi FOi FOi FOi FOi FOi F02 F02 F02 F02 F02 F02 F02 F02 F02 F02 FOJ FOJ FOJ FOJ FOJ FOJ FOJ FOJ FOJ FOJ FOl FOl F04 F04 F04 F04 F04 F04 F04 F04 F04 F04 F04 F04 

001 002 003 004 005 006 007 008 008 009 010 Oil 012 013 014 015 016 017 018 Ol9 020 021 022 023 024 025 026 027 028 029 0)0 031 032 033 034 035 036 037 038 039 040 041 042 043 044 045 046 047 048 

NP NC TL ND TL NP TL TL NP TL TL NP TL TL 

Kidney 

Dilatation, pelvis, bilateral 
Liv,r 

Diaphrai,nati< nodule 

W出tishspot. scatt,rcd 

Lyrnphnode 
却四血．medi吋inal

Spl"'1 

A』四ion.withs .. osa 

Enlarge,血9

Stom叫

D叫 colo,ed富臼．臣m由血s9om袖

Thymus 
Small 

Uterus 
Dilatation, lumen 

p - - p 

p
 

p
 

Notes) -: No abnormal changes P: Non-匹血cban雰

Fate : blanks; Subjected to autopsy on day S of wctalion; ND. Not delive,y: NP, Not pregnant; TL. Total title, loss: NC, Not copula!叫
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 32-2. Macroscopic findings offemale rats at the end of the dosing period, satellite group 

Dose 

Findings Animal No. 

Control (vehicle: water for injection) 
F05 F05 F05 F05 F05 

049 050 051 052 053 

EM EE I 000 mg/kg 
F06 F06 F06 F06 F06 

059 060 061 062 063 

Hair 

Alepecia, forelimb 

Notes) -: No abnormal changes P: Non-graded change 
p
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Ap pendix 32-3. Macroscopic findings of female rats at the end of the recovery period 

Findings 

Ileum 

Retention, gas, lumen 

Cecum 

Retention, gas, lumen 

Colon 

Retention, gas, lumen 

Rectum 

Dose 

Animal No. 

Control (vehicle: water for injection) 
FOS FOS F06 F06 F06 

054 055 056 057 058 

EMEE 1000m詠g

F06 F06 F06 F06 F06 

064 065 066 067 068 

p
 

p
 

p
 

Retention, gas, lumen 

Notes) -: No abnormal changes P :. Non-graded change 
p
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 33-1. Histopathological findings of male rats at the end of the dosing period [H.E. staining] 

Findin雰

Brain 

Group 

Dose(m飢g)

Animal No 

Control (vehicle：暉terfor injection) 

゜MOI MOI MOI MOI MOI MOI MOI 

00 I 002 003 004 005 006 007 

NE NE 

EMEE 

62.5 

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 NE NE NE NE NE 

EMEE 

250 

MO3 MO3 MO3 MO3 MO3 MO3 MO3 MO3 MO3 MO3 MO3 MO3 

025 026 027 028 029 030 031 032 033 034 035 036 

NE NE NE NE NE NE NE NE NE NE NE NE 

EMEE 

1000 

M04 M04 M04 M04 M04 M04 M04 

037 038 039 040 041 042 043 

NE NE 

Spinal cord NE NE 

Pit直tarygland 

Cyst 

Subrnandibular gland 

NE NE 

NE NE 

Sublin即al帥md NE NE 

Lymph node, submandibular NE NE 

Thyroid gland 

Ultimobranohial body 

Parathyroid gland 

NE NE 

NE NE 

Thymus 

Atrophy, medulla 

NE NE 

Heart NE NE 

Trachea NE NE 

Lwtg 

Accumulation, foam eelしalveclus

Hemorrha氏focal

Met叩lasi..。sseous,focal 

Miaogranuloma 

Mineralization, focal, arterial wall 

Bronchus 

+
-
+
-

NE NE 

NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

＋ 土 ＋ 士

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

NE 

＋ ＋ 

NE NE 

NE NE 

NE NE 

土 ~
士

NE NE 

Notes) -: No abnorm,I changes士： Veryslight +: Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined M: Missing A: Autolysis 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining] 

O匹

Dose(m炉0

AmaJNo. r-鴫

Llvロ

FaItyeb..釦,kq,aaocyle, pcriport.11 
o m己直匹sappeanuoce,bepao可1●

llypertrop●y, hepatocyte, CClllrilollllar 

Microgra叫四8

0..rol(vdlide：囀籠erfo『inja:lio●)

゜MOI MOI MO! MO! MOI MOI MOI 

001 002 003 004 oos 006 007 

NE NE 

EMEE 

62.S 
M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 
OIJ 014 015 016 017 018 019 020 021 022 021 024 

NE NE NE NE NE NE NE 

EMEE 

250 
MOJ MOJ MOJ MOJ MOJ MOJ MOJ MOJ MOJ MOJ MOJ MOJ 

025 026 027 028 029 030 OJI 032 033 034 035 036 

寵 NE NE NE NE NE NE 

EMEE 

1000 

M04 M04 M04 Mい Mい M“M“
037 038 039 040 041 042 043 

NE NE 

P皿“

Atrophy. acioar eel~ 『O叫

rq,laciog如alproliferation 

9:omach 

D直)de●IIm

Je尺匹

lleurn 

rmIm 

olo• 

細四

Lymph....., m...,..eric 

割四

Depo,il, pipll ... 1.bro,.. 

ff...a1opoie匹fXIm"Ninll帽y

□血町

Basopbilicl曲 血ona

c”t.”心II

巳滋oopbtlicbody 

um“yuodder 

士

-

・

士

士

↓

+

 

士

士

-

・

士

士

十

士

士

士

＋

士

・

士

＊

＋

 

F
 

—
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 

土 ＋ 士 士 士

士

罵寵圏 NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE 寵

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

渾 NE NE NE NE NE NE NE NE NE 蘭 NE

NE NE NE NE NE NE NE NE NE NE NE 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+ 

＋ 

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

—
士

士

一

＊

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

蘭 NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

寵 NE NI! NI! NI! NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE 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

p

NE NE NE NE NE NE NE NE 

暉 NE 鷹 NE NI!渾濶 NE NE NE NE 濾

士

十

＊

士

＊

＊

士

土

＊

＋

＋

 

＊

＋

＋

 

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

NE NE 

＋

＋

 

士

十

士

十
*

+

 

土

＋

NE NE 

士 士 ↓
 

＋ 

NE NE 

Nol●9) ・:Noゆ”nuloba呵0七｀”“か＋：暉1l+:M叫erate3+:M叫“

p : Noa-pied cb皿讐 NE:Nocn...inedM：凶磁疇A!AUIO恥is
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試験番号R-13--002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining] 

n叫b鬱

＾と日“‘皿d

Go叩

Do四'm祉0

AnIm•INo. 

OOlm此 lo:,疇“,..『国Ion)

゜MO! MOI MOI MOI MOI MOI MOI 

001 002 003 004 005 006 007 

NE NI! 

EMEE 

62.5 
M02 M02 M02 M02 M02 MOZ M02 M02 M02 M02 M02 M02 
013 014 DIS 016 017 018 019 020 021 022 023 024 

NE NE NE NE NE NB NB NE NE NI!遷 NE

EMEB 

250 
M03 MOJ M03 M03 MOJ M03 M03 M03 MOJ M03 M03 M03 
025 026 027 028 029 030 OJI 032 033 034 035 036 

NENBNENENBNBNENEN□ NB NE NE 

EMEE 

1000 

M04 MO4 M“M04 MOヽ M“M04
037 031 039 040 0ヽI042 0ヽ3

NE NE 

T...“ 
AImpby.nIIIiIIirm”"由血

r-1,lil鑢eII

取に珈皿ーId&―
“'’li•ir.....1祉de, blal.. II 

広釦血止` ”電口IIIO<-yle,

mII‘'i『疇DIISI疇叫e,lilll.... 

Ml、tnIrloatヽた1eel,

＂呻If“四 Iullulauh“”’

W皿 ,1111oa......oell切｀

"mtnIrOI直 U細um』

E蝕駒呻

Cell＊血............eral 

D“叫叩ローbllalerll

Pn>lllle 

a論『iDlllll'1l11oa.押沖町1..inl...枷 I ., 

n““巴阿直0•”'1，........ bilolonl • 

-in•I 曾“に

m.,』•,In、、

Eyeball 

H-g1am1 

.̀.ha攣,,.

Skel..al..吋 F

F ... ur 

M“m罵『一

士

NE NE 

NB 碑

NE NE・ 

NE NE 

NE NE 

NE NE 

NE NE 

NE N 

NE NE 

NE NE 

NE NE 

士 ＊ 

士

士

＋ *-

NE NE NE NE 渾 Nii NE 

NB NB NE NE NB NE NB 

暉寵 NE NE NE NE 寵

NII NII 曝"N1!碑 NB NE NE 匹 寵 暉

直 NE NE NE 遣鳩 NE NE NE NE NE 富

NE NE NE NI!濾濾識渾＂渾畑罵

遷 NE NE NE NE NE NE NE NE NE NE NE 

順濁濯濾寵罵直瀾隅濾寵碑

NE NE NE NE NE NE NI! NE NE NE NE NE 

寵 寵 曲 NE NE NE NE NE NE NE NE NE 

直 NE NE NI!慮皿聞鳩濡寵 NE 旺

＋ 

血

＋

＊

 

士 士 士 ＊
 

NE NE NE NE NE NE 寵

NE NE NE NE NE 麗寵

NE NE NE NE IIIE NE NE 

NE 譴濡渇 NE NE 寵 NE 碑 NE NE 遁

NE NE NE NE NE NE NE NE NE NE 濾寵

NE NE NE NB NE NE 濁遷暉圏煎遣

NI! NE 渾 NE NI! NI!碑 NE NE NI! NE 暉

NE 隅直渾湿遷渾 NE NE 濾渾渾

NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE 

寵 NE 'NE NE 圃'NE NE NE NE NE NE 罷

NE NE 

*- ＋
 

＊
 

↓― 土

＋
 

＊
 

土 士 士 士

＊
 

＊ ＋ 金 占

＋

＋

 

＋

＋

 

＋

＋

 

＋

＋

 

NE NE 

＊ 

土

NE NS 

＋

士
士

＊

＋

傘
士 ゴ

NE NE 

NB N言

NE NE 

NE NE 

NE N口

NE NE 

NE NE 

NE NE 

Notes) • : No,mormal change鴛＊： v.,.,曲如＋：叫帥t2+:M叫,,.,.3ャM吐叫

p :No•-·叫叫cban『 NE:Nol口珊血ed M:MI呻 '‘A:Autoly血
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 33-2. Histopathological fmdings of male rats at the end of the recovery period[H.E. staining] 

Group 

Dose(II¥詠g)

Animal No. 

Control (vehicle: water for injection) 

゜Findin穿
MOI MOI MOI MOI MOI 

008 009 010 011 012 

EMEE 

1000 

M04 M04 M04 M04 M04 

. 044 045 046 047 048 
Thymus 

Atrophy, medulla 

Liver 

Fatty change, hepatocyte, periportal 
Microgranuloma 

Necrosis, focal 

Testis 

Atrophy, seminiferous tubule 

focal, unilateral/bilateral 

Exfoliation, spennatid & sperm, 

seminiferous tubule, bilateral 

Exfoliation, spennatocyte, seminiferous tubule 

bilateral 

M ultinucleated giant celi seminiferous tubule 
bilateral 

Vacuolation, germ cell layer, seminiferous tubule 
bilateral 

Epididymis 

Cell debris, lumen, unilateral/bilateral 

Decrease, spenn, lumen, unilateral/bilateral 

Defect, unilateral 

士士士士士

± 

± 

＋ 

＋ 

+
+
p
 

Prostate 

Cellular infiltration, lymphocyte, interstitial 士十:I:

Notes) -: No abnonnal changes:I::Very slight +: Slight 2+: Moderate 3+: Marked 

P: Non-graded change NE: Not examined M: Missing A: Autolysis 

＋ 

± 

士士

± 

士

士

2+ -

士＋士 2+ 士

士＋士 2+ -

士士- + 

士＋士 2十士

＋ ＋ ＋ ＋士

+ + + 2+ 士
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 34-1. Histopathological findings of female rats at the end of the dosing period [H.E. staining] 

r皿

Gro .. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining] 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
Appendix 34-1 (continued). Histopathological fmdings of female rats at the end of the dosing period [H.E. staining] 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 
Appendix 34-2. Histopathological findings of female rats at the end of the dosing period, satellite group[H.E. staining] 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
Appendix 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining] 
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試験番号R-13-002.

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
Appendix 34-2 (continued). Histopathological findings offemale rats at the end of the dosing period, satellite group [H.E. staining] 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
1ppendix 3"1--3. Histopathological findings off  emale rats at the end of the recovery  period [H.E. staining] 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
Appendix 35-1. Results of observations about estrous cycle 
Control (vehicle: water for injection) 

Pre-mating period 

Animal Pre-treatment period 

no. Sta穿 Type Mean len~h Sta答

(days) 

FOIOOl DDDDEDDPEDDP  ED  4-day 4.0 DPEDDPEDDPEDDP  

FOI002 DDDEDDDEDDPEDD  4-day 4.0 PEDDPEDDPEDDPE  

FOI003 DEDDDPEDDDPEDD  5-day 5.0 DEDDPEDDDEDDPE  

FOI004 DDDPEDDDPEDDDP  5-day 5.0 EDDDEDDDDEDDDE  

f0l005 EDDDEDDPEDDP  ED  4-day 4.0 DPEDDPEDDDEDDD  

F01006 EDDPEEDDDPEDDD  S-day 5.0 PEDDDPEDDDDEDD  

F01007 DDDEDDDPEDDP  EE  5-day 5.0 DDPEDDPEDDPEDD  

FOI008 EDDPEDDPEDDP  ED  4-day 4.0 DDEDDDEDDPEDDP  

F01009 EDDPEDDDEDDDED  4-day 4.0 DDEDDPEDDPEDDP  

FOlOlO DDDEDDPEDDPEDD  4-day 4.0 PEDDPEDDPEDDPE  

FO!Oll EDDPEEDDPEDDPE  4/5-day 4.3 DDPEDDPEDDDEDD  

FOIOl2 DDDEDDDEDDPEDD  4-day 4.0 PEDDPEDDPEDDPE  

Mean 4,4 

$.D. 0.5 

(N) (12) 

D, diestnis; P, proestrus; E, estrus; PL, vaginal plug SP, sperm positive 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 
Appendix 35-2. Results of observations about estrous cycle 
EMEE(62.S mjjkw 

Pro-matingperiod 

Animal Pro-traitment l!eriod 

no. St雫 Type Mean 1en蝕 St鴫

(days) 

F02013 DDEDDDEDDDEDDD 牛血y 4.0 EDDPEDDDEDDDED 

F02014 DEDDDEODPEDODE 4-day 4.0 DDPEDDPEDDPEDD 

F0201S DDPEDDPEDDPEDD 4-day 4.0 PEDDDEDDPEDDDE 

F02016 DPEDDDPEDDDPED s~町 s.o DDEDDDEDDDEDDD 

F02017 DDEDDPEDDPEDDP 4-day 4.0 EDDPEDDPEDDDED 

F02018 DDDPEDDDPEDDPE 41S-day 4.5 EDDDPEDDDPEDDD 

F02019 DDDDEDDDPEDDDP 5-day 5.0 EDDDPEDDDPEDDD 

F02020 DPEDDDEDDPEDDP 4-day 4.0 EDDPEDDPEDDPED 

F02021 EDDDEDDPEDDPED 4-血y 4.0 DDEDDDEDDDEDDD 

F02022 EDDDEDDDEDDDED 牛 4.0 DDEDDDEDDDEDDD 

F02023 EDDPEEDDPEDDPE 45-day 4.3 DDPEDDPEDDDEDD 

F02024 EDDDEDDDEDDDED 4-day 4.0 DPEDDDEDDDEDDD 

Mean 4.2 

S.D. 0.4 

(N) (12) 

D, diestrus; P, procstl¥l射E.estrus; PL, vaginal plug SP, sperm positive 
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Type Mean畑誓h
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
Appendix 35-3. Results of observations about estrous cycle 
EMEE (250 rng'lcg) 

Pre-mating period Mating period 

Animal Pre-treat,証119pc辺 Trcatnロ'Iperiod Times of vaginal 

no. St咤 Type Mean Jen帥 St雫 Type Mean~h Sta穿 estrus observed 

(days) (days) 

F03025 DEDDDDEDDDPEDD 5-day 5.0 DPEDDDPEDDDEDD 415-day 4.S D SP 

F03026 DPEEDDPEEDDPEE S-day S.O ODDDEDDDDEDDDE 415-day 4.5 SP 

F03027 EDDPEEDDPEDDPE 4/S-day 4.3 DDPEDDDDEDDPED 4/5-day 4.5 DDPESP 

F03028 DDDEDDDEDDDEDD 4-day 4.0 DEDDDEDDDDEDDD 415-day 4.5 D SP 

F03029 DDPEDDDEDDPEDD 4-day 4.0 PEDDPEDDPEDDDE 4-day 4.0 D D P SP 

F03030 PEDDDEDDDEDDDE 4-day 4.0 DDDEDDDEEDDDED 4/5-day 4.5 D D P SP 

F03031 PEDDPEDDPEDDPE 4-day 4.0 DDDEDDDEDDDEDD 4-day 4.0 P PL 

F03032 EDDDEDDDEDDPED 4-day 4.0 DPEDDDEDDPEDDP 4-day 4.0 SP 

F03033 DDDEEDDDEEDDDE 4/S-day 4.S EDDDPEDDDEEDDD 5-day 5.0 SP 

F03034 DDDDEDDPEDDPEE 415-day 4.5 DDDDEDDDDEDDPE 4/5-day 4.5 SP 

F03035 DEDDDEDDPEDDPE 4-day 4.0 DDPEDDDEDDDEDD 4-day 4.0 P SP 

F03036 DEDDPEDDPEDDPE 4-day 4.0 DDDEEDDDPEDDDE 415-day 4.5 D D D D D D D D D D D D D D  

Mean 4.3 4.4 1.0 

S.D. 0.4 0.3 0.0 

(N) (12) (12) (II) 

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug; SP, sperm positive 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
Appendix 35-4.Results of observations about estrous cycle 
EM匹 (1000m&'kg} 

Pre-mating period 

Animal Pre-treatn臼 IIperiod 

no. Sta疹 Type Meanlen酵h St喝

(days) 

F04037 DDEDDPEDDPEDDP 4-day 4.0 
EDDDDEDDDDPEDD 

F04038 DPEDDDEDDDEDDP 4-day 4.0 
EDDDPEDDDDEDDD 

F04039 DDPEDDDEDDDPED 4/5-day 4.5 
DDDDDDDDDDDDED 

F04040 DDEDDDPEDDDPED s-day -5.0 
DDDEDDDPEDDDDE 

f04041 PEDDPEDDPEDDPE 4-day 4.0 
DDPEDDPEEDDPEE 

F04042 DDPEDDPEDDPEDD 4-day 4.0 
PEDDDPEDDPEDDD 

F04043 DPEDDPEDDPEDOP 4-day 4.0 
EDDDPEDDDDDEDD 

F04044 DPEDDDPEDDDPED 5-day 5.0 
DDDEDDDDPEDDDD 

F04045 EDDPEDDDEDDDDD 4-day 4.0 
DDDDDDDDDEDDDE 

F04046 ED.DPEDDPEDDPED 4-day 4.0 
DPEDDDPEDDDPED 

F04047 PEDDPEDDPEDDPE 4-day 4.0 
DDDPEDDDDPEDDP 

F04048 DDDEDDPEEDDDPE 5-day s.o 
DDDDEDDDDEEDDD 

Mean 4.3 

S.D. 0.5 

(N) (12) 

S~ly直r匹II 恥m the control 釈叩（•：p<0.05, ••: p<O.O I). 

D, die$trus; P, proestni畠;E, estrus; PL, vaginal p lu呂SP,sperm positive 

340 

Treatmeot period 

Type Mean~b 

(days) 

irre!!plar 5.5 

5-day 5.0 

Uncycle 

5-day 5.o 

5-day 5.0 

4/5-day 4.5 

Irr咤血 5.5 

Irregular 6.0 

Irregular 

5-day 5.0 

h 6.0 

h ... 6.0 

S.4 •• 
0.5 

(10) 

DD  SP 

D PL 

DD  E SP 

PL 

DDPESP 

E SP 

P SP 

SP 

SP 

DD  PL 

E SP 

D PL 

Mating period 

St略

Times of匹

estrus observed 

1.0 

0.0 

(12) 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
Appendix 36-1. Results of observations about reproductive performance 

Control(vehicle:Waterforinjection) 

Male Female 

no. no. Copulation Conception 

Paring days 

until copu1ation 

M01001 

M01002 

M01003 

M01004 

M01005 

M01006 

M01007 

M01008 

M01009 

M01010 

MOIOll 

M01012 

F01001 

F01002 

F01003 

F01004 

F01005 

F01006 

F01007 

F01008 

F01009 

F01010 

FOlOll 

F01012 

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

 

1

4

4

4

1

2

2

1

1

4

2

4

 

Total 

Mean 

S.D. 

(N) 

+: 12, -: 0 +: 12, -: 0 

2.5 

1.4 

(12) 

+,confmned 
-, not confmned 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
Appendix 36-2. Results of observations about reproductive performance 

EMEE(62.5m西）

Male Female 

no. no. Copu]ation Conception 

Paring days 
mrtil copu]afun 

M02013 

M02014 

M02015 

M02016 

M02017 

M02018 

M02019 

M02020 

M02021 

M02022 

M02023 

M02024 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F02019 

F02020 

F02021 

F02022 

F02023 

F02024 

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

 

+
+
+
+
+
+
+
+
+
+
+
+
 

3

2

4

1

3

2

2

3

1

1

2

1

 

Total 

Mean 

S.D. 

(N) 

十： 12, —:0 +: 12,-:0 

2.1 

1.0 

(12) 

+, conflillled 
-, not conflillled 

342 



試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 
Appendix 36-3. Results of observations about reproductive performance 

EMEE(250叫内）

Male Female 

no. no. CopuJa血 Conception 

Paring days 
until copu]a血

M03025 

M03026 

M03027 

M03028 

M03029 

M03030 

M03031 

M03032 

M03033 

M03034 

M03035 

M03036 

F03025 

F03026 

F03027 

F03028 

F03029 

F03030 

F03031 

F03032 

F03033 

F03034 

F03035 

F03036 

+
+
+
+
+
+
+
+
+
+
+
 

+
+
+
+
+
+
+
+
 
＋

＋

 

2

1

5

2

4

4

2

1

1

1

2

 

Total 

Mean 

S.D. 

(N) 

十： 11,-: 1 十： 10,-: 1 

2.3 

1.4 

(11) 

+,confirmed 

-, not confirmed 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
Appendix 36-4.Results of observations about reproductive performance 

EMEE(1000皿北g)

Male Female 

no. no. Copu]ation Conception 

Paring days 
until copu]ation 

M04037 

M04038 

M04039 

M04040 

M04041 

M04042 

M04043 

M04044 

M04045 

M04046 

M04047 

M04048 

F04037 

F04038 

F04039 

F04040 

F04041 

FO紐 2

F04043 

F04044 

F04045 

F04046 

F04047 

FO似 8

+
+
+
+
+
+
+
+
+
+
+
+
 

+
+
+
 
＋

＋

 

＋

＋

 

＋

＋

 

3

2

4

1

5

2

2

1

1

3

2

2

.

 
Total 

Mean 

S.D. 

(N) 

+: 12, -: 0 十： 9,-:3

2.3 

1.2 

(12) 

+,confirmed 

-, not confirmed 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
Appendix 37-1. Observation of offspring(F1) 

Control (vehicle: water f'or injection) 
Dam No. Gestation Numbcrof Numberof Implan- Delivery Number of of帥血gatbirth D祉四y Birth Llvebirth Number of live offspring Eコemal

len曽b 匹匹 impm- talion indo Number of 紐 Dead index index Index 4days 忘 Viability abnormalities" 
lutea talion index (dams) ofl'spring Live 呻offspring(o節prinfl) 匹io index 

(days) scars （％） （％） Male Female Total （％） （％） （％） Male Female (%)(Number) (%) 

FOIOOI 22 16 16 100.0 ＋ 14 5 ， 14 0.36 

゜
87.S 87.S 100.0 s ， 0.36 100.0 

゜
0.0 

F01002 22 17 17 100.0 ＋ 16 12 4 16 0.7S 

゜
94.1 94.I 100.0 12 4 0.7S 100.0 

゜
0.0 

FOI003 22 15 15 100.0 ＋ 14 7 7 14 0.S0 

゜
93.3 93.3 100.0 7 7 o.so 100.0 

゜
0.0 

FOI004 22 20 18 90.0 ＋ 14 6 7 13 0.46 I 77.8 72.2 92.9 6 7 0.46 100.0 

゜
0.0 

FOIOOS 22 17 17 100.0 ＋ 1S 8 7 15 0.53 

゜
88.2 88.2 100.0 8 7 0.s3 100.0 

゜
0.0 

FOI006 22 17 17 100.0 ＋ 17 11 6 17 0.65 

゜
100.0 100.0 100.0 11 5 0.69 94.1 

゜
0.0 

F01007 22 15 15 100.0 ＋ 14 5 ， 14 0.36 

゜
93.3 93.3 100.0 s ， 0.36 100.0 

゜
0.0 

FOIOOS 22 17 

＂ 
100.0 ＋ 15 7 6 13 0.54 2 88.2 76.S 86.7 7 6 0.54 100.0 

゜
0.0 

F01009 22 

＂ 
16 94.1 ＋ 14 4 10 14 0.29 

゜
87.5 87.S 100.0 4 10 0.29 100.0 

゜
0.0 

FOIOIO 22 16 15 93.8 ＋ IS 8 6 14 O.S7 100.0 93.3 93.3 8 6 0.57 100.0 

゜
0.0 

FOIOII 22 21 20 95.2 ＋ 16 8 8 16 0.50 

゜
80.0 80.0 100.0 8 8 o.so 100.0 

゜
0.0 

F01012 21 16 16 100.0 ＋ 16 ， 7 16 0.56 

゜
100.0 100.0 100.0 ， 6 0.60 93.8 

゜
0.0 

N皿如ofdams 12 12 12 12 12 •1 12 12 12 12 12 12 12 12 12 12 12 

TOia! 204 199 180 ” 86 176 4 90 84 

゜Mean 21.9 17.0 16.6 97.8 IS.O 7.s 7.2 14.7 0.51 0.3 90.8 88.8 97.7 7.5 7.0 O.SI 99.0 0.0 

S.D. 0.3 1.8 1.4 3.5 1.0 2.4 1.6 1.3 0.13 0.7 7.4 8.8 4.4 2.4 1.8 0.13 2.4 0.0 

％ 100.0 

+: Dams with live offsp呵,-: dams without live呻pring
a): Number of dams with live直pring.
b): NIIIDber of匹erna1abnormalities、live嘩pringat birth. 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
Appendix 37-2. Observation of offspring (F1) 

EMEE 62.S四北g

Dam No. Gestation 

h噂h

Numberば

corpora 
lutca 

哩
2
2
2
2
2
3
2
2
2
2
2
2
2
2
2
2
2
2
2
3
2
2
-
1
2

22.3 
0.5 

1
8
1
7
1
8
1
7
I
S
1
9
1
9
1
7
1
6
1
5
1
9
1
6
-
1
2
0
6
2
5
 

2
1
7
1
 

Number of 
implan-
talion 

scars 

18 

17 

18 

17 

IS 

19 

19 

17 

16 

1 5 
19 

16 

12 

206 

17.2 
1.5 

Implao-

tation 
臼

（％） 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

12 

100.0 

0.0 

Delivery 
m 
(dams) 

(%) 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

百

Number of 

offspring 

Number of offspring at birth 
紐

ratio 

F020l3 

FO勾14

F02015 

F020l6 

F020l7 

F020l8 

F020l9 

F02020 

F02021 

F02022 

F02023 

F02024 

Number of dams 
Total 

MC811 

S.D. 
％ 

S珈i伝町, NS NS NS 

St艤lstic:almethod DU AN DT 

+: Dams with live offsprinr, -: dams without live offsprin多

a): Numba-of dams w負hlive offspring. 
b):Numberof匹omalabnonnalities in live offsprin1 al birth. 

NS:Notsi即ifi面tlydifferent from the control aroup・
DU: Analysis by Dunnett's t鑓I.

DT: Analysis by Dunnctt type IIICIIII rank test. 
KW: Analysis by応叫cal-Wallis'test(one-w町layout).
UA: Unable to be analyzed because.the value in the treated即叩wasthe same as the value in the control group. 

1
6
1
6
1
6
1
6
1
4
1
6
1
7
1
6
1
6
1
4
1
8
1
3
-
1
2
8
8
9
4
 

S

I

 

ー

I
 

a
l
e
F
1
9
1
2
8
8
8
1
0
6
6
1
1
7
 

M
 

100 

8.3 

1.9 

U
v
e
-
l
-
8
7
7
4
6
8
9
6
1
0
8
7
6
 

86

ュヽ7
1

 

Birth 

m 
Llvebirth 

m如

Total 

16 

14 

16 

16 

14 

16 

17 

16 

16 

14 

18 

13 

12 

186 

IS.S 

1.4 

0.50 

0.so 
0.56 

0.75 

0.57 

0.50 

0.47 

0.63 

0.38 

0.43 

0.61 

0.54 

12 

0.54 

0.10 

Deli向

云 枷

offspring（匹p呻
(%) 

88.9 

94.1 

尊．9

94.1 

93.3 

84.2 

89.S 
94.1 

100.0 

93.3 

94.7 

81.3 

12 

0
2
0
0
0
0
0
0
0
0
o
o
-
1
2
2
0
2
“
 

（％） 

88.9 

82.4 

88.9 

94.1 

93.3 

84.2 

89.S 
94.1 

100.0 

93.3 

94.7 

81.3 

12 

Number of live offspring 

4 clays 如 Viability

ratio index 

M血 Female (%) 

8 8 0.50 100.0 

7 7 o.so 100.0 

9 7 O.S6 100.0 

12 3 0.80 93.8 

8 6 0.57 100.0 

8 8 o.so 100.0 

8 9 0.47 100.0 

10 • 6 0.63 100.0 

6 10 0.38 100.0 

6 8 0.43 100.0 

10 7 0.59 94.4 

7 6 O.S4 100.0 

12 12 

91.4 

S.l 

90.4 
5.6 

（％） 

100.0 

87.s 
100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

12 

99.0 

3.6 

99 

8.3 

1.8 

85 

7.1 

1.8 

邸 cmal

-icsbl 

『
0
0
0
0
0
0
0
0
o
o
-
1
2
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 

12 

0.54 

0.11 

99.0 

2.3 

0.0 

0.0 

NS 

DT 

100.0 

NS 

DT 
N
S
D
T
 

NS 

DU 

NS 

DU 

NS 

DT 

NS 

AN 

NS 

DT 

NS 

DT 

NS 

DT 

NS 

OT 

NS 

AN 

NS 

AN 
N
S
A
N
 

NS 

KW 
NS 

AN 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
Appendix 37-3. Observation of offspring (F1) 

EM EE 250 mg/kg 

Dam No. Gestation 

len糾h

Number of 

corpora 
lutea 

Number of 

imp Ian-

tation 

scars 

15 

18 

16 

6 

19 

15 

16 

14 

lmplan-
tation 

index 

（％） 

100.0 

100.0 

94.1 

54.5 

95.0 

100.0 

100.0 

87.5 

Number of 
offspring 

Numberofoffspringat birth 

＆ス

ratio 

F03025 

F03026 

F03027 

F03028 

F03029 

F03030 

F03031 

F03032 

F03033 

F03034 

F03035 

F03036 

K umber of dams 

Total 

Mean 

S.D. 

％ 

Significance NS NS NS 

Statistical method DU AN DT 

+: Dams with live offsprin阻：damswithout live offspring 
a): Number of dams with live offspring 
b): Number of external abnormalities in live offspring at birth. 

NS:Not si即ificantlydifferent from the control group. 
DU: Analysis by Dunnett's test. 

AN: Analysis by vari皿ce(one-way layout). 

DT: Analysis by Dunnell type me皿 ranktest. 

KW: Analysis by Kruskal-Wallis'test (one-way layout). 

UA: Unable to be analyzed because lhe value in the treated即 upwas the same as the value in the control百oup.

(days) 
23 

23 

22 

22 

22 

22 

22 

22 

Not pre即ant

22 18 

22 16 

Not copulated 

10 IO 

162 

16.2 

2.4 

15 

18 

17 

II 

20 

15 

16 

16 

22.2 

0.4 

IS 

15 

10 

152 

15.2 

3.6 

100.0 

93.8 

Delivery 

index 

(dams) 

平
＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋

＋

 

11 

18 

16 

5 

16 

14 

14 

11 

17 

12 

Live 

Male Female 

5 6 

II 7 

9 6 

I 4 

5 10 

7 7 

4 9 

5 6 

0

7

 

ー 7

5

 

Total 

11 
18 

IS 

s 
JS 

14 

13 

11 

17 

12 

0.45 

0.61 

0.60 

0.20 

0.33 

0.50 

0.31 

0.45 

0.59 

0.58 

Delivery Birth 

Dead index index 

offspring (offspring) 

（％） 

73.3 

100.0 

100.0 

83.3 

84.2 

93.3 

87.5 

78.6 

o
o
l
o
l
o
l
o
 
0

0

 

94.4 

80.0 

（％） 

73.3 

100.0 

93.8 

83,3 

78.9 

93.3 

81.3 

78.6 

94.4 

80.0 

Live birth 

index 

（％） 

100.0 

100.0 

93.8 

100.0 

93.8 

100.0 

92.9 

100.0 

100.0 

100.0 

Number of live offsprmg 

4 days Sex Viability 

ratio index 

Male Female (%) 

4 4 0.50 72.7 

II 6 0.6S 94.4 

9 6 0.60 100.0 

I 4 0.20 l00.0 

5 10 0.33 l00.0 

7 7 0.50 100.0 

4 9 0.31 100.0 

S 6 0.4S l00.0 

0

7

 

ー 7

5

 

0.59 

0.58 

100.0 

100.0 

External 

abnormalities bJ 

e
r
o
o
o
o
o
o
o
o
o
o
 

m
 

u
 z

 

（％） 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

10 IQ I) 10 10 10 0

0

 

ー

92.S 

14.0 

IO 

134 

13.4 

3.8 

64 

6,4 

3,0 

67 

6.7 

1.8 

10 

131 

13.1 

3.7 

10 

0.46 

0.14 

0

3

3

5

 

l

o

o

 

10 

87.5 

9.2 

85.7 

8.9 

98.1 

3.1 

63 

6.3 

3.1 

64 

6.4 

2.0 

10 

0.47 

0.15 

96.7 

8.6 

10 

0.0 

0.0 

NS 

DT 

100.0 

NS 

DT 

NS 

DT 

NS 

DU 

NS 

DU 

NS 

DT 

NS 

AN 

NS 

OT 

NS 

DT 

NS 

DT 

NS 

DT 

NS 

AN 

NS 

AN 

NS 

AN 

NS 

KW 

NS 

AN 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
Appendix 37-4.Observation of offspring (F1) 

EMEE 1000m叙g

Dam No. Gestation Number of Number of I呵）Ian- Delivery Number ofoffspring at birth Delivery 

leng/.h corpora imp Ian- talion index Number of 

lutea tation index (dams) offspring Live 

(days) scars （％） （％） Male Female Total 

F04037 24 16 16 

F04038 11 8 

F04039 23 17 15 

F04040 Not pregpant 

F0404l 17 17 

F04042 24 16 15 

F04043 Not pregnant 

F04044 23 16 8 

F04045 13 11 

F04046 Not pre帥ant

F04047 24 17 16 

F04048 23 14 12 

Num比rofdams 6 ， ， 
Total 137 118 

Mean 23.5 15.2 t3.l 

S.D. 0.5 2.1 3.5 

％ 

Significance ●● NS NS 

Statistical method DU AN DT 

Signif!C31ltly different from the control group(*: P<0.05, ••: P<0.01). 

+: Dams with live offsprin品—:damswithout live offspring, 
a): Number of dams with live offspring, 

b): Number of external abnormalities in live offspring at birth. 

100.0 

72,7 

88.2 

100.0 

93.8 

50.0 

84.6 

94.1 

85.7 ， 
85.5 

15.8 

DT 

Signif!C31ltly different from control (vehicle: water for injection) (**: P<O.Ol). 

NS: Not significantly different from the control group. 

DU: Analysis by Dunnett's test. 

AN: Analysis by variance (one-way layout). 

DT: Analysis by Dunnett type mean rank test. 

FT: Analysis by Fisher's exact test. 

3 

゜Total ~lier loss in ulero 
＋ 13 7 

Total litter loss in utero 

4 

゜
＋ 5 2 

Total litter loss in utero 

5 

゜I 

゜2 a) 6 

31 ， 
5.2 1.5 

4.1 2.8 

22.2 .. ．． 拿•

FT DT DU 

UA: Unable to be analyzed because the value in the treated group was tlte same as the value in the control group. 

NA: Not analyzed. 

゜゜
4 II 

゜゜
2 4 

゜゜゜゜6 

6 15 

l.O 2.S 

1.7 4.5 

拿● 拿●

DU DT 

348 

如 Dead index 

ratio offspring (offspring) 

（％） 

3 18.8 

0.64 2 86.7 

4 26.7 

0.50 62.5 

5 31.3 

I 8.3 

2 6 6 

16 

0.57 2.7 39.1 

1.6 29.6 

．． .. 
NA DT DT 

Birth Live birth Number of live offspring External 

index index 4days Sex Viability abnormalities•> 

ratio index 

（％） （％） Male Female (%)(Number) (%) 

0.0 0.0 Total litter loss on day 0 

73.3 84.6 

゜゜
0.0 

゜
0.0 

0.0 0.0 Total litter loss on day 0 

50.0 80.0 

゜゜
0.0 

゜
0.0 

0.0 0.0 Total litter loss on day 0 

0.0 0.0 Total litter loss on day 0 

6 6 2 2 2 

゜゜ ゜20.6 27.4 0.0 0.0 0.0 0.0 

32.7 42.5 

．． •• 
DT DT NA NA NA NA NA 



試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 38-1. Body weights of offspring (F 1) before weaning 
Control (vehicle: water for injection) 

Dam No. Days after birth 

Male body weight Female body weight 

゜
4 

゜
4 

FOtoOl 6.9 (5) 11.1 (5) 6.5 (9) 10.7 (9) 

F01002 6.4 (12) 10.7 (12) 5.4 (4) 9.7 (4) 

FOI003 6.4 (7) 10.8 (7) 6.1 (7) 10.5 (7) 

F01004 6.6 (6) 11.0 (6) 6.3 (7) 10.3 (7) 

F01005 7.3 (8) 10.8 (8) 6.6 (7) 10.5 (7) 

FOI006 6.2 (11) 10.0 (11) 6.0 (6) 10.2 (5) 

F01007 7.1 (5) 12.0 (5) 6.7 (9) 11.5 (9) 

F01008 6.6 (7) 11.4 (7) 6.3 (6) 12.0 (6) 

F01009 7.1 (4) 11.6 (4) 6.6 (IO) 11.8 (10) 

FOlOlO 7.3 (8) 12.2 (8) 6.8 (6) 10.8 (6) 

F01011 6.4 (8) 9.9 (8) 6.3 (8) 10.0 (8) 

F01012 5.8 (9) 9.5 (9) 5.6 (7) 9.3 (6) 

Number of dams 12 12 12 12 

Mean 6.7 10.9 6.3 10.6 

S.D. 0.5 0.8 0.4 0.8 

Each value shows mean per dam (g). 
Figures in parentheses indicate number of offspring. 
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2ー(2-methoxyethoxy)ethaneby oral administration in rats 

Appendix 38-2. Body weights of offspring(F))before weaning 
EMEE 62.5m詠g

Dam No. Days after birth 

Male body weight Fen叫ebody weight 

゜
4 

゜
4 

F02013 6.6 (8) 9.5 (8) 6.4 (8) 9.1 (8)、

F02014 6.4 (7) 10.3 (7) 5.8 (7) 9.5 (7) 

F02015 6.5 (9) 8.1 (9) 5.9 (7) 7.2 (7) 

F02016 7.5 (12) 12.9 (12) 6.7 (4) 12.5 (3) 

F02017 6.9 (8) 11.3 (8) 6.7 (6) 10.8 (6) 

F02018 6.6 (8) 10.4 (8) 5.9 (8) 9.6 (8) 

F02019 6.2 (8) IO.I (8) 6.0 (9) IO.I (9) 

F02020 7.0 (10) 10.4 (10) 6.4 (6) 9.2 (6) 

F02021 6.8 (6) 9.4 (6) 6.5 (10) 8.6 (10) 

F02022 6.7 (6) 11.8 (6) 6.4 (8) 11.3 (8) 

F02023 6.2 (11) 8.4 (10) 6.0 (7) 8.5 (7) 

F02024 6.9 (7) l l.6 (7) 6.6 (6) 11.7 (6) 

Number of dams 12 12 12 12 

Mean 6.7 10.4 6.3 9.8 

S.D. 0.4 1.4 0.3 1.5 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

Each value shows mean per dam (g). 

Figures in parentheses indicate number of offspring. 

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. 

350 



試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 38-3. Body weights of offspring(F1) before weaning 
EMEE 250m詠g

DamNo. Days after birth 

Male body weight Female body weight 

゜
4 

F03025 7.0 (5) 9.1 (4) 

F03026 6.9 (11) 10.7 (11) 

F03027 7.1 (9) 10.1 (9) 

F03028 7.5 (1) 13.9 (l) 

F03029 7.1 (5) 10.8 (S) 

F03030 6.7 (7) 10.0 (7) 

F03031 6.5 (4) 9.0 (4) 

F03032 7.0 (5) 12.7 (5) 

F03033 Not pregnant 

F03034 6.6 (10) 9.5 (10) 

F03035 7.3 (7) 11.7 (7) 

Number of dams 10 to 

Mean 7.0 10.8 

S.D. 0.3 1.6 

Significance NS NS 

Statistical method AN AN 

Each value shows mean per dam (g). 
Figures in parentheses indicate number of offspring. 

NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 

゜
4 

6.8 (6) 7.9 (4) 

6.7 (7) 9.9 (.6) 

6.6 (6) 9.4 (6) 

7.2 (4) 13.4 (4) 

6.5 (IO) 9.6 (10) 

6.2 (7) 9.4 (7) 

6.5 (9) 9.2 (9) 

6.7 (6) 12.7 (6) 

6.3 (7) 9.8 (7) 

6.5 (5) 10.5 (5) 

IO 10 

6.6 10.2 

0.3 1.7 

NS NS 

AN AN 

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-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 38-4. Body weights of offspring(F1) before weaning 
EMEE 1000m詠g

Dam No. Days after birth 

Male body weight 

0 4 

F04037 Total litter loss on day 0 

F04038 Total litter loss in utero 

5.7 (7) 

Not pregnant 

F04039 

F04040 

F04041 

F04042 

F04043 

F04044 

Total litter loss in utero 

Total litter loss on day 0 

Not pregnant 

7.0 (2) 

F04045 Total litter loss in utero 

F04046 Not pregnant 

F04047 Total litter loss on day 0 

F04048 Total litter loss on day 0 

Number of dams 2 

Mean 6.4 

S.D. 

Significance 

Statistical method NA NA 

Each value shows mean per dam (g). 
Figures in parentheses indicate number of offspring. 
NS: Not significantly different from the control group. 

Female body weight 

0 4 

5.2 (4) Total litter loss on day I 

6.2 (2) Total litter loss on day I 

2 

5.7 

NA NA 

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-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 39-1. General conditions in offspring (F1) before weaning 
Control (vehicle: water for injection) 

Dam No. Number of offspring Days afterbirth 

and general conditions 

゜
1 2 3 4 

FOlOOl N皿 berof offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

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 13 13 13 13 13 

General appearance, No abnonnality 13 13 13 13 13 

F01005 Number of offspring 15 15 15 15 15 

General appearance, No abnormality l 5 15 15 15 15 

F01006 Number of offspring 17 17 17 16 16 

General appearance, No abnormality 17 17 16 16 16 

General appearance, Death 

゜゚ ゜゚F01007 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

F01008 Number of offspring 13 13 13 13 13 

General appearance, No abnormality 13 13 13 13 13 

F01009 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

F01010 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 l4 14 

FO!Oll Number of offspring 16 16 16 16 16 

General appearance, No abnormality 16 16 16 l6 16 

F01012 Number of offspring 16 16 16 15 15 

General appearance, No abnormality 16 16 15 15 15 

General appearance, Death 

゜゚
1 

゜゚Number of offspring 176 176 176 174 174 

General appearance, No abnonnality 176 176 174 174 174 

General appearance, Death 2 

Abnonnal fmdin答ofoffspring,L釦kofnurs咆
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試験番号 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 

Appendix 39-2. General conditions in offspring(F1) before weaning 
EMEE 62.Sm詠g

DamNo. Number of offspring Days after birth 

and general conditions 

゜
1 2 3 4 

F02013 Number of offspring 16 16 16 16 16 

General appearance, No abnormality 16 16 16 16 16 

F02014 Number of offspring 14 14 14 14 14 

General appearance, No abnonnality 14 14 14 14 14 

F02015 Number of offspring 16 16 16 16 16 

General appearance, No abnormality 16 16 16 16 16 

F02016 Number of offspring 16 16 15 15 15 

General appearance, No abnonnality 16 15 15 15 15 

General appearance, Death 

゜
l 

゜゚ ゜F02017 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

F02018 Number of offspring 16 16 16 16 16 

General appearance, No abnormality 16 16 16 16 16 

F02019 Number of offspring 17 17 17 17 17 

General appemance, No abnormality 17 17 17 17 17 

F02020 Number of offspring 16 16 16 16 16 

General appearance, No abnormality 16 16 16 16 16 

F02021 Number of offspring 16 16 16 16 16 

General appearance, No abnonnality 16 16 16 16 16 

F02022 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

F02023 Number of offspring 18 18 18 17 17 

General appearance, No abnonnality 18 18 17 17 17 

General appearance, Death 

゜゚
1 

゜゚F02024 Number of offspring 13 13 13 13 13 

General appearance, No abnormality 13 13 13 13 13 

Number of offspring 186 186 185 184 184 

General appearance, No abnonnality 186 185 184 184 184 

General appearance, Death 

Abnormal findings of offspring. Lack of nursing 
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試験番号R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats 
Appendix 39-3. General conditions in offspring (F1) before weaning 

EMEE 250m,詠g

Dam No. NUIIlber ofoffspring 
and genernl conditions 
Number of offspring 
General appearance, No abnonnality 
General appearance, Death 

NUIIlber of offspring 
General appearance, No abnormality 

F03025 

F03026 

F03027 

F03028 

F03029 

F03030 

F03031 

F03032 

F03033 

F03034 

F03035 

General appearance, Death 

Number of offspring 
General appearance, No abnormality 
Number of offspring 
General appearance, No abnormality 
Number of offspring 
General appearance, No abnormality 
Number of offspring 
General appearance, No abnormality 
Number of offspring 
General appearance, No abnormality 
Number of offspring 
General appearance, No abnormality 
Not pregnant 

Number of offspring 
General appearance, No abnormality 
Number of offspring 
General appearance, No abnormality 
Number of offspring 
General appearance, No abnormality 

General appearance, Death 

Abnormal findin穿of叩spring,Lack ofnursing 

Days after birth 

1 2 3 4 

11119 8 8 

11 9 8 8 8 ゜
。

2
 

゜゚15 15 

15 15 

5 5 

5 5 

15 15 

15 15 

14 14 

14 l4 

13 13 

13 13 

11 11 

11 11 

゜
5

5

 

゜゚8

7

 

l

l

 

1
8
1
8
0
 

8

8

 

I

I

 

8

8

 

l

l

 

8

8

 

I

I

 

5

5

 

I

I

 

1
5
1
5
5
 

5

5

 

ー

］

5
 

5

5

 1
5
1
5
1
4
1
4
1
3
1
3
I
l
"
 

1
5
1
5
1
4
1
4
1
3
1
3
1
1
1
1
 

1
5
1
5
1
4
1
4
1
3
1
3
1
1
"
"
 

17 17 17 17 17 

17 17 

＂ 
17 17 

12 12 12 12 12 

12 12 12 12 12 

131 131 129 128 128 

131 129 128 128 127 

2 
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試験番号 R-13-002

Combined repeat dose and reproductive/development al t oxicity  screening  t est of l-Ethoxy-2-(2-methoxyethoxy)ethane by oral admi ni st r a t ion in  rats 
Appendix  39-4. General conditions in  offspring  (F1) before weaning  

EMEE 1000m祉g

Dam No. Number of offspring Days after birth 

and客neralconditions - 0 1 _2 3 4 

F04037 Total litter loss on day 0 

F04038 

F04039 

Total litter loss in utero 

Number of offspring 

General appearance, Death 

Abnonnal findin穿ofoffspring.Laclc of nursing 

F04040 Not pregnant 

F04041 

F04042 

F04043 

F04044 

F04045 

F04046 

F04047 

F04048 

Total litter loss in utero 

Total litter loss on day 0 

Not pregnant 

Number of offspring 

General appearance, No abnormality 

General appearance, Death 

Total litter loss in utero 

Not pregnant 

Total litter loss on day 0 

Total litter loss on day 0 

Number of offspring 

General appearance, No abnormality 

General appearance, Death 

Abnormal findin,穿ofoffspring. Lack of nursing 

0

0

0

 

0

0

0

 

0

0

0

 

1
1
1
1
0
 

1
1
0
1
1
 

0

0

0

 

0

0

0

 

0

0

0

 

4

0

4

 

4

4

0

 

15 15 

4 

15 

11 
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信頼性保証書

表題 1-Ethoxy-2-(2-methoxyethoxy)ethane のラットを用いる反復投与毒性•生殖

発生毒性併合試験

試験番号 R-13-002 

この試験に関する信頼性保証部門による査察および監査状況等は下記のとおりであった。

査察・監査項目

試験計画書

試験計画書変更書

R-13-002-No.1 

R-13-002-No.2 

動物の受入れおよび検疫

群分け、検体調製および含董試験

体重測定、給餌量測定、投与および

一般状態の観察

性周期観察

詳細な症状観察

交尾確認

尿検査

分娩状態および出生児の観察

機能検査

出生児剖検、雄動物剖検、血液学的検

査、血液生化学的検査、器官重呈測定お

よび固定

病理組織学検査（標本作製：包埋）

報告書草案および生データ

最終報告書

査察・監査年月日

2013年 9月 26日

2013年 10月 15日

2013年 12月 19日

2013年 10月 7日

2013年 10月 21日

2013年 10月 22日

2013年 10月 23日

2013年 10月 29H

2013年 11月 6日

2013年 11月 27、28日

2013年 11月 28日

2013年 11月 2913、
2013年 12月 2日

2013年 12月 3日

2013年 12月 1913 

2014年 2月 24~26日

2014年 3月 26日

運営管理者および試験

責任者への報告年月日

2013年 9月 26日

2013年 10月 15日

2013年 12月 19日

2013年 10月 7日

2013年 10月 22日

2013年 10月 22日

2013年 10月 23日

2013年 10月 29日

2013年 11月 6日

2013年 l1月 28日

2013年 11月 28日

2013年 12月 2日

2013年 12月 3日

2013年 12月 19日

2014年 2月26日

2014年 3月 2613 

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」（平成 23年 3月 31

H、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、夕を正確に反映していることを保証する。

2014年 3月 26日

一般財団法人食品薬品安全センター奏

信頼性保証部門責任者
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