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要約

今回、{3-Cyclodextrin, 2-hydroxypropyl ethersの反復投与毒性ならびに生殖発生毒性試験を化審

法ガイドラインに従って実施した。被験物質を日局注射用水に溶解して 0、100、300ならびに

1000 mg/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 41~48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、 42日間投与した後に 14日間飼育して剖検した。

l．反復投与毒性および回復性

投与期間中の一般状態、詳細な症状観察、体重推移、摂餌量、機能検査および尿検査では、雌雄と

も、被験物質投与の影響を示唆する変化は認められなかった。投与期間終了時の血液生化学検査では、

1000 mg/kg群の非交配雌で ALTが高値を示し、肝臓および腎臓の重量が増加したが、血液学検査お

よび病理組織学検査においては、被験物質投与の影響を示唆する変化ならびに所見は認められなかっ

た。

回復観察中の一般状態、詳細な症状観察、体重推移、摂餌量および尿検査、ならびに回復観察終了

時の血液学検査、血液生化学検査および剖検においては、被験物質投与の影響を示唆する変化は認

められなかった。

2.生殖発生毒性

親動物の性周期、交配成績、出産率、妊娠期間、分娩状態、哺育状態、黄体数、着床数および着床

率に、被験物質投与の影響を示唆する変化は認められなかった。また、出生児の生存率、体重および形

態にも被験物質投与の影響は認められなかった。

3.無毒性量

1000 mg/kg群の非交配雌で投与終了時の ALTが高値を示し、肝臓および腎臓の重量が増加したこ

とから雌動物の反復投与毒性に対する無毒性量（NOAEL)は 300mg/kg/ day、雄動物では影響が認め

られなかったことから無毒性量は 1000mg/kg/ day以上と判断された。また、 1000mg/kgまでの用量は、

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

性量は 1000mg/kg/ day以上と判断された。
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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{3-Cyclodextrin, 2-hydroxypropyl ethersを経口投

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

ぼす影響について検討した。

試験ガイドラインと GLP

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

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

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

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

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

110331010号環境省総合環境政策局長通知）を遵守して実施した。

動物愛護

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

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

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

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

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

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

ている（動物実験承認番号：1120250A)。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{3-Cyclodextrin,2-hydroxypropyl ethers（別名：2-ヒドロキシプロヒ°Jレー{3-シクロデキ

ストリン、 CASNo. 128446-35-5、分子式： C63H112042、分子量： 1541.54、性状：白色の粉末、融点：

278℃)、ロット番号：TLN0205および TLJ0205(TLN0205と同ーロットの追加入手分）、含量：99.,7%、

Annex A-1、A-2、以下、 B-CH)は、一［り購入し（被験物質入手：2012年 7月

3日および 2012年 11月 9日）、使用時まで室温、遮光、密閉（実測値 17.1~25.5℃)で保管した。 B-

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

ルを測定し、スペクトルに変化がなかったことが確認されている（試験番号：G-12-007)。

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(15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、動物の一般状態を観察し、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

:2012年 11月26日

：雄 271.8~299.7g、雌 178.4~211.5g 

:2012年 12月 10日

検疫終了時体重 ：雄 374.3~439.4g、雌 213.6~282.5g 

検疫・馴化期間中、雄動物の 1例（馴化番号 40)で一時的に痩せが観察されたが、その後回復し、検

疫期間中の一般状態、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 8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、雄 5匹は微生物モニタリングに使用し、その他の動物は

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

(220wX270dX 190h mm)に 1匹ずつ（交配時は 2匹）収容し、固型飼料（CE-2、日本クレア）と水道水

（秦野市水道局給水）を自由に摂取させて飼育した（剖検前の絶食に関しては剖検の項を参照）。雌動
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物は分娩例全例について、妊娠 18 日から哺育 4日までラット用プラスチック製繁殖ケージ(350wX

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

を適宜供給した。飼育期間中の動物室の温度は 22.0~25.0℃、湿度は 48.5~69.5％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こ

とを確認した。

3.投与検体

1)調製

被験物質を秤量し、媒体（日局注射用水、製造元：光製薬、製造番号：C23VS1)を加え溶解させ、

20 w/v％液を調製した。さらに 20w／炉lo液を媒体によって希釈し、 6ならびに 2w／澤液を段階的に調製し

た。調製した検体は冷蔵・遮光下（実測値 2~12℃)で保管し、安定性の保証期間内に使用した。

2)安定性試験

日局注射用水を媒体とした 0.5および 20w/v％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：G-12-007)。

3)含量試験

初回調製検体（調製日：2012年 12月 10日）について、 2、6および 20w/v％濃度の被験物質含量を

測定した。その結果、平均含量は調製指示濃度の 94.4~98.7％であり、各測定値のばらつきはそれぞれ

平均値の 95.9~102.9％で規定範囲内にあった(AnnexB)。

調製検体中の被験物質含量測定は AnnexC、第 2項に従った。

4．投与量の設定および投与方法

本試験の投与量は、本被験物質を用いて行った「 8-Cyclodextrin, 2-hydroxypropyl ethersのラットを

用いる反復投与毒性・生殖発生毒性併合試験（予備試験）」（試験番号：R-12-005)の結果をもとに設定

した。なお、予備試験で使用した被験物質および媒体は本試験と同じロットを用いた。

予備試験では、 0（媒体、日局注射用水）、 100、300および 1000mg/kgの B-CHを8週齢の雌雄各

3匹の SD系ラットに 14日間、反復強制経口投与した結果、 1000mg/kgまでの投与群に、被験物質投

与の影響を示唆する変化は認められなかった。

従って、限度量の 1000mg/kgを本試験の最高用量に設定し、中用量には 300mg/kgを、最低用量

には 100mg/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 41~48回）、交尾

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

定したサテライト群は投与 42日まで、 1日 1回、 1週 7回、毎日 9時～13時の間 (9時 04分～12時

05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量を算出した。

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

，
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ラット用胃管による強制経口投与とした。

本試験の群構成および動物番号を以下に示した。

群 投与物質
投与量 濃度 投与容量 動物番号

(mg/kg) (w/v%) (mL/kg) 雄 雌

対照群
日局注射用水

゜゜
5 M01001~M01012* FOlOOl~F01012 

（媒体）

低用量群 B-CH 100 2 5 M02013~M02024 F02013~F02024 

中用量群 B-CH 300 6 5 M03025~M03036 F03025~F03036 

高用量群 B-CH 1000 20 5 M04037~M04048* F04037~F04048 

対照群 日局注射用水

゜゜
5 F05049~F05058* 

（サテライト群） （媒体）

高用量群
B-CH 1000 20 5 F06059~F06068* 

（サテライト群）

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

5.検査法

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、投与期間中は投与前後の毎日 2回以上観察した。

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 14日にスコアリング法による詳細な症状観察を行った。観察は、いずれ

も13時～17時の間 (13時 09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

各群の動物番号の若い雄 5例とサテライト群の動物番号の若い 5例については、投与 39日に自発

運動測定と握力測定を実施し、投与 42日に詳細な症状観察に引き続いて刺激に対する感覚運動反

応を検査した。分娩例については投与期間が近接し、出来るだけ分娩から日数が経過した各群の

5例を選び、投与最終週に自発運動測定、握力測定および刺激に対する感覚運動反応を検査した。

(1)刺激に対する感覚運動反応

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

の有無を検査した。
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(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) 自発運動測定

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

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

設置場所に運搬し、速やかに自発運動測定を開始した。

⑤体重測定

雄および雌動物のサテライト群は、投与 1（投与開始日）、 4、7、14、21、28、35、42 日、回復 1、7、

14日および剖検日に測定した。雌動物は投与 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

雄および雌動物のサテライト群は、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、サテライト群は投与 21~22 日にも測定した。雌動物は投与 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

雄動物および雌動物のサテライト群を検査対象とし、投与 37 日の検査では各群の動物番号が若い

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

演は、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

色調・濁度

pH・潜血・蛋白・糖・ケトン体

ウロビリノーゲン・ビリルビン

沈i査

尿量

比重

ナトリウムイオン濃度

カリウムイオン濃度

塩素イオン濃度

⑧性周期観察

測定法

視診

試験紙法

同上

鏡検

計量

屈折法

イオン電極法

同上

同上

使用機器

オーションイレプンAE-4020（アークレイ）

同上

光学顕微鏡

メスシリンダー等

デジタル臨床屈折計SU-202（ヱルマ販売）

全自動電解質分析装置EA05（エイアンドティー）

同上

同上

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

1 1 



試験番号 R-12-006

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判断した。

⑨交配

投与 15日の 16時 23分より同群内の雌雄を 1対 1で同居させた。翌朝より毎朝、腟栓を確認し、同

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

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

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

動物数／交配に用いた動物数） X100,％〕、妊娠率〔（妊娠動物数／交尾した雌動物数）X100,%]を算出し

た。

⑩妊娠・分娩・哺育状態の観察

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

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

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

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

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

は、妊娠黄体数と着床数を数え、着床率〔（着床数／妊娠黄体数） 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、可能な限り分

娩から日数が経過した各群の5例について採血を行った。サテライト群の投与終了時剖検では各群の動

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

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

た。

(1)血液学検査用：抗凝固剤 EDTA-2K

(2)血液学検査用：抗凝固剤クエン酸ナトリウム

(3)血液生化学検査用：抗凝固剤ヘパリン

⑫血液学検査

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

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

他の項目は抗凝固剤として EDTA-2Kを用いて採取した血液で測定した。

項目

赤血球数(RBC)

白血球数(WBC)

白血球分類

網状赤血球比率(RET%)

血色素量(HGB)

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
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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



項目

平均赤血球容積(MCV)

血小板数(PLT)

ヘマトクリット値(HCT)

平均赤血球血色素量

(MCH) 

平均赤血球血色素濃度

(MCHC) 

活性化部分トロンホ，，プラスチン

時間 (APTT)

プ ロトロンビン時間 (PT)

⑬血液生化学検査

測定法

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

試験番号 R-12-006

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

全自動血液凝固測定装置

CA-1000（シスメックス）

同上

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

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

凍結保存(-70℃以下）したが、甲状腺の病理学検査およびその他全ての検査項目の結果から、本被験物質は甲

状腺機能に影響を及ぼさないと判断されたため、甲状腺ホルモン測定は実施しなかっt~

項目

総蛋白濃度(TP)

アルブミン濃度(rALB)

グルコース濃度(Glc)

総コレステロール濃度(TC)

トリグリセライド濃度(TG)

リン脂質濃度(PL)

尿素窒素濃度(BUN)

クレアチニン濃度（ere)

ッーグルタミルトランスペ プチダーセ育射生

(v-GTP) 

アルカリフォスファターゼ活↑生(ALP)

アスパラキゞン酸アミノトランスフェラーゼ活、「生

(AST) 

アラニンアミノトランスフェラーゼ活↑生(ALT)

乳酸脱水素酵素活性(LDH)

カルシウム濃度（Ca)

総ビリルビン濃度(tbil)

無機リン濃度(IP)

胆汁酸濃度(TBA)

A/G比

ナトリウムイオン濃度(Na)

カリウムイオン濃度(K)

塩素イオン濃度(Cl)

⑭剖検および器官重量

測定法

ビウレット法

BCG法

ヘキソキナーゼ •G-6-PDH法

コレステロールオキシダーゼ•HMMPS法

GPO・HMMPS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

モリブデン酸直接法

酵素サイクリング法

計算(rALB/(TP-rALB)) 

イオン電極法

同上

同上

使用機器

自動分析装置

JCA-BM6010（日本電子）

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

同上

全自動電解質分析装置

EA05（エイアンドティー）

同上

同上

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

はペントバルビタールナトリウム麻酔下で放血致死させ、引き続き剖検した。
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対象動物

雄

雌

投与終了時剖検例

回復観察例

分娩例

交尾が確認されなかった例（未交尾）

サテライト群（投与終了時剖検例）

サテライト群（回復観察例）

解剖時期

投与 42日の翌日

回復 15日

哺育 4日の翌日

投与52日の翌日

投与42日の翌日

回復15日

試験番号 R-12-006

屠殺前の絶食

18~24時間絶食

18~24時間絶食

18~24時間絶食

実施せず

18~24時間絶食

18~24時間絶食

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

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

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

気管支、肝臓、腎臓、！卑臓、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、乳腺、および病変部を採取し、保存した。肺／気管支は 15cm水柱以

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

に保存した。精巣および精巣上体はブアン液に固定（長期保存は 10％中性緩衝ホルマリン溶液）し、その

他の器官・組織は 10％中性緩衝ホルマリン溶液に固定した。

なお、未交尾例の器官重量値は評価対象から除外した。

⑮病理組織学検査

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

号が若い各 5例、雌の投与終了時剖検では分娩例について哺育 5日に投与期間が近接した対照群な

らびに高用量群の各 5例について、組織学検査対象器官（保存した器官・組織のうち乳腺は除く）のヘ

マトキシリン・エオジン(HE)標本を作製し、病理組織学検査を実施した。また、剖検時に異常がみられた

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

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

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

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

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

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

官の異常の有無を観察した。

6.データの解析法

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

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

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

検定を行った（有意水準：5％)。

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

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

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

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

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 1月 14日、 18:07~18:13に東京電力からの送電停止による停電が発生し、動物飼育室内

の照明が消えた。しかし、いずれの動物の一般状態にも上述事象に起因したと考えられる変化は認めら

れず、また、温湿度は許容範囲内であったことから、試験への影響はないと判断した。

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

に従わなかったこと」はなかった。

試験成績

l.親動物

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

雄では 100mg/kg群の 1例（動物番号 M02023)において、投与 36日から鼻周囲の汚れおよび紅涙

が、投与 37日から自発運動の低下が、さらに投与 40日から排便量の減少が剖検日まで継続して観察

された。その他の動物に異常は観察されなかった。
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2)詳細な症状観察（Table5~Table 6-2, Appendix 5-1-1~Appendix 6-2-2) 

雄では、一般状態の観察で異常が認められた 1例（動物番号 M02023)に自発運動の低下、紅涙、被

毛の汚れおよび歩行異常が投与 42日に観察されたが、その他の動物に被験物質投与の影響を示唆す

る変化は認められなかった。

雌では、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唆する変化は認められな

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唆する体重の変化は認めら

れなかった。

非交配雌を含む雌においても、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唆す

る体重の変化は認められなかった。また、妊娠中および分娩後の体重推移にも被験物質投与の影響を

示唆する変化は認められなかった。

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

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

得なかった。

交配雌では、 300mg/kg群の投与 7~8日の摂餌量が対照群と比較して有意に低下したが、用量に

依存した変化ではなかった。非交配雌では、投与期間および回復期間を通して被験物質投与の影響を

示唆する摂餌量の変化は認めら得なかった。また、妊娠中および分娩後の摂餌量にも被験物質投与の

影響を示唆する変化は認められなかった。

5)機能検査

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

投与最終週に実施したプライエル反応、瞳孔反射、視覚定位、驚愕反応、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唆する変化は

認められなかった。

分娩雌では、 300mg/kg群の後肢の握力が対照群に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。非交配雌では、被験物質投与の影響を示唆する握力の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量測定では、区画移動数および立ち上がり回数ともに被験物

質投与の影響を示唆する変化は認められなかった。
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6)尿検査 (Table23-1~Table 24-2, Appendix 23-1-1~Appendix 24-2-2) 

投与最終週および回復 13 日に実施した尿検査では、雌雄とも、被験物質投与の影響を示唆する変

化は認められなかった。

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

①雄動物

投与期間終了時の雄では、いずれの検査項目についても被験物質投与の影響を示唆する変化は認

められなかった。

回復期間終了時の雄では、 1000mg/kg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が、

その差はわずかであり、それ以外の検査項目に有意差は認められなかった。

②雌動物

投与期間終了時の分娩雌では、いずれの検査項目についても被験物質投与の影響を示唆する変化

は認められなかった。

投与期間終了時の非交配雌では、 1000mg/kg群の血色素量およびヘマトクリット値が対照群と比較

して有意に低下したが、その差はわずかであり、赤血球数を含むその他の検査項目に対照群との差は認

められなかった。

回復期間終了時の非交配雌では、 1000mg/kg群のプロトロンビン時間が対照群より有意に遅延した

が、その差はわずかであり、活性化部分トロンボプラスチン時間を含むその他の検査項目に対照群との

差は認められなかった。

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

①雄動物

投与期間終了時の雄では、 1000mg/kg群のトリグリセライド濃度が対照群より有意に低下した。その

他の検査項目に被験物質投与の影響を示唆する変化は認められなかった。

回復期間終了時の雄では、いずれの検査項目についても被験物質投与の影響を示唆する変化は認

められなかった。

②雌動物

投与期間終了時の分娩雌では、いずれの検査項目についても被験物質投与の影響を示唆する変化

は認められなかった。

投与期間終了時の非交配雌では、 1000mg/kg群の ALTが対照群と比較して有意に増加した。その

他、 1000mg/kg群のy-GTPとカルシウム濃度が対照群と比較して有意な高値を示したが、その差はわ

ずかであった。

回復期間終了時の非交配雌では、 1000mg/kg群の総蛋白（平均 5.9g/dL)、胆汁酸（平均

7.3 μmol/L)およびカルシウム（平均 9.0mg/dL)の各濃度が対照群と比較して有意に低下したが、いずれ

も背景データの範囲内（下表参照）であった。
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非交配雌（回復終了時） 試験数＊ サンプル数 平均 平均土2SD

血中総蛋白濃度 4 20 6.0 5.5-6.4 

血中胆汁酸濃度 4 20 14.4 1.2-27.6 

血中カルシウム濃度 4 20 9.3 8.9-9.8 

*: 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

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

①雄動物

投与期間終了時の雄では、いずれの器官重量にも被験物質投与の影響を示唆する変化は認められ

なかった。

回復期間終了時の雄では、 1000mg/kg群の胸腺は絶対重量と相対重彙が、心臓は絶対重量のみが

対照群と比較して有意に低下した。その他の器官重量に被験物質投与の影響を示唆する変化は認めら

れなかった。

②雌動物

投与期間終了時の分娩雌では、いずれの器官重量にも被験物質投与の影響を示唆する変化は認め

られなかった。

投与期間終了時の非交配雌では、 1000mg/kg群の肝臓は絶対重量と相対重量が、腎臓は絶対重量

のみが対照群と比較して有意に増加した。その他、 1000mg/kg群の副腎の相対重量が対照群と比較し

て有意に低下した。

回復期間終了時の非交配雌では、 1000mg/kg群の心臓および腎臓（右）は絶対重量が対照群と比

較して有意に低下したが、相対重量には対照群との差はなかった。

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

①雄の投与期間終了時剖検例

肝臓に暗赤色点の散在および精巣上体（左側）尾部に黄白色結節が 100mg/kg群に各 1例観察され

た。また、同群の一般状態に変化がみられた 1例（動物番号 M02023)では、両眼および鼻周囲の汚れ

がみられ、胸腺も小型化を呈していた。

②雄の回復観察例

対照群および 1000mg/kg群に異常は認められなかった。

③分娩雌の投与終了時剖検例

腺胃粘膜に暗色を呈していた陥凹部が、対照群に 2例、 100mg/kg群に 1例、 1000mg/kg群に

2例に、腺胃粘膜に赤色斑が 1000mg/kg群の 1例に、それぞれ認められた。また、牌臓が一部萎縮し、

周囲脂肪組織と癒着をしていた例が、 1000mg/kg群に 1例観察された。
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④未交尾例

交尾が確認されなかった 300mg/kg群の 1例（動物番号 F03034)に異常は認められなかった。

⑤サテライト群の投与終了時剖検例

非交配雌の対照群および 1000mg/kg群に異常は認められなかった。

⑥サテライト群の回復観察例

非交配雌の対照群および 1000mg/kg群に異常は認められなかった。

11)病理組織学検査 (Table33~Table 34-2, Appendix 33~Appendix 34-2) 

①雄の投与期間終了時剖検例

投与終了時剖検例のうち、対照群および 1000mg/kg群の 5例について病理組織学検査を実施した。

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検査を実施した。病理組織所見は、以下

の通りである。

肝臓では、門脈周囲性に肝細胞の脂肪化が対照群および 1000mg/kg群に各 4例、小肉芽腫が両

群の全例に、それぞれ観察されたが両群間に程度の差はなかった。剖検時に異常がみられた

100 mg/kg群の 1例の肝臓では、門脈周囲性に肝細胞の脂肪化、小肉芽腫および限局性ではあったが

壊死巣の散在が認められた。対照群では、小葉中心性の肝細胞肥大および肝細胞の空胞変性が 1例

に観察された。

牌臓では、髄外造血像および褐色色素沈着が対照群および 1000mg/kg群の全例に観察されたが、

両群間の程度には差はなかった。

腎臓では、皮質に好塩基性尿細管が対照群に 4例および 1000mg/kg群に 3例、皮髄境界部あるい

は乳頭部に鉱質沈清が両群に各 1例観察されたが、両群間の程度に差はなかった。

肺では、肺胞に泡沫細胞の集族が、対照群の 1例および 1000mg/kg群の 3例に観察されたが、程

度および頻度に有意差はなかった。

副腎では、球状帯細胞の肥大および束状帯細胞の空胞化が、 1000mg/kg群に各 1例観察されたが、

ごく軽度な変化であった。

精巣上体では、剖検時に異常のあった 100mg/kg群の 1例に精子肉芽腫が観察された。

前立腺では、間質にリンパ球浸潤が、対照群および 1000mg/kg群の各 2例に観察されたが、程度に

は差はなかった。

剖検時に異常のあった 100mg/kg群の胸腺では、中等度の萎縮が観察された。

また、対照群では甲状腺に鯉後体遺残、心筋に限局性の変性／線維化、片側精巣に精細管の委縮、

ハーダー腺の間質にリンパ球浸潤が観察された。

その他の組織学検査対象器官・組織には、病理組織学的変化は観察されなかった。

②分娩雌の投与終了時剖検例

哺育 4日の翌日に剖検した対照群および 1000mg/kg群の 5例について、病理組織学検査を実施し

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検査を実施した。病理組織所見は、以
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下の通りである。

肝臓では、門脈周囲性に肝細胞の脂肪化が対照群に 4例および 1000mg/kg群に 2例、小肉芽腫

が対照群に 1例および 1000mg/kg群に 3例観察されたが、程度および頻度には差はなかった。

胃では、腺胃にびらんが対照群に 2例および 1000mg/kg群に 1例観察されたが、程度には差はな

かった。剖検時に異常がみられた 100mg/kg投与群の 1例では、腺胃粘膜に出血が認められた。対照

群では、腺胃の粘膜固有層に炎症細胞浸潤および水腫が 1例に、腺胃粘膜に出血が観察された。

牌臓では、髄外造血像および褐色色素沈着が対照群および 1000mg/kg群の全例に観察されたが、

両群間の程度には差はなかった。また、剖検時に異常がみられた 1000mg/kg群の 1例（動物番号

F04045)に被膜の線維化が観察された。

腎臓では、皮質に好塩基性尿細管が対照群および 1000mg/kg群の各 1例、間質にリンパ球浸潤が

両群の各 2例、それぞれ認められたが、程度には差がなかった。また、皮髄境界部にごく軽度な鉱質沈

着が 1000mg/kg群に 1例観察された。対照群では、硝子円柱が観察された。

肺では、肺胞に泡沫細胞の集族が対照群および 1000mg/kg群に各 2例観察されたが、程度に差は

なかった。

甲状腺では異所性胸腺組織、胸腺では出血が 1000mg/kg群に各 1例、副腎では束状帯細胞の肥

大が同群に 2例、それぞれ観察されたがいずれもごく軽度な変化であった。

また、対照群ではハーダー腺の間質にリンパ球浸潤が観察された。

その他の組織学検査対象器官・組織には、病理組織学的変化は観察されなかった。

③サテライト群の投与終了時剖検例

非交配雌の投与終了時剖検例、対照群 5例および 1000mg/kg群 5例の病理組織所見は以下の通

りである。

肝臓では、門脈周囲性に肝細胞の脂肪化が対照群に 3例および 1000mg/kg群に 2例、小肉芽腫

が対照群に 3例および 1000mg/kg群に 5例観察されたが、程度および頻度には差はなかった。また、

肝細胞核の大小不同、小葉中心性の肝細胞肥大が 1000mg/kg群に各 l例観察されたが、いずれもご

く軽度な変化であった。

牌臓では、髄外造血像および褐色色素沈着が対照群および 1000mg/kg群の全例に観察されたが、

両群間の程度には差はなかった。

腎臓では、皮質に好塩基性尿細管が対照群に 1例および 1000mg/kg群の 3例に、間質へのリンパ

球浸潤が対照群の 2例および 1000mg/kg群の 1例に、それぞれ観察されたが両群間の程度および頻

度に差はなかった。対照群では、髄質に嚢胞が、皮髄境界部に鉱質沈着が観察された。

肺では、肺胞に泡沫細胞の集族が対照群および 1000mg/kg群の各 1例に観察されたが、いずれも

ごく軽度な変化であった。

対照群では、甲状腺に鯉後体遺残、卵巣に閉鎖卵胞の増加が観察された。

上記以外の組織学検査対象器官・組織には、病理組織学的変化は観察されなかった。
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2.生殖能力

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

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

認められなった。 300mg/kg群の 1組では、 2週間の交配期間中に交尾は確認されなかったが、その他

の動物では交尾が確認され、交尾が確認された雌は全て妊娠が確認された。その他、投与期間中の平

均発情回帰日数、同居開始日から交尾確認日までの日数およびその間に回帰した発情期の回数に被

験物質投与の影響を示唆する変化は認めらなかった。

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

各群の出産率はいずれも 100％を示した。分娩例の妊娠期間には、被験物質投与の影響を示唆する

変化は認められなかった。

3)分娩および哺育状態

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

られなかった。

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

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

3.出生児

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

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

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

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

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

化は認められなかった。

3)出生児観察（Table39~Table 40, Appendix 39-1~Appendix 39-4) 

出生児の一般状態に被験物質投与の影響を示唆する変化はみられなかった。また、死亡児および哺

育 4日の生存児の剖検では、異常は認められなかった。
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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[3-Cyclodextrin,2-hydroxypropyl ethers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

投与期間中の一般状態観察では、 100mg/kg群の雄 1例に自発運動の低下や排便量の減少が観察

されたが、 300mg/kg以上の群で一般状態の異常が雌雄ともに認められていないことから、被験物質投

与による影響ではないと判断した。その他、詳細な症状観察、体重推移、摂餌量、機能検査、尿検査、

血液学検査において、被験物質投与の影響を示唆する変化は認められなかった。

投与終了時の血液生化学検査では、 ALTの上昇（平均 92U/L)、肝臓の絶対重量（平均

8210.2 mg)および相対重量（平均 27.858mg/g)の増加、さらには腎臓の絶対重量（平均 1961.8mg)の

増加が 1000mg/kg群の非交配雌でみられ、これらの値はいずれも背景データの範囲（下表参照）を上

回ったことから被験物質投与の影響と判断した。しかし、肝臓および腎臓の病理組織学検査では、被験

物質投与の影響を示唆する所見は認められなかった。

非交配雌（投与終了時） 試験数＊ サンプル数 平均 平均土2SD

ALT 4 20 28 19-36 

肝臓の絶対重量 4 20 6931.8 6430.5-7433.0 

肝臓の相対重量 4 20 25.140 23.580-26. 701 

腎臓の絶対重量 4 20 1805. 7 1766.4-1844.9 

*: 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、摂餌量および尿検査では、雌雄とも、被験物

質投与の影響を示唆する変化は認められなかった。また、回復観察後の 1000mg/kg群の雄では、胸腺

の絶対重量（平均 259.4mg)および相対重量（平均 0.479mg/g)と、心臓の絶対重量（平均 1468.0mg) 

が有意に低下したが、いずれも背景データの範囲内（下表参照）であったことから被験物質投与の影響

ではないと判断した。回復観察後の血液学検査、血液生化学検査および剖検では、被験物質投与の影

響を示唆する変化は認められなかった。

雄（回復終了時） 試験数＊ サンプル数 平均

胸腺の絶対重量 4
 

20 294.8 

平均土2SD

200.6-389.1 

胸腺の相対重量 4 20 0.590 0.476-0.703 

心臓の絶対重量 4 20 1458.6 1321.5-1595. 7 

*: 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.生殖発生毒性

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

験物質投与の影響を示唆する変化は認められなかったことから、 1000mg/kgまでの用量は、親動物の

生殖能力に影響を及ぼさないと考えられる。また、出生児の生存率、体重および形態にも被験物質投与

の影響を示唆する変化は認められなかったことから、 1000mg/kgまでの用量は、新生児の発育にも影響

を及ぼさないと考えられる。

3.無毒性量

1000 mg/kg群の非交配雌で投与終了時の ALTが高値を示し、肝臓および腎臓の重量が増加したこ

とから雌動物の反復投与毒性に対する無毒性量(NOAEL)は300mg/kg/ day、雄動物では 1000mg/kg 

までの用量に影響が認められなかったことから、無毒性量は 1000mg/kg/ day以上と判断された。また、

1000 mg/kgまでの用量は、親動物の生殖能力および新生児の発育に影響を及ぼさなかったことから、

生殖発生毒性に対する無毒性量は 1000mg/kg/ day以上と判断された。
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AnnexA-1 

検査成績書

財団法人食品薬品安全センター 秦野研究所／化学物質管理 2012年7月3日

室御中 株式会社ワコーケミカ

ル

Code No. 324-84233 

2-ヒドロキシプロピルー企シクロデキストリン

規格／等級

Lot No. TLN0205 

数量 lOOg 

検査項目 検査成績 規格値

外観 白色の粉末
白～淡黄色、結晶性粉末～

粉末

E^ ー旱 99.7% 98.0％以上

検査年月日 2012/04/23 

「 □:-I
成績書発行番号 9861461
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AnnexA-2 

2012年 11月 6日

財団法人食品薬品安全センター

一
同ーバルク証明

毎々格別の御引立てを賜り厚く御礼申し上げます。

さて掲題の件、貴社に販売させて頂きました下記製品は 2ロットとも同ーバルクから小分

けされた製品である事を証明致します。

＜記＞

（対象品目）

コード： 324-84233

品 名： 2-ヒドロキシプロピル＿6-シクロデキストリン

容量 ： 100g

（対象ロット）

ロット： TLN0205

ロット： TLJ0205
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試験番号：R-12-006

Annex B 

試験番号 R -12 -006 

含量試験結果

被験物質：/3-Cyclodextrin, 2-hydroxypropyl ethers 

ロット番号： TLN0205

媒 体：日局注射用水

調製濃度 測定濃度 平均測定濃度

試料番号 (A) (B) (C) 

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

1 20.0 18.91 19.72 

2 19.97 

3 20.29 

4 60.0 59.70 58.74 

5 57.22 

6 59.32 

7 200 190.0 188.8 

8 190.9 

， 185.5 

含量の判断基準（溶液検体）

含量

調製年月日： 2012年12月10日

測定年月日： 2012年12月10日

ばらつき

B/AXlOO 
平均含量

B/CX 100 

（％） （％） （％） 

94.6 98.7 95.9 

99.9 101.3 

101.5 102.9 

99.5 97.9 101.6 

95.4 97.4 

98.9 101.0 

95.0 94.4 100.6 

95.5 101.1 

92.8 98.3 

平均含量が調製濃度の90.0~110.0%、また、各測定値のばらつきがそれぞれ平均値の90.0~
110.0％以内とする。
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Annex C 

1.被験物質原体の安定性の測定方法

①使用機器

フーリエ変換赤外分光光度計(FTIR-8300) 島津製作所

電子天秤(LA230S) ザルトリウス

②測定条件

測定方法

波数範囲

③測定方法

臭化カリウム錠剤法

4000~400 cm―l 

試験番号：R-12-006

被験物質l~2mgをとり、めのう製乳鉢で粉末とし、これに赤外吸収スペクトル用臭化カリウム（島津製

作所）0.10~0.20gを加え、湿気を吸わないように注意し、速やかによくすり混ぜた後、錠剤成型器に

入れて加圧製錠する。同様にして対照臭化カリウム錠剤を製する。

2.投与検体中の被験物質濃度測定法

①試薬

日局注射用水（以下、水）

②使用機器

電子天秤(R200D)

紫外可視分光光度計(UV-1700)

③標準溶液の調製

光製薬

ザルトリウス

島津製作所

被験物質約1gを精密に量り、水に溶解して正確に50mLとし、標準溶液（約20mg/mL)とする。この標

準溶液2.5、5および10mLを正確にとり、水を加えて正確にそれぞれ20mLとし、標準溶液（約2.5、5お

よび10mg/mL、各濃度n=l)を調製する。

④試料溶液の調製

2 w/v%の投与液については、 5mLを正確に採り、水で希釈して10mLとして試料溶液（約10mg/mL、

希釈係数 2)を調製する。 6w/v％の投与液については、 2mLを正確に採り、水で希釈して10mLとして

試料溶液（約12mg/mL、希釈係数 5)を調製する。また、 20w/v％の投与検体については、 1mLを正

確にとり、水で希釈して20mLとし、試料溶液（約10mg/mL、希釈係数 20)を調製する。試料溶液は、

投与検体の採取からn=3で調製する。

⑤検量線の作成および投与検体中被験物質濃度の算出

試料溶液および標準溶液につき、水を対照として紫外可視分光光度計により、波長205nmにおける

吸光度をn=lで測定する。標準溶液から得られたB-CHの吸光度と調製濃度を基に検量線を作成し、

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

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

（％）を算出する。

⑥数値の取り扱い

SOP/CHE/001に従い、調製濃度は有効数字4桁目を四捨五入して有効数字3桁で、測定濃度および

平均測定濃度は有効数字5桁目を切り捨てて有効数字4桁で表示し、含量、平均含量およびばらつき

は小数点以下第2位を四捨五入して少数点以下第1位まで表示する。
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Table I -I. General conditions of male rats 

Gmup N99999bC9or,99aIc Daヽsoradmi99isI『aIl09

a99d gC99C9nl C099dilio99S 9 2 3 4 5 6 7 8 9 90 1 9 92 93 14 15 16 17 19 19 20 21 22 23 24 25 

Prc l’OSI Pm PosI I'『ePost Pm PosI P『cl’csl l’m l’OSI I9,e PoヽIPre PosI I9,e PosI Prc l’OSI Pm l’OSI Pm PoSI Pre PosI Pre PosI Prc PosI PC PosI Ih: PosI I9,e PosI Ih: PosI I9,e Posl l’『e PosI I9,c l’OSI Pre PosI I’『e Post Pru Post 

Con1rol (vchicle: waIcr ibr injCCIi'‘'9) N99999her ormaIcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

(,eneml apや‘99oncc.No nbnonnalilヽ 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

B-CII 100 mg kg Nmnbe『oImaIcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Ge99eml a caran位 Noub99onnuliIヽ 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Il•CI[ 300 mgkg Nnmh"nrm,ks 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

(leneml 99‘99ance. N'‘ab99ormal i1\• 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 92 12 12 92 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

93-C99 9000 mgkg Nnmhe,nfm,les 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

(;C99Cml opゃ"'""・No,b,,orn,olHs・ 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

I汁c:IleIbrc mlministru9ion. I’99st: ullcrndminiSIraIi099 

Tab le 1-1 (continued). General conditions of male rats 

Group Numher ormales Dmor,Jmi,1istrntio,1 

n99d gC99Cral CO99di99099S 26 27 28 29 311 31 32 33 34 35 36 37 38 39 40 4 1 42 43 

Pre Post Pre Post Pre Post Pre Post Pm Post Pre Post Pre Post Pre Post Pm Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre 

ConIrol (9'ch iclc~‘`TIICr lbr illiCCIioll) Numhcr ofmalcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 19 12 12 12 12 7 

(;C99C 『 a\ao,~,m"じC 、 No nl9990rmaliIヽ 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 

19-CII l(JII mg•kg Numl9C『ofmalcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

(;C99Crn1 ilppcamllCC~ No [9Imormali（ヽ 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 I I I I I I I I I I I I I I l l l I I I I I I I I I I I I 

Nose. s,,n,dgcofpcdoas,¥ o~, 0 0 0 fl O O O O fl O fl II O O II O II II O II I I I I I I I I I I I I I I I 

恥~c 彎 I;、•，baII. 19ulbi、 GIo1叫 R,dd;sl>lm O fl OIIOOOIIIIIIOllllllllll fl ll flfl I ¥  I 111  1 1  11111  I I 

Bchavior▲ ikcrcnsc i19 locom0(09 0C(n•i [V II () (1 (1 () () (1 (9 () (1 (I II II () 0 11 11 () () (I II II l l l I I I I I l l I I I 

応crclio99.D¢『cosc;n amom>I offom II II II II fl fl II O II II O II O II II II II II O II II O II II O II O O I II I II I O I 

ll-Cl DOO mg kg N99991bcr ofmaIcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 ▼ 12 12 12 12 12 12 12 

Gco,mlao""'『""じC.No ahnormal i lヽ~ 12 12 12 19 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

11•CII I()()(I mg kg Numbcr ofmaIcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 

Gcncrnl nPIlear9999じC.No aI999099llalily 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 

Pre: flctbn adnli99is19nlion. Posl: n19C9 ndmini.99991i099 

28 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Group 

Control (vehicle: water for injection) 

B-CH 1000 mg/kg 

Number of males 
and general conditions 
Number of males 

General appearance, No abnormality 
Number of males 

General appearance, No abnonnality 

Days ofrecovery 
6 7 8 9 IO 

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
 

4
-
5
5
-
5
5
 

3
-
5
5
-
5
5
 

2
-
5
5
-
5
5
 

l
-
5
5
-
5
5
 

ー
一
5
5
-
5
5

1
2
-
5
5
-
5
5
 

1
3
-
5
5
-
5
5
 

1
4
-
5
5
-
5
5
 

1
5
-
5
5
-
5
5
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Tab le 2-1. General conditions of female rats 

Gro99p Numbcr99rrC999aIcs l)avs ofadminiヽIraIio99
a99d gC99cml C9999ditio99s 1 2 3 4 5 6 7 8 9 10 9 1 12 13 14 19 16 97 18 19 20 2 1 22 23 24 25 

p,c PosI I’'c Post l’9e I’99SI I’re I’o.sI I’re PosI Pre PosI I'「CPoヽtl’m I’osI Pre PosI Prc PosI I’rc PosI Prc rosI Prc rosI I’rc ¥’osI I’m 9’99SI I9,c rosI I’rc PosI Pr l’’'SI I’『c r99SI PIじ PostI如＼’99sII’9C l’OSI Pre rosI IヤC PosI Pre Post 
Co« t "'\(,•,h;じIe: 9ヽote,fo,;≪jeet;o≪) N≪mbe,offomo¥es 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 II II 6 6 J J I I I I I I O O O O O O O 0 

(i091口raIa,cam99心． Noalo≫≪≪rntlt, 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 II II 6 6 J J I I I I I I O 0 

B-CII 100 mg kg N≪mbec of¥omolos 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 

GC99じrala 四 rnoee.No,b≪ocmot¥t<・ 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 

B-CII JOO mg kg Nombo,offom,l,s 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 10 

(h:neraI a pC99『'""・ Nooboocomtlty 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 to 10 

B-CII 1000 mg・kg Nomhe, offomo¥os 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 8 

GC99crat app血『099CC.N99 aI99999rmal i Iヽ•12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 8 

rm: Bctbrc 8dmi9lisImtion. I’OSI: nt¥cr admi99istmti091 

Table 2-1 (continued). General conditions of female rats 

Group Nmnheeo「lcmales
and gencrul coudili9999S 

ll-Cl・IJOO mg/kg Nmnh,rnffomoks 

~mml it,· 
Pre: lle]りreadmi99istmlion. Post: allerodmi99islralion 

Gmup Numherof females 
and gU99Cral couditions 

ll-Cl[ MI{{ mglkg Num恥roftcmales
Geneml uPl心 9r9999CC.No abnonnal it\• 

I’n: IleIbn ad999""s9ra9ion. I’os9: ot¥ur ad,ni19ist"'ti099 

IJo,・sofodminislrnlion 

26 27 28 29)II .11 .12 .1).14 .15 .16 .17 .18 .19 411 41 '2.,.1 44 45 46 47 48 49 51J 

Pn PosI Ihu PosI I're PosI Pre PosI Pre l’osI Pn PosI Pre PosI Pre PosI I'R: PosI I'n PosI Pre Posl l'『ePosl l¥ PosI Pre PosI Pn PosI Pre PosI Pre PosI Pn PosI I’n PosI Pre PosI I’re PosI Pre PosI Pre PosI Pre PosI I’n: Posl 

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 

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 

l)avs ofudministralion 
5 1 52 5J 

Pm PosI Pre Posl l’re 

I I I I I 

I I I I I 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Gm99p NumbC9 oftbmalcs 
999d gC99cm1 condiIi9999$, 

C099Im1 （ヽchicIc.99nler lbr illccli099) Numbcr 991‘ICmaIcヽ

ll-Cll 1000 mg kg 

- -

Gclicrul aPI四 runce.No曲』lormaI;,、
N99999her ofic,99alcs 

G’"cral aPImar:999CC. N9> abhormalilv 
l9,c: llerOrC 99<l9999nih1ralion. PosI: aller ad991999ISl『ali091

l)aヽ•s oradministrut909l 

1 2 3 4 5 6 7 8 9 10 1 1 12 13 14 15 16 17 18 19 20 21 22 23 24 29 

I9,e Posl l’m l’os1 1’rc PosI P9c l’99SI Pre PosI Pre PosI I’m l’osI Pre PosI I9,e l’OSI I9,C PosI I’re PosI I'『el’OSI P「cl’’’sI I9,e PosI Pre l,OSI I9,e PosI Pm PosI I’rc l’99SI I‘m l’OSI Pre l’99SI I’c l’OSI Prc l’OSI I9,c l’99SI Pm l’OSI Pr¢ PosI 

IQ IO IO 10 10 IO 10 IO IO IQ 10 10 IQ 10 10 10 10 IO 10 IO IO IO 10 10 IO IO 10 10 10 IQ 10 IQ 10 10 10 IQ IQ 10 10 IQ IQ 10 IO IO 10 10 10 IQ IQ 10 

IQ IQ 10 IO IQ 10 IO IQ 10 IQ 10 10 IQ IO IQ 10 IO IQ IQ 10 10 ・ IQ IQ IO IO Ill 10 IQ IQ IQ IQ IQ IO IQ IO 10 IQ 10 10 10 IQ 10 IO 10 IO IO 10 IQ 10 IQ 

IQ IQ IO IO 10 IO 10 10 IQ 10 IO Ill 10 IO IQ 10 IO IQ 10 10 IO IO 10 10 10 10 IQ 10 IO IO IQ IQ IO 10 10 IQ IO IQ 10 10 IO IQ 10 Ill IO IQ 10 IO IQ IQ 

10 10 10 IO 10 IQ Ill 10 IQ IQ IO 10 IQ IO IQ 10 10 IQ IO 10 IO 10 IQ IO 10 10 IQ 10 10 IO IO IQ 10 10 IQ IQ IQ 10 IO IO IO 10 IO IO 10 IQ 10 10 10 IO 

Table 2-2 (continued). General conditions of female rats, satellite group 
Gmup Nnnber o t~ I~emales l)avs ol.udminislm(io" 

und general conditi99US 26 27 • 28 29 311 3 1 32 33 34 35 36 37 38 39 411 4 1 42 4 3 

Pre Pos(Pre PosI Ih Pos(I’re PosI I’re PosI Pre Pos(Pre PosI Pn l’os(Pre PosI Pre Pos(Pre PoSI Prc l’os(Pre Pos(Pre Pos(Pre l’oSI I’R I’osI Pre Post l'n 
Control (,ohid,、V991erIbr i9，j心ti099I Nu999hr9>rr09999les IO 111 Ill Ill Iii IO Ill Iii Ill 10 Ill Iii IO Iii Iii Ill Ill Ill Ill Iii Ill Iii Ill Iii JO Ill Ill Ill Ill Ill Ill 10 10 Ill ; 

G"'""'"" 四 n99心． No,,h,onnoli1" Ill IO 10 IO Ill Ill Ill Ill Ill 10 10 10 Ill 10 Iii Ill 10 Iii Ill JO IO Iii Ill Iii Ill Ill Ill Ill Ill Ill Ill Ill Ill Ill 5 

13•CII IOtttt mglkg NumberoI Iannles IO 10 10 Ill Ill Ill Ill 10 Ill 10 10 Ill Ill 10 Ill Ill Ill lo Ill Ill 10 Iii IO Ill 10 Ill Ill 10 Ill Ill Ill [IJ • Ill Ill 5 

~Not,bnonnolitヽ
Pre~ llefore nd999htistration. Post: ol¥er a,hniuistration 

Ill Iii IO Ill Ill Ill Ill Ill Ill ](I Ill Ill Iii 10 Ill Ill Ill Ill Ill Ill Ill Ill 10 Ill Ill Ill Ill Ill Ill Iii Ill Ill Ill Ill 5 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Control (vehicle: water for injection) 

8-CH I 000 mg/kg 

Number of females 
and general conditions 
Number of females 

General appearance, No abnormality 
Number of females 

General appearance, No abnonnality 

Days of recovery 
6 7 8 9 10 

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
 

4
-
5
5
-
5
5
 

3
-
5
5
-
5
5
 

2
-
5
5
-
5
5
 

l
-
5
5
-
5
5
 

＿5
5
-
5
5
 

1
2
-
5
5
-
5
5
 

1
3
-
5
5
-
5
5
 

1
4
-
5
5
-
5
5
 

1
5
-
5
5
-
5
5
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Table 3. General conditions in dams during pregnancy 

Group Number of dams 
and general conditions 

Conn・ol (vehicle: water for i11jection) Number of dams 

8-CH 100mg/kg 

B-CH 300 mg/kg 

General appearance, No abnonnality 
Number of dams 

General appearance, No abnonnality 
Number of dams 

General appearance, No abno1mality 
B-CH 1000 mg/kg Number of dams 

General appearance, No abnonnality 
Pre: Before adminis打ation,Post: after adminisn・ation 

Days of pregnancy 
0 I 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 

12 12 12 12 12 12 12 12 12 12 12 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

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

II II II II II 11 II II II 11 II 11 II II 11 II II II 11 II II 11 II 11 11 II II II 

II II II II II II II II II II II II II II 11 11 11 11 II II II II II 11 11 11 11 11 

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

l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 l2 12 

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

Group Number of dams 
and general conditions 

Control (vehicle: water for injection) Number of dams 

General appearance, No abnonnality 
8-CH 100 mg/kg Number of dams 

B-CH 300 mg/kg 

B-CH 1000 mg/kg 

General appearance, No abnonnality 
Number of dams 

General appearance, No abnonnality 
Number of dams 

General appearance, No abnonnality 

Pre: Before administration, Post: after administration 

Days of pre印iancy
14 15 16 17 18 19 20 21 22 

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 5 5 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 

12 12 12 12 12 12 12 12 12 12 

12 12 12 12 12 12 12 12 12 12 

II II 11 11 11 11 11 II II 11 

11 11 11 11 11 11 11 11 11 11 

12 12 12 12 12 12 12 12 12 12 

12 12 12 12 12 12 12 12 12 12 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Table 4. General conditions in dams during lactation 

Group Number of dams 
and general conditions 

Control (vehicle: water for injection) Number of dams 

B-CH 100 mg/kg 

B-CH 300 mg/kg 

8-CH 1000111飢kg

General appearance, No abnormality 
Number of dams 

General appearance, No abnormality 
Number of dams 

General appearance, No abnormality 
Number of dams 

General appearance, No abnormality 
Pre: Before administration, Post: after administration. 

Days of lactation 
1 2 3 4 5 o _ 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre 
7 7 12 12 12 12 12 12 12 12 12 

7 7 12 12 12 12 12 12 12 12 12 

7 7 12 12 12 12 12 12 12 12 12 

7 7 12 12 12 12 12 12 12 12 12 

5 5 11 11 11 11 11 11 II 11 11 

5 5 11 11 11 11 11 11 1 I 11 11 

5 5 12 12 12 12 12 12 12 12 12 

5 5 12 12 12 12 12 12. 12 12 12 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextr in, 2-hydroxypropyl ethers by oral administration in rats 

Table 5. D etailed clinical observations of male rats 

hutial number 

Findings Group of Pre-treatment Days oftreattnent Days ofrecove1y 
a 

皿imals 8 15 24 30 36 42 7 14 

[Locomotor in home-cage] Control (vehicle water for inJection) 12 
b゚ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜Decrease 111 locomotor activity B-CH I 00 mg/kg 12 

゜ ゜ ゜ ゜ ゜ ゜B-CH 300 mg/kg 12 

゜ ゜ ゜ ゜ ゜ ゜ ゜B-CH IOOOmg/kg 12 

゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜
[Lacnmation] Con打ol(velncle water for injection) 12 

b゚ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜Reddish tear B-CH I 00 mg/kg 12 

゜ ゜ ゜ ゜ ゜
1 

B-CH 300 mg/kg 12 

゜ ゜ ゜ ゜ ゜ ゜ ゜B-CH IOOO mg/kg 12 

゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜
[Fur] ContJ・ol (vehicle water for mjectrnn) 12 

b゚ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜Soiled fur B-CH I 00 mg/kg 12 

゜ ゜ ゜ ゜ ゜ ゜8-CH 300 mg/kg 12 

゜ ゜ ゜ ゜ ゜ ゜ ゜8-CH 1000mg/kg 12 

゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜
[Gait] Cona・ol (vehicle. water for i1tjectwn) 12 

b゚ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜Abnormal gait B-CH I 00 mg/kg 12 

゜ ゜ ゜ ゜ ゜B-CH 300 mg/kg 12 

゜ ゜ ゜ ゜ ゜ ゜ ゜B-CH I 000 mg/kg 12 

゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜ ゜
"the recove1y test was perfonned lit 5 animals for each of the O and 250 mg/kg groups 

b Values represent number ofammals with the findings. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Findings 

[Urination] 

(frequency/30sec) 

[Defecation] 

(frequency/30sec) 

Initial number 

Group of Pre-treatment 

amrnals 

Control (vehicle・ water for inJection) 12 6 b 

B-CH 100 mg/kg 12 2 

B-CH 300 mg/kg 12 

゜B-CH 1 000 mg/kg 12 2 

Control (vehicle. water for tnJectton) 12 
b゚ 

B-CH 100 mg/kg 12 

゜B-CH 300 mg/kg 12 

゜B-CH I 000 mg/kg 12 

8
 

3
 

0゚

0

0

0

 

Days of treatment 

15 24 30 

1 1 3 

2 2 3 

1 2 

゜゜ ゜
゜ ゜ ゜゜ ゜ ゜゜ ゜ ゜゜ ゜ ゜

36 42 

a 
Days of recovery 

7 14 

2

2

2

 

0

2

2

2

 

2
 

5
 

゜
3
 

0

0

0

0

 

0

0

2

0

 

゜ ゜

゜ ゜"The recovery test was performed in 5 animals for each of the O and I 000 mg/kg groups 

h Values represent total score of each group 
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試験番号：R＿12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Table 6-1. Detailed clinical observations of female rats 

Imttal number 

Findmgs Group of Pre-treatment 

ammals 

[Unnat10n] Conh・ol (vehicle. water for injection) 12 。a
(frequency/30sec) B-CH 100 mg/kg 12 

゜B-CH 300 mg/kg 12 2 

8-CH I 000 mg/kg 12 

"Values represent total score of each group. 
Figures in parenthese indicate number of animals 

8 15 24 

゜ ゜゜ ゜ ゜゜ ゜ ゜゜ ゜

37 

Days of treatlnent 

30 36 

゜ ゜゜ ゜゜ ゜゜ ゜

42 49 

The lactation period 

5 

゜0 (I) 0 (I) 0 (11) 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

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

lmllal number 

Fmdmgs Group of 

anunals 

[Unna!Jon] Control (vehicle water for injection) 10 

(frequency/30sec) 

B-Cl-1 IOOOm飢kg 10 

"The recovery test was performed in 5 animals for each of the O and I 000 mg/kg groups 

"Values represent number of animals with the findings 

Pre-treatment 

8 

b゚ ゜

゜ ゜

38 

Days of treatment Days of recovery " 

15 24 30 36 42 7 14 

゜ ゜ ゜ ゜ ゜ ゜

゜ ゜ ゜ ゜ ゜ ゜ ゜



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Table 7-1. Body weights of male rats 

Group Control (vehicle: water for injection) 8-CH 100 mg/kg B-CH 300 mg/kg B-CH I 000 mg/kg 

Number of males 12 12 12 12 

Days of administration 
412.2士 15.0 407.4士 15.4 410.7士 13.3 410.0士 15.4

4 423.4士 14.2 418.3士 19.1 420.6土 16.0 415.2士 16.1

7 435.8士 15.9 430.8士 22.6 434.8 土 17.4 423.8士 19.4

14 462.6士 15.8 459.7士 28.1 463.2士 24.5 447.3士 18.4

21 483.5 土 16.0 478.9土 32.7 479.5士 26.8 473.7土 16.6

28 509.3士 17.8 506.6士 34.9 503.8 土 33.0 503.3士 17.2

35 529.8士 18.7 526.5士 38.4 526.1 士 37.8 525.8士 16.2

42 544.1 士 20.4 526.8土 54.0 539.3士 39.3 537.9士 16.4

Each value shows mean (g)士 S.D.

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Group Control (vehicle: water for injection) B-CH 1000 mg/kg 
Number of males 

Days of recovery 
548.6土］3.9 543.1 士 20.2

7 562.4士 15.0 559.3 士 20.1

14 580.9土 17.5 569.9土 19.2

Each value shows mean (g)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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Table 8-1. Body weights of female rats 

Group Control (vehicle: water for injection) 8-CH I 00 mg/kg B-CH 300 mg/kg B-CH I 000 mg/kg 
Number offemales 12 12 12 12 
Days of administration 

247.9土］2.7 253.6士 11.5 247.8 士 9.8 249.9士 12.4

4 254.9士 13.7 256.9士 11.5 252.9土 9.2 255.0土 12.4

7 260.6士 17.9 266.9士 13.0 257.8 士 11.3 261.5土 15.8

14 269.0士 19.0 277.8士 13.2 266.5 士 10.0 272.0 土 16.8

Each value shows mean (g)士 S.D.

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

41 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Group Control (vehicle: water for injection) 8-CH 1000 mg/kg 

Number offemales 10 10 

Days of administration 

1 251.0 土 14.3 253.5 士 15. l 

4 260.6 士 15.3 260.9 士 14.4 

7 265.5 士 14.6 263.7 士 14. l 

14 272.5 士 13.6 272.3 土 20.3

21 284.3 士 14.9 283.3 土 23.3

28 292.1 士 15.6 293.6 士 24.3

35 298.2士 15.1 298.8 士 24.3

42 300.9 土 15.7 303.8 土 26.4

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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

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

Group 
Number of females 
Days of recovery 

Control (vehicle: water for injection). B-CH IOO.<J 111g/kg 
5 5 

7

4

 

308.7士 13.6

316.8士 12.8

319.4士 18.4

300.4土 32.0

308.5 士 30.8

308.6土 27.1

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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Table 9. Body weights of dams during pregnancy 

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

Days of pregnancy 
0 273.9土］4.4

7 314.7士 21.4

14 351.2士 25.6

20 433.5士 32.0

Each value shows mean士S.D.(g). 

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

B-CH I00mg/kg 
12 

276.4士］3.8

311.9士 18.1

347.7士 18.5

433.5士 25.0

44 

B-CH 300mg/kg 
11 

273.4士 9.4

307.5土 13.6

341.6士］4.8

423.4士 22.5

B-CH looomg/kg 
12 

278.2士 16.9

313.5士 18.5

351.8士 22.5

434.6士 28.9



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Table I 0. Body weights of dams during lactation 

Group Control (vehicle: Water for iniection) 
Number of dams 12 

Days of lactation 
0 330.1 士 26.5

4 340.3士 21.4

Each value shows mean士S.D.(g). 

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

8-CH I 00 mg/kg 
12 

329.2土 16.8
340.2士 19.4

45 

B•CH300mg/kg 
11 

324.0士 26.6
329.3土 22.7

B-CHI~ 
12 

332.1士 22.4
341.1士 20.9



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextr in, 2-hydroxypropyl ethers by oral administration in rats 

Table 11-1. Food consumption of male rats 

Group Control (vehicle: water for injection) B-CH I 00 mg/kg B-CH 300 mg/kg B-CH I 000 mg/kg 
Number of males 12 12 12 12 

Days of administration 
I 30.6士 2.6 33.2土 3.9 32.4士 3.0 28.7 士 3.4 

7 29.8士 1.7 30.9士 3.6 31.0士 3.4 27.8 士 2.6 

14 27.7土 1.5 29.9土 4.3 28.6士 3.6 27.7 士 2.0 

29 30.6土 3.1 30.8土 3.2 31.2士 2.2 32.0士 2.2 

35 31.5土 2.5 29.0士 6.7 31.4士 3.4 30.3 士 2.6 

41 29.8士 1.5 29.5 士 6.9 30.6土 2.7 30.8 士 2.2 

Each value shows mean (g)士 S.D.

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Group Control (vehicle: water for injection) 8-CH 1000 mg/kg 

Number of males 

Days of recovery 
6 31.2 土 1.4 31.5士 2.6

12 32.2 土1.3 31.8士 2.4

Each value shows mean (g)士 S.D.

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Table 12-1. Food consumption of female rats 

Group Control (vehicle: water for i[¥jection) B-CH I 00 mg/kg B-CH 300 mg/kg B-CH I 000 mg/kg 
Number of females 12 12 12 12 

Days of administration 
20.7士 3.9 22.6士 3.0 19.9士 2.9 22.2 士 2.8 

7 22.6士 2.3 18.7士 2.8 ** 20.2士 2.3 21.2士 3.5 

14 21.1土 3.9 21.4土 2.9 19.0 土 3.4 21.3土 3.8 

Each value shows mean (g)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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Group Control (vehicle: water for injection) B-CH 1000 mg/kg 

Number of females 10 10 

Days of administration 

I 22.2士 3.4 20.3 土 2.9 

7 21.5士 3.0 23.2 土 2.0 

14 21.7士 2.5 22.2士 2.5 

21 21.6土 3.3 21.1士 3.1 

29 21.0 士 2.9 19.9士 3.3 

35 21.7 士 2.3 22.8士 2.8 

41 19.7士 4.1 20.5 士 1.7 

Each value shows mean (g)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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Group 
Number of females 

Days of recovery 

Control (vehicle: water for injection) B-CH 1000 mg/kg 

5 5 

6

2

 

ー

21.4土1.7

20.9士 3.3

7

9

 

．
．
 

l

l

 

土

士
2

7

 

．
．
 

2

1

 

2

2

 Each value shows mean (g)士 S.D.

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Table 13. Food consumption in dams during pregnancy 

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

Days of pregnancy 
0 22.9土 3.6

7 27.9士 3.5

14 27.3士 3.2

20 23.4士 3.2

Each value shows mean士S.D.(g). 

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

B-CH loomg/kg 
12 

20.3土 2.4

27.2士 3.4

25.2士 3.3

25.0士 3.5

51 

B-CH 300 mg/kg 8-CH I 000 mg/kg 

11 12 

20.5士 2.0 21.8士 2.3 

25.7士 2.7 28.0士 2.7 

26.0土 29 27.6士 3.7 

22.5士 2.5 22.8士 5.1 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextr in, 2-hydroxypropyl ethers by oral administration in rats 

Table 14. Food consumption in dams during lactation 

Group 
Number of dams 
Days of lactation 

Control (vehicle: water for injection) 
12 

B-CH IO0mg/kg 
12 

B-CH 300 mg/kg 
11 

B-CH IOOOmg/kg 
12 

3
 

42.1士 6.3 42.9士 3.8 39.1士5.3 43.4士 3.2

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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

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

Group 

Male 

Number of animals 

Righting reflex 

Visual placing 

Pupillary reflex 

Startle reaction 

Preyer's reaction 

Withdrawal reflex 

Eyelid reflex 

Control (vehicle: water for injection) B-CH I 00 mg/kg 

5 5 

100 100 

100 100 

100 100 

100 100 

100 100 

100 100 

100 100 

Values represent% of animals showing normal responses. 
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B-CH 300 mg/kg 8-CH 1000 mg/kg 

5 5 

100 100 

100 100 

100 100 

100 100 

100 100 

100 100 

100 JOO 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Group 

Female, dam 

Number of animals 

Righting reflex 

Visual 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) B-CH I 00 mg/kg 

5 

100 

100 

100 

100 

100 

100 

100 

5 

100 

100 

100 

100 

100 

100 

100 

5 

100 

100 

100 

100 

100 

100 

100 

Values represent% of animals showing normal responses. 
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B-CH 300 mg/kg 

5 

100 

100 

100 

100 

100 

100 

100 

B-CH 1000 mg/kg 

5 

100 

100 

100 

100 

100 

100 

100 

5 

100 

100 

100 

100 

100 

100 

100 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Group Control (vehicle: water for injection) B-CH 100 m~/k~ 8-CH 300 m糾kg B-CH 1000 ms;/ks; 
Number of males 5 5 5 5 

Administration period 

Forelimb 0.887土 0.153 1.017士 0.049 0.929士 0.055 1.051土 0.126

Hindlimb 0.377土 0.143 0.396士 0.037 0.486士 0.087 0.469士 0.072

Each value shows mean (kg)士S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Group Control (vehicle: water for injection) B-CH 100 m~/k~ 8-CH 300 ms/ks B-CH 1000 m糾kg

Number offemales 5 5 5 5 

Administration period 

Forelimb 0.943士 0.120 0.901士 0.041 0.944士 0.174 0.950士 0.084

Hindlimb 0.516士 0.136 0.521士 0.120 0.333士 0.029* 0.437土 0.086

Each value shows mean (kg)土S.D.
Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers 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 

1.038士 0.013

0.413士 0.136

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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B-CH looo mgIkg 
5 

1.025士 0.052

0.419士 0.060



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Group Control (vehicle: water for injection) B-CH 100 mei/kei B-CH 300 m糾kg B-CI-1 1000 m~/k~ 

Number of males 5 5 5 5 

Administration period 
Ambulation (counts) 

5min 1185 士 98 1109 士 167 1238 土 92 1186 土 446 

lOmin 1058 士 196 1030 士 265 1114 士 216 1154 士 460 

15min 981 士 175 941 士 200 1058 土 137 1097 士 439 

20min 673 士 251 759 士 178 970 土 180 936 土 448 

Total 3896 土 629 3839 士 676 4381 士 600 4372 土 1735

Rearing (counts) 

5min 34 士 11 34 士 12 44 士 4 32 士 8 

IOmin 31 士 ， 27 士 11 30 土 ， 35 士 8 

15rnin 26 土 8 21 士 6 29 土 ， 25 土 ， 
20min 15 士 8 15 士 5 19 士 ， 18 士 7 

Total 105 土 32 96 士 31 122 士 23 110 士 17 

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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

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

Group Control (vehicle: water for injection) 8-CH 100 m!li/k!li 8-CH 300 m~/k~ 8-CH 1000 rn~/k~ 

Number offemales 5 5 5 5 

Administration period 
Ambulation (counts) 

5rnin 1309 士 324 1039 士 267 1075 士 64 1162 土 126 

IOmin 1192 士 337 909 士 203 832 士 173 889 士 88 

15min 1004 土 326 747 土 220 757 土 283 788 士 118 

20min 735 士 271 512 士 174 546 士 274 625 士 305 

Total 4241 士］ 134 3207 士 682 3209 士 563 3465 士 274 

Rearing (counts) 

5min 32 土 7 33 士 8 32 士 ， 29 土 5 

!Omin 22 士 ， 24 土 8 27 士 22 23 士 8 

15min 16 士 7 11 士 4 13 土 11 13 土 ， 
20min 8 土 6 7 土 4 9 土 ， 10 士 10 

Total 79 士 20 75 士 ， 81 士 46 75 士 24 

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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

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

Group 

Number of females 

Administration period 
Ambulation (counts) 

5min 

lOmin 

15min 

20rnin 

Total 

Rearing (counts) 

5min 

lOmin 

15min 

20rnin 

Total 

Each value shows mean士S.D.

Control (vehicle: water for injection) 

5 

1163 土 55 

1170 士 104 

1137 士 136 

1004 土 145 

4474 士 365 

38 土 6 

41 土 18 

39 士 11 

25 土 13 

144 士 36 

Significantly different from the control group (*: P<0.05, **: P<O.O I). 
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B-CH looom早kg
5 

1107 士 237 

988 士 189 

1003 士 344 

912 士 281 

4010 士 998 

36 土 11 

32 士 11 

36 土 23 

23 士 14 

127 士 49 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Table 23-1. Urinalysis in male rats 

Group 
Number 

Color Turbidity 
of males 

Light yellow 

pH 

ualitv"' 

Protein Glucose Ketone Bilirubin Occult blood Urobihnogen 

6.5 7.0 7.5 8.0 土＋ 2+.. 士＋— -士士＋ 2+

Control (vehicle: water for injection) 5 

B-CH 100mg/kg 

B-CH 300 mg/kg 

B-CH l00 mg/kg 

3゚ 

゜

2

0

 

?

-

0

 

4 0 

4 0 

2 3 0 0 0 2 3 

3

0

 

1

4

 

l

l

 

2 3 0 

I O 4 

0

0

 

3

1

 

2

4

 

0

0

 

5

5

 

4
 

5 0 0 

5 0 2 2 I 

Group 
Number Red blood 

of males cells 

辿 sediments"1

White blood 
Casts Ciystals 

cells 

Epithelial 
cells 

Urine 

volume bl 

土ー (mL/24hr)

Specific 

gravity b) 
Electrolyte, densityb> 

(mEq/L) 
Electrolyte, gross volume'> 

(mEq/24 hr) 

Na k
 

Cl Na k
 

Cl 

Control (vehicle: water for injection) 5 4
 

B-CH I 00 mg/kg 4
 

8-CH 300 mg/kg 5 0 

B-CH I 00 mg/kg 0 5 

15.4 1.066 I 08.6 220.4 125.0 1.67 3.36 1.89 
士4.4土0.009 士9.0 士20.6 士17.6 士0.45 士0.79 土0.41

19.2 1.050 76.9 183.8 81.9 1.40 3.39 1.50 
士5.9 士0.012 士33.5 土37.0 士39.3 土〇．46 士0.54 士0.62

23.8 1.050 91.9 183.4 97.4 1.93 3.97 2.08 
士11.4士0.016 土30.6 士49.2 士34.2 士0.19 土0.67 士0.42

15.2 1.063 110.5 224.4 126.0 1.63 3.37 1.86 
士4.2 士0.010 土25.4士18.0 士23.1 土0.44 土0.77 士0.40

Significantly different from the conn・ol group(*: P<0.05, **: P<O.O l) 

Turbidity, -: negative 

Protein,士： l0;:aand<30mg/dL; +: 30;:aand< 100 mg/dL; 2+: 10鰭 and<300 mg/dL 

Glucose,-: negative 
Ketone, -: negative；士： 5;:aand<10 mg/dL; +: lO;:aand<40 mg/dL 

Bilirubin, -: negative 

Occult blood. -: negative;士： 0.03;:aand<0.06mg/dL 

Urobilinogen,士： nonnal; +: 2.0 ;:a and< 4.0 mg/dL; 2+: 4.0釜and<8.0 mg/dL 

Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed 

Ctystals, -: not observed;士： afew 

a), values represent as number of animals 
b), values represent as mean士S.D
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Group 
Number,  

of males 
Color Turbidity pH 

Li辿yellow - 7.0 7.5 8.0 

ualitv99) 

Protein Glucose Ketone Bilirubin Occult blood Urobilmogen 

士＋ 2+ —-士＋—-士＋ 2+

Control (vehicle: water for injection) 5 

B-CH I 000 mg/kg 

5

5

 

0

2

 

3

0

 

2

3

 

゜

3

4

 5
 

3

2

 

1

2

 

5

5

 5
 

I

O

 

2

3

 

2

2

 

Urina!}'. sednnents"l 

Number Red blood White blood C Epitheltal 
Urme Specific Electrolyte, densit/' Electro I yte, gross vo I ume l9) 

Group 
of males cells cells asts Crystals 

cells 
volume hl gravity I9) (mEq/L) (mEq/24 hr) 

士 (mL/24hr) Na K Cl Na K Cl 

Control (vehicle. water for injection) 5 5 5 5 4 5 22.1 I 054 96 3 208 6 I 16.2 2 11 4 51 2 52 
士5,l 士0009 士196 士283 土196 土052 土046 土038 

B-CH I 000 mg/kg 5 5 5 5 4 5 19 I I 054 87 4 188 I 100 6 1.63 3 55 I 87 
士25 士0016 士34.1 士555 土482 土056 士099 土079 

Significantly different from the control group(*: P<0.05, ••: P<0.01) 
Turbidity,-: negative 

Protein，士． l゚；；；；and<30 mgldL ; +: 3鰭 and<IOO mg/dL ; 2十： ！〇〇；；；；and<300 mgldL 

Glucose, -: negative 

Ketone,-: negative ;土： 5；；；；and< IO mg/dL・，＋： l゚；；；；and<40mgldL 

Bilirubin, -: negative 

Occult blood, -: negallve 

Urobilinogen,士： normal;十： 2.0；；；；and<4.0m毘dL;2十： 4.0；；；；and<8.0 mg/dL 

Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed 

Crystals, -: not observed;士； afew 

a), values represent as number of animals 
b), values represent as mean士S.D
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Group 
Number 

of Color Turbidity 

females Light yenow - 6.0 

Control (vehicle: water for injection) 5 

B-CH 100 mg/kg 

5
 

゜

pH 

61..__LQ 8.0 

2 

ualityn) 

Protein Glucose Ketone Bilirubin Occult blood Urobilmogen 

士＋- -士＋—-士＋

4
 ゜4 0 3 0 2 

3 2 0 

4 0 I ゜
5

4

 

Unnary sediments 了

Numof ber Red blood White blood C Ep1thehal 
Unne Specific Electrolyte, dens1tyb1 Electrolyte, gross volume b) 

Group 
females cells 

cells asts Crystals 
cells 

volume l9) gravity b) (mEq/L) (mEq/24 hr) 

± (mL/24hr) Na K Cl Na K Cl 

Control (vehicle water for in.1ection) 5 5 5 5 3 2 5 13.8 1.048 814 184.5 99 0 1 09 2 51 1 33 
士25 士0010 土208 士250 土252 土015 士0.23 土020 

B-CH I 00 m',!)kg 5 5 5 5 2 3 5 13 9 1 055 107 9 190 6 I 14 0 I 39 2.56 I 46 
士36 士0017 土427 士375 士53.8 士027 土027 士036 

Significantly different from the control group(*: P<0.05, ••: P<0.01) 
Turbidity, -: negative 

Protein,-: negative ;士： IO~and<30 mg/dL; +: 30~and< 100 mg/dL 
Glucose,-: negative 
Ketone,-: negative ;士 5~and<IOmg/dL ;+: IO~and<40mg/dL 
Bilirubin, -: negative 

Occult blood, -: negative 
Urobilinogen,士： normal;+:2.0~and<4.0 mg/dL 
Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed 

Crystals, -: not observed;土： afew 

a), values represent as number of animals 
b), values represent as mean士S.D
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Group 
Number 

of Color Turbidity pH 

females Li_g_ht yellow - 6.5 7.0 8.0 

ualityol 

Protein Glucose Ketone Bilirubin Occult blood Urobilmogen 

土十 — ＿士 — - 士十

Control (vehicle: water for injection) 5 

8-CH 1000 n瑠kg

5

5

 

5

5

 

2 3 0 

2 2 2 2 

0

3

 

5

2

 

5

5

 

5

5

 

2

3

 

3

2

 

Urina立sediments')

Nuomf ber Red blood White blood Casts Eplthelial 
Urme Specific Electrolyte, densny"l Electrolyte, gross volumeh1 

Group 
females cells cells 

Crystals 
cells 

volumehl gravitybl (mEq/L) (mEq/24 hr) 

土 士 (mL/24hr) Na K Cl Na K Cl 

Control (vehicle. water for mJec!Jon) 5 5 5 5 3 2 4 13 0 1 052 96 9 188 6 104 7 I 26 2 45 I 36 
士0.9 士0007 土188 士372 土31I 士021 士048 土0.41

8-CH I 000 mg/kg 5 5 5 5 4 4 16.4 I 044 77 3 159 3 82 8 I 14 2.32 I 20 
士74 士0016 士27.6 士68.1 土408 士020 土073 士0.50

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

Turbidity,-: negative 

Protein, -: negative ;士： ] O~and<30 mg/dL; +: 30~andく］ 00 mg/dL 

Glucose, —:negative 
Ketone,-: negati ve; 士： 5~and< 10 mg/dL 

Bilirubin, -: negative 

Occult blood,-: negative 

Urobilinogen,土： normal;+:2.0~and<4.0 mg/dL 
Red blood cells, White blood cells and Casts, -: not observed 

Crystals and Epithelial cells, -: not observed;士 afew 

a), values represent as number of animals 
b), values represent as mean士S.D
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers 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) B-CH 100 mg/kg 8-CH 300 mg/kg B-Cl-11000 m糾kg

Number of males 5 5 5 5 

RBC (X IO力μ L) 853 士 19 882 士 35 859 士 17 850 土 20 

Hemoglobin (g/dL) 15.6 士 0.4 15.7 土 0.3 15.7 士 0.2 15.5 士 0.6 

Hematocrit (%) 43.6 土 0.9 43.4土 I. I 43.7 土 1.3 43.7 士 2.0 

MCV (fL) 51.1士 0.5 49.3 士 2.5 50.9 士 1.4 51.3士 1.6 

MCI-I (pg) 18.2 士 0.4 17.8 士 0.8 18.3 士 0.4 18.2 土 0.5 

MCI-IC (g/dL) 35.7 士 0.5 36.1 士 0.3 35.9 士 0.6 35.5 土 0.4 

Platelet (X I 0昇 L) 111.3 土 15.0 109.3 士 13.4 104.9 士 5.3 101.7士 5.2 

PT (sec) 19.9 土 4.9 22.8 土 2.8 16.2 土 3.1 14.4士 0.7 

APTT (sec) 25.6 士 1.5 27.0 土 2.5 24.7 士 3.0 22.1 土 1.0 

WBC (X 10りμ L) 86.5 士 39.4 89.1 土 27.0 69.6 士 23.1 66.3 士 19.0

Differental leukocyte count(%) 

Neutrophil 17.9 士 7.6 17.6 士 7.2 22.7 士 7.3 17.4士 4.3 

Eosinophil 1.4士 0.3 1.6 土 0.4 1.5 土 0.7 1.5 士 0.4 

Basophil 0.0 士 0.0 0.1 士 0.1 0.0 士 0.0 0.1 土 0.1 

Monocyte 4.6 士 1.8 4.0 士 0.8 4.2 士 I. I 3.5 士 0.3 

Lymphocyte 76.0 士 9.4 76.8 士 6.6 71.7士 8.0 77.6 土 4.7 

Reticulocyte count(%) 3.72 土 0.54 3.41土 0.66 3.16 士 0.71 3.32 士 0.32

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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

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

Group Control (vehicle: water for injection) B-CH I 000 mg/kg 
Number of males 5 5 

RBC (X 104/ μ L) 793 士 37 796 士 39 

Hemoglobin (g/dL) 13.7 士 0.9 13.9 士 0.7 

Hematocrit (%) 40.5 士 2.1 41.1士 1.9 

MCV (fL) 51.1士 0.8 51.6 土 1.9 

MCH (pg) 17.2 士 0.5 17.4土 0.6 

MCHC (g/dL) 33.7 土 0.7 33.8 士 0.5 

Platelet (X 10カμ L) 110.7 士 15.8 105.2 士 8.4 

PT (sec) 16.9 士 2.2 16.7 士 2.3 

APTT (sec) 25.6 士 I.I 26.1 士 1.8 

WBC (X IOりμ L) 102.7 士 23.6 95.5 士 11.9

Differental leukocyte count(%) 

Neutrophil 20.6 士 5.1 14.0 士 4.0 

Eosinophil I.I土 0.6 I. I士 0.3 

Basophil 0.0 士 0.0 0.0 土 0.1 

Monocyte 4.1 土 I.I 3.6 士 1.5 

Lymphocyte 74.1 士 6.0 81.2 士 5.0 

Reticulocyte count(%) 4.32 士 0.63 3.37 土 0.39 * 

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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextr in, 2-hydroxypropyl ethers 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) B-CH I 00 m!!;lk!!; B-CH 300 m鮒kg B-CH I 000 mg/kg 

Number of females 5 5 5 5 

RBC (X 10カμ L) 686 士 38 680 士 57 668 土 41 656 士 60 

Hemoglobin (g/dL) 13.7 士 0.8 13.5 土 0.9 13.0 士 0.8 13.1 士 1.2 

Hematocrit (%) 40.1 土 1.6 39.8 士 2.5 38.3 士 2.4 39.1 士 3.0 

MCV (fL) 58.5 土 2.4 58.7 土 2.6 57.4士 2.4 59.8 土 1.7 

MCH (pg) 20.0 土 0.7 19.9 士 0.8 19.4士 0.4 20.1 土 0.4 

MCHC (g/dL) 34.2 士 1.0 33.9 士 0.6 33.9 士 0.8 33.6 土 0.5 

Platelet (X I 0冗 L) 111.9 士 9.6 116.3 士 5.6 122.8 士 18.5 125.9 士 7.7 

PT (sec) 12.4士 0.3 12.7 士 0.6 12.5 士 0.5 12.3 土 0.2 

APTT (sec) 20.4士 0.8 20.2 土 0.6 19.6 土 0.8 20.2 土 I.I 

WBC (X IOりμ L) 139.6 士 32.0 126.4土 22.4 119.1 士 25.8 119.4士 23.9

Differental leukocyte count(%) 

Neutrophil 35.1 土 9.5 41.6 土 13.5 37.2 士 4.4 37.6 士 8.3 

Eosinophil 0.7 土 0.3 0.8 土 0.3 0.8 士 0.6 0.7 士 0.3 

Basophil 0.0 士 0.0 0.0 土 0.0 0.0 士 0.0 0.0 士 0.0 

Monocyte 3.5 士 1.2 3.3 士 0.7 3.6 士 0.7 3.1 士 0.8 

Lymphocyte 60.7 士 9.3 54.3 土 13.7 58.4士 4.1 58.6 士 8.0 

Reticulocyte count(%) 8.21 土1.24 7.02 士1.69 7.43 士 3.46 9.11 士 3.68

Each value shows mean土S.D.
Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers 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) B-CH I 000 mBlkB 

Number of females 5 5 

RBC(XIO冗 L) 806 士 30 778 士 32 

Hemoglobin (g/dL) 15.3 士 0.6 14.4士 0.2 * 

Hematocrit (%) 41.9 士 1.2 40.2 土 0.9 * 

MCV (fL) 52.0 士 1.3 51.7士 1.6 

MCH (pg) 18.9 土 0.5 18.5 士 0.6 

MCI-IC (g/dL) 36.4士 0.5 35.9 士 0.6 

Platelet (X I 0カμ L) 109.1 土 17.2 114.6 士 7.2 

PT (sec) 11.7士 0.3 11.9 土 0.6 

APTT (sec) 20.8 土 0.8 20.3 士 I. I 

WBC(XIOりμ L) 53.9 士 14.7 53.3 士 24.1

Differental leukocyte count(%) 

Neutrophil 14.9 士 4.5 14.0 士 4.1 

Eosinophil 1.8 士 0.3 2.4士 1.2 

Basophil 0.0 土 0.0 0.0 士 0.0 

Monocyte 3.2 土 0.9 3.8 士 1.4 

Lymphocyte 80.1 土 5.3 79.7 士 6.2 

Reticulocyte count(%) 3.65 土1.18 2.86 士 0.59

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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

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

Group Control {vehicle: water for injection) B-CH 1000111糾kg
Number of females 5 5 

RBC (X I 04/ μ L) 759 士 30 774 士 47 

Hemoglobin (g/dL) 14.2 士 0.4 14.1 土 1.0 

Hematocrit (%) 41.4 士 1.7 41.3土 2.5 

MCV (tL) 54.5 士 I. I 53.4士 1.8 

MCH (pg) 18.7 士 0.3 18.3 士 0.5 

MCHC (g/dL) 34.3 士 0.6 34.2 士 0.7 

Platelet (X 10カμ L) 98.7 土 4.3 95.5 士 15.6

PT (sec) 11.3土 0.4 11.9 土 0.5 * 

APTT (sec) 21.5 士 I.I 19.8 士 2.1 

WBC(XIOりμ L) 38.9 士 11.9 34.3 士 10.5

Differental leukocyte count(%) 

Neutrophil 14.7 土 2.5 16.7 土 3.9 

Eosinophil 2.1 士 I.I 1.5 士 0.4 

Basophil 0.0 士 0.0 0.0 士 0.0 

Monocyte 3.2 士 I.I 2.8 士 1.0 

Lymphocyte 80.0 士 3.5 78.9 土 4.6 

Reticulocyte count(%) 3.14 士 0.27 3.32 士 0.58

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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Table 27-1. Biochemical findings of male rats at the end of the dosing period 

Group Control (vehicle: water for injection) B-CH I 00 mg/kg B-CH 300 mg/kg 8-CH I 000 mg/kg 

Number of males 5 5 5 5 

Total protein g/dL • 5.6 土 0.3 5.6 士 0.2 6.0 土 0.2 5.6 士 0.3

Albumin g/dL 3.6 士 0.1 3.7 土 0.1 3.7 土 0.1 3.6 土 0.2

A/G 1.86 土 0.18 1.92 土 0.24 1.69 土 0.10 1.84 士 0.27

Glucose mg/dL 143 士 19 148 士］9 136 土 12 137 士 12

Total cholesterol mg/dL 44 土 3 37 土 5 49 土 17 49 土 8

Triglyceride mg/dL 54 士 21 37 土］5 37 士 10 24 土 5* 

Phospholipid mg/dL 80 士 4 71 土 5 83 士 19 78 土 6

AST U/L 65 士 8 68 士 8 67 士 5 71 土 14

ALT U/L 31 士 5 32 土 2 37 土 6 39 士 7

y-GTP U/L 〇士 0 〇士 0 〇士 0 〇土 0

LDH U/L 122 土 89 163 士 45 242 土 111 221 土 83

Bile acid μmol/L 15.9 士 8.1 7.7 士 5.1 6.1 土 1.4 5.5 士1.3

BUN mg/dL 18 士 2 15 士 2 18 士 2 16 士 2

Creatinine mg/dL 0.5 土 0.1 0.6 士 0.1 0.5 士 0.1 0.6 士 0.1

Total bilirubin mg/dL 0.06 士 0.01 0.05 士 0.01 0.06 士 0.01 0.06 士 0.02

ALP U/L 345 土 48 336 士 59 308 士 39 343 士 53

Inorganic phosphorus mg/dL 5.7 土 0.3 6.2土 0.5 6.1 士 0.2 5.4士 0.3

Ca mg/dL 9.0 士 0.5 9.3土 0.5 9.6 士 0.2 9.0 士 0.3

Na mEq/L 143.9 士 0.6 144.3 士1.1 143.9 土 0.4 144.2 士 0.8

K mEq/L 3.82 士 0.19 3.97 士 0.37 3.97 士 0.12 3.95 土 0.22

Cl mEq/L 107.1 士1.1 106.9 土1.8 106.4士 0.9 106.9 士］．5

Each value shows mean土S.D.

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Group Control (vehicle: water for injection) B-CH 1000 mg/kg 
Number of males 5 5 

Total protein g/dL 5.7士 0.1 5.6 士 0.3

Albumin g/dL 3.7士 0.2 3.6 士 0.2

A/G 1.91 士 0.18 1.90 士 0.07

Glucose mg/dL 141 土 13 141 士 7

Total cholesterol mg/dL 44士 5 47 士 6

Triglyceride mg/dL 41 士 11 30 土 12

Phospholipid mg/dL 76 士 5 76 士 9

AST U/L 65 土 6 66 土 7

ALT U/L 27 土 4 28 士 2

y-GTP U/L 〇士 0 〇士 0

LDH U/L 206 土 75 233 士 86

Bile acid μmol/L 24.1 士 17.7 10.4土 2.4

BUN mg/dL 15 士 2 15 土 2

Creatinine mg/dL 0.5 士 0.0 0.5 土 0.0

Total bilirubin mg/dL 0.05 士 0.02 0.05 士 0.01

ALP U/L 230 士 35 232 士 43

Inorganic phosphorus mg/dL 6.5 士1.0 6.3 土 0.5

Ca mg/dL 9.4土 0.2 9.3士 0.3

Na mEq/L 143.8 士 0.9 144.2士 0.7

K mEq/L 3.86 土 0.37 3.68 士 0.24

Cl mEq/L 107.1 土 2.1 107.4土1.3

Each value shows mean土 S.D.

Significantly different from the control group (*: P<0.05, **: P<O.O I). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Table 28-1. Biochemical findings of female rats at the end of the dosing period 

Group Control (vehicle: water for injection) 8-CH I 00 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg 

Number offemales 5 5 5 5 

Total protein g/dL 6.1 土 0.1 5.9 士 0.3 5.9 土 0.4 5.9 士 0.2

Albumin g/dL 4.2 土 0.1 4.0 士 0.2 4.0 士 0.2 4.1 士 0.2

A/G 2.17 士 0.15 2.18 土 0.14 2.25 土 0.30 2.25 士 0.15

Glucose mg/dL 147 土 6 135 士 20 141 土 14 132 士］3

Total cholesterol mg/dL 61 土 4 64 士 9 57 土 4 57 土 13

Triglyceride mg/dL 62 土 25 44 士 19 48 士 10 45 土 23

Phospholipid mg/dL 130 土 15 128 士 16 113 土 6 115 士 21

AST U/L 76 士 20 79 土］5 76 士 18 76 士 13

ALT U/L 45 士 7 43 士 7 53 士］7 50 士 14

y-GTP U/L 〇士 0 〇士 0 〇土 0 〇士 0

LDH U/L 68 士 32 88 士 56 97 士 47 62 士 25

Bile acid μmol/L 17.9 士 4.2 I 1.7 士1.6 14.9 土 8.1 11.2 士 3.4

BUN mg/dL 15 土 2 16 土 3 15 士 4 14 士 2

Creatinine mg/dL 0.6 士 0.1 0.6 士 0.1 0.5 土 0.0 0.6 士 0.1

Total bilirubin mg/dL 0.10 士 0.01 0.09 士 0.03 0.08 士 0.01 0.08 士 0.01

ALP U/L 160 士 53 198 土 57 214 士 40 178 土］02

Inorganic phosphorus mg/dL 6.4士1.0 6.7 土 0.6 6.3 士 0.7 6.2 士 0.3

Ca mg/dL 9.7 士 0.3 9.7 士 0.3 9.4士 0.2 9.7 士 0.3

Na mEq/L 140.4土1.0 141.7 土 0.6 141.9 士 1.4 142.4土 2.0

K mEq/L 4.03 士 0.25 3.82 土 0.20 3.94 士 0.26 3.92 士 0.56

Cl mEq/L 104.5 士 2.1 105.8 士1.6 106.7 土］．0 107.6 士 2.5

Each value shows mean土S.D.

Significantly different from the control group(*: P<0.05, **: P<O.O I). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers 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) B-CH I 000 mg/kg 
Number offemales 

Total protein g/dL 6.0 土 0.2 6.3 士 0.5

Albumin g/dL 4.2 土 0.2 4.4士 0.4

A/G 2.26 士 0.26 2.38 士 0.22

Glucose mg/dL 120 士 16 138 士 15

Total cholesterol mg/dL 63 土 5 62士 7

Triglyceride mg/dL 14 土 2 18 士 6

Phospholipid mg/dL 117 土 8 123 土 14

AST U/L 66 士 10 143 士 96

ALT U/L 29 士 11 92 士 50 * 

y-GTP U/L 〇士 0 l士 l ＊ 

LDH U/L 64 士 21 115 士 73

Bile acid μmol/L 19.2 士 8.7 12.3 士 5.9

BUN mg/dL 18 士 2 17 士 2

Creatinine mg/dL 0.6 士 0.1 0.7 土 0.1

Total bilirubin mg/dL 0.08 士 0.02 0.09士 0.03

ALP U/L 197 土 36 187士 33

Inorganic phosphorus mg/dL 4.4士 0.4 4.2 士 0.5

Ca mg/dL 9.1 土 0.2 9.6 士 0.3* 

Na mEq/L 142.9 士1.0 142.9 土 0.7

K mEq/L 3.67 土 0.12 3.60 士 0.18

Cl mE-g_IL 107.5 士 0.9 106.7 士l.O

Each value shows mean土S.D.

Significantly different from the control group (*: P<0.05, **: P<O.O 1). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers 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) B-CH 1000 mg/kg 
Number of females 

Total protein g/dL 6.3 士 0.5 5.9士 0.2* 

Albumin g/dL 4.4士 0.3 4.1 土 0.2

A/G 2.37土 0.08 2.35 士 0.28

Glucose mg/dL 119土 10 131 土 17

Total cholesterol mg/dL 69土］5 56 土 6

Triglyceride mg/dL 21 土 16 16 士 6

Phospholipid mg/dL 128 士 28 105 士 10

AST U/L 63 士 6 73 土 19

ALT U/L 29土 10 35 士 17

y-GTP U/L 〇土 0 〇土 0

LDH U/L 88 士 39 117 士 59

Bile acid μmol/L 12.2士 2.6 7.3 士 2.8* 

BUN mg/dL 19士 2 17士 2

Creatinine mg/dL 0.7士 0.1 0.6 土 0.1

Total bilirubin mg/dL 0.08 土 0.02 0.09士 0.03

ALP U/L 120 士 15 129 士 19

Inorganic phosphorus mg/dL 4.1 土 0.4 3.4士 0.8

Ca mg/dL 9.6 士 0.5 9.0 士 0.1 * 

Na mEq/L 143.6 士1.5 144.3 土 0.7

K mEq/L 3.39士 0.22 3.12土 0.20

Cl mEq{L 108.6士1.7 109.8 土1.0

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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-

hydroxypropyl ethers by oral administration in rats 

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

Group Control (vehicle: water for mjection) B-CH IOOm辿g B-CH 300 mg/kg B-CH I 000 mg/kg 

Number of males 7 12 12 7 

Bodyweight (g) 507.7 士 24 I 4966 土 49 7 507 6 土 36 5 502.0 土 11 8 

Bram (mg) 2043 I 士 77 I 2025 I 士 96.0 2011 6 士 1095 2055 3 士 72.6 

(mg/g) 4 028 土 0146 4.110 土 0.392 3 984 士 0.376 4 095 士 0137 

Thymus (mg) 265 6 士 43 0 324 2 土 1163 279 8 士 98 0 288.0 土 59 9 

(mg/g) 0 524 土 0087 0 650 士 0237 0 549 士 0.179 0 574 士 0118 

Heart (mg) 1533 9 土 1708 1490 6 士 1686 1472.8 士 103.0 1440 3 士］29I 

(mglg) 3 025 士 0360 3 005 土 0230 2 904 土 0109 2.870 士 0.264

Liver (mg) 13950 9 士 2322I 13379 I 土 24599 14063 8 士 17793 13431 2 士 790.4

(mg/g) 27.392 士 3552 26 765 士 2735 27 670 士 2302 26 766 土 I643 

Kidney(R) (mg) 1677 0 土 131.6 1676 7 士 1527 1686 7 土 164.1 1637 6 土 1507 

(mg/g) 3 305 土 0239 3.396 士 0353 3.328 土 0284 3 264 士 0309 

Kidney (L) (mg) 1695 3 士 2286 1684 2 士 198I I 671.3土 145.7 1622 4 士 98 0 

(mglg) 3 339 士 0427 3 402 土 0349 3 299 士 0270 3 232 土 0186 

Kidneys (mg) 3372.3士 3545 3360 9 土 345.2 3358 0 士 3048 3260 0 士 2455 

(mg/g) 6.644 士 0653 6 798 士 0685 6 628 士 0.543 6 496 士 0.493

Spleen (mg) 796 7 士 1093 824 9 士 130.8 8696 土 1257 812.6 士 1140 

(mg/g) I 573 士 0.237 1.667 土 0.260 I 720 士 0269 I 620 士 0.236

Testis (R) (mg) 1649 I 士 90 7 1668 9 土 96 3 1721 I 士 1752 1718 2 士］26.6

(mg/g) 3 251 士 0.170 3 403 土 0489 3 396 士 0.326 3.425 士 0.281

Testis (L) (mg) 1662.9 士 88.4 1659 3 士 1022 1709 5 土 172.1 1712 6 士 1292 

(mg/g) 3 277 士 0.130 3 382 士 0478 3 374 士 0330 3.414 士 0287 

Testes (mg) 3312 0 士 1724 3328 2 士 1929 3430 6 士 343.9 3430 8 士 2538 

(mg/g) 6 527 士 0287 6 785 土 0962 6 770 士 0649 6 840 士 0564 

Ep1didyinis (R) (mg) 636 7 土 45.0 645 0 土 42 8 653.1 士 63.8 641 8 士 43 2 

(mg/g) I 255 士 0085 I 312 士 0160 I 293 士 0156 I 280 土 0098 

Ep1didymis (L) (mg) 641 6 士 44 6 633.9 士 48.9 638 0 士 76 2 641 5 士 45.5 

(mg/g) I 264 士 0067 I 285 士 0.127 I 262 士 0174 I 279 士 0109 

Ep曲dym1des (mg) 1278 3 士 86 9 1278 8 土 85 5 1291 I 士 1363 1283 3 土 86 0 

(mg/g} 2.519 士 0147 2 597 士 0280 2 555 士 0324 2 559 土 0203 

Each value shows mean土S.D

Significantly different from the control group(*: P<O 05, **・ P<O O I) 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-

hydroxypropyl ethers by oral administration in rats 

Table 29-1 (continued). Organ weights of male rats at the end of the dosing period 
Group Control (vehicle: water for m_1ection) B-CH 100 mg/kg B-CH 300 mg/kg 8-CH I 000 mg/kg 

Number of males 7 12 12 7 

Prostate, ventral (mg) 586 3 士 98 6 6364 士］210 603 8 士 1286 547 9 士 1273 

(mg/g) I 155 士 0188 I 286 土 0.233 1.195 土 0260 1.089 士 0241 

Semmal vesicles (mg) 1840.7 士 4057 1747 6 士 3063 1772.0 士 2398 17644 士 2018 

(mg/g) 3.617 士 0739 3 539 士 0646 3 500 士 0.459 3 511 士 0.352

Thyroid gland (mg) 17 9 士 38 19 9 士 33 16 8 士 35 19 9 士 33 

(mg/g) 0 035 土 0008 0 040 士 0008 0 033 士 0008 0 040 士 0007 

Adrenal gland (R) (mg) 27 I 士 28 26 4 士 43 27.4土 5 5 28 9 士 38 

(mg/g) 0.054 土 0006 0 054 士 0012 0 054 土 0.010 0 058 土 0.007

Adrenal gland (L) (mg) 28.5 土 35 28 3 士 60 29 2 土 58 29 8 士 4 I 

(mg/g) 0.056 士 0007 0 058 士 0017 0 058 士 0.011 0 059 士 0008 

Adrenal glands (mg) 55.6 土 5.7 54 7 士 IO I 56.6 士 11 2 58 7 土 77 

(mg/g) 0 110 土 001 I 0 112 土 0028 0 112 土 0.020 0 117 士 0.015

Each value shows mean士SD

SI即ificantlydifferent from the control group(*・ P<0.05, ** P<O O I) 

76 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-

hydroxypropyl ethers by oral administration in rats 

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

GrouE Control (vehicle: water for injection) B-CH 1000 mg/kg 

Number of males 5 5 

Body weight (g) 550.3 士 18.5 543.6 土 17.2 

Brain (mg) 2061.4 土 110.6 2104.1 士 31.2 

(mg/g) 3.748 土 0.203 3.873 土 0.110 

Thymus (mg) 355.9 土 47.5 259.4土 68.4 * 

(mg/g) 0.646 土 0.076 0.479 土 0.132 * 

Heart (mg) 1555.0 士 56.4 1468.0 士 49.6 * 

(mg/g) 2.827 士 0.109 2.704 士 0.161 

Liver (mg) 14882.7 土 1734.9 14532.5 土 763.7 

(mg/g) 27.044 士 2.991 26.731 士 1.024 

Kidney (R) (mg) 1631.2 士 80.4 1640.5 士 97.8 

(mg/g) 2.966 士 0.160 3.023 士 0.246 

Kidney (L) (mg) 1621.8 士 37.9 1667.3 士 118.1 

(mg/g) 2.950 土 0.119 3.072 土 0.276 

Kidneys (mg) 3253.0 土 116.0 3307.8 土 206.5 

(mg/g) 5.916 士 0.268 6.095 士 0.508 

Spleen (mg) 931.4 士 65.5 923.8 士 77.8 

(mg/g) 1.692 士 0.106 1.702 土 0.174 

Testis (R) (mg) 1661.0 士 79.9 1700.2 士 111.7 

(mg/g) 3.024 士 0.237 3.125 土 0.123 

Testis (L) (mg) 1679.2 土 73.7 1679.9 土 119.6 

{mg/g) 3.057 土 0.227 3.088 士 0.149 

Testes (mg) 3340.2 士 152.2 3380.1 土 229.7 

(mg/g) 6.082 士 0.462 6.213 土 0.268 

Epididymis (R) (mg) 689.4士 89.8 677.4 士 60.9 

(mg/g) 1.253 土 0.164 1.246 士 0.106 

Epididymis (L) (mg) 671.8 士 96.l 669.8 士 55.8 

(mg/g) 1.221 士 0.174 1.232 士 0.098 

Epididymides (mg) 1361.2 士 185.2 1347.2 士 115.6 

(mg/g) 2.475 土 0.336 2.478 土 0.200 

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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-

hydroxypropyl ethers 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) B-CH 1000 mg/kg 

Number of males 5 5 

Prostate, ventral (mg) 613.7 士 163.3 728.1 土 133.4 

(mg/g) 1.12] 士 0.312 1.340 士 0.249 

Seminal vesicles (mg) 1615. l 士 77.6 1899.3 士 375.8 

(mg/g) 2.940 士 0.225 3.484 士 0.620 

Thyroid gland (mg) 20.9 士 3.9 19.5 士 2.7 

(mg/g) 0.038 土 0.008 0.036 士 0.004 

Adrenal gland (R) (mg) 26.0 士 2.4 27.4士 6.7 

(mg/g) 0.047 士 0.005 0.051 土 0.012 

Adrenal gland (L) (mg) 27.2 土 3.8 29.4士 6.9 

(mg/g) 0.049 士 0.007 0.054 土 0.013 

Adrenal glands (mg) 53.2 土 6.0 56.8 士 13.4 

(mg/g) 0.097 土 0.011 0.104 士 0.024 
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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-

hydroxypropyl ethers by oral administration in rats 

Table 30-1. Organ weights of female rats at the end of the dosing period 

Group Control (vehicle: waterform.1ection) B-CH JOO mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg 

Number offemales 12 12 11 12 

Bodyweight (g) 308.5士 158 313.8 土 190 303 6 土］6.6 308.6 士 17.0

Brain (mg) 1872 6 士 48.8 1887 I 土 693 1882.6 土 55.2 1886.3士 44.1

(mg/g) 6 083 土 0337 6 030 土 0370 6 220 士 0427 6 128 士 0.341

Thymus (mg) 202 0 士 677 231 4 土 643 2096 士 85.9 1991 士 475 

(mg/g) 0 655 士 0221 0740 土 0.216 0.682 士 0252 0.644 士 0.142

Heart (mg) 986 7 士 634 1024 7 土 897 9854 土 472 10054 士 740

(mg/g} 3 202 士 0204 3 268 士 0.248 3.251 士 0170 3.258 土 0146 

Liver (mg) 10088.1 士 816.0 10367 l 士 512.0 10032 5 土 5177 10173 7 士 6062 

(mg/g) 32.698 士 2.045 33 126 土 2293 33 151 士 2732 32 993 土 I552 

Kidney(R) (mg) 977] 土 83,6 1039.5 士 653 999.8 土 74.4 1037 9 士 897 

(mg/g) 3.172 士 0.285 3 322 土 0267 3 296 士 0218 3 364 土 0.239

Kidney(L) (mg) 977 3 士 88.9 1020.9 士 827 970.9 土 682 1001.5 士 82.7

(mg/g) 3 175 士 0333 3 260 士 0278 3 201 土 0201 3 248 士 0246 

Kidneys (mg) 19544 士 1648 20604 士 1458 1970 8 土］377 2039.3 士 166.8

(rng/g) 6 348 土 0596 6 581 士 0535 6498 土 0401 6 613 士 0464

Spleen (mg) 646.7 土 765 710 7 士 815 725 9 士 121.0 787 4 土 312.1

(mg/g) 2.097 土 0.233 2 274 士 0305 2.393 士 0386 2 568 土1.094

Ovary (R) (mg) 48.8 士 69 52 0 土 97 478 士 7.3 49 7 士 9.4 

(mg/g) 0.158 土 0021 0 165 士 0025 0 158 士 0027 0 161 土 0027 

Ovary (L) (mg) 509 士 87 52 I 士 67 51 5 土 72 47.8 士 4.7 

(mg/g) 0.164 士 0.024 0 167 土 0029 0 170 土 0025 0 155 士 0.015

Ovaries (mg) 99 6 士 12.0 !04.1 士 8.4 99 3 土 86 97 5 士 120

(mg/g} 0 323 士 0032 0 332 土 0030 0.329 土 0037 0 316 士 0.034

Uterus (mg) 535 8 士 58.0 592.8 士 66.0 555 5 土 595 614.8 士］00.3

(mg/g) l 735 士 0147 I 895 土 0240 1.833 士 0213 1990 士 0.288

TI1yroid gland (mg) 14.1 士 3 I 14 7 土 32 14.3 士 39 9 .3 14 9 士 2 I 

(mg/g) 0 046 士 0010 0047 土 0012 0047 士 00IO 0.048 土 0007

Adrenal gland (R) (mg) 38.4土 46 38.8 士 47 37 9 土 4.7 41 8 士 72 

(mg/g) 0.125 土 0016 0 124 士 0017 0 125 土 0015 0.136 士 0022 

Adrenal gland (L) (mg) 40.4 士 44 414 土 56 40.5士 46 46 I 土 78 

(mg/g) 0.131 士 0016 0 133 土 0.021 0 134 士 0.016 0 149 土 0023 

Adrenal glands (mg) 78 8 士 85 80 2 士 IOI 78 5 土 9 I 87.9 土］4.9

(mg/g) 0.256 士 0.030 0 257 土 0.037 0 259 士 0030 0 285 土 0045 

Each value shows mean土S.D

Sigmficantly different from the control group(*・ P<0.05, ** P<O 01) 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-

hydroxypropyl ethers 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) 8-CH I 000 mg/kg 

Number offemales 5 5 

Bodyweight (g) 277.7 士 13.0 294.6 士 20.6 

Brain (mg) 1846.0 土 65.6 1932 2 士 68.9 

(mg/g) 6.656 士 0.326 6.587 士 0.564 

Thymus (mg) 279.2 土 25.7 259.7 士 46.1 

(mg/g) 1.006 士 0.092 0 879 士 0.114 

Heart (mg) 916.1 土 14.6 947.8 士 94.0 

(mg/g) 3.304 士 0.159 3.216 士 0.207 

Liver (mg) 7216.J士 455.6 8210.2 土 638.3 * 

(mg/g) 25.970 士 0.486 27.858 士 0.411 ** 

Kidney (R) (mg) 918.0 士 45.4 995.6 士 60.4 

{mg/g) 3.31 I 士 0.224 3.384 士 0.138 

Kidney (L) (mg) 901.1士 21 3 966.1 土 51.9 * 

(mg/g) 3.25] 土 0 169 3.289 士 0.234 

Kidneys (mg) 1819.2士 66.4 1961.8 士 106 2 * 

{mg/g) 6.562 土 0 386 6.672 士 0.363 

Spleen (mg) 565.1 士 62 7 617.8 士 78 9 

(mg/g) 2 037 士 0.219 2.100 土 0.255 

Ovary (R) (m-g) 39.3士 4.3 49.8 士 I 1.2 

(mg/g) 0.142 士 0 019 0.168 士 0 036 

Ovary (L) (mg) 44.5士 5.0 46.1 士 9.0 

(mg/g) 0 161 士 0 019 0.156 土 0.030 

Ovaries (mg) 83.8 士 8.9 95.8 士 19.8 

(mg/g) 0.303 士 0.038 0 325 士 0.064 

Uterus (mg) 503 5 士 168.0 481.5 士 50.9 

(mg/g) 1.806 士 0.562 1.639 士 0.189 

Thyroid gland (mg) 14.7 士 1.5 14.6 士 I 8 

(mg/g) 0.053 土 0.004 0.050 土 0.007 

Adrenal gland (R) (mg) 36 9 士 I 8 33 8 士 4.4 

(mg/g) 0.133 土 0.008 0.114 士 0.009 ** 

Adrenal gland (L) (mg) 37.1 士 I 5 34 7 士 3.5 

(mg/g) 0.134 士 0.006 0.118 土 0.008 ** 

Adrenal glands (mg) 74.0 士 2.5 68.5 土 7.7 

(mg/g) 0.267 士 0.013 0.232 士 0.016 ** 

Each value shows mean士S.D.

Significantly different from the control group(* P<O 05, **・ P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextr in, 2-

hydroxypropyl ethers 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 mjection) 8-CH I 000 mg/kg 

Number of females 5 5 

Bodyweight (g) 301.1士 17.2 290 2 土 26.7 

Brain (mg) 1886.3士 33.4 1917.7 士 64.3 

(mg/g) 6.279 士 0.298 6.645 土 0.550 

Thymus (mg) 303.8 士 56.7 281.1 士 65.3 

(mg/g) I 016 士 0.222 0.973 士 0.236 

Heart (mg) 935.9 士 22.4 853.0 士 48 7 ** 

(mg/g) 3 118 士 0.205 2.957 士 0.296 

Liver (mg) 7475.5 士 462.4 6917.7 士 463.4 

(mg/g) 24.845 士 1.187 23.919 士 1.676 

Kidney(R) (mg) 919.6 士 28.6 855.0 士 49.4 * 

(mg/g) 3.064 士 0.218 2.956 士 0.183 

Kidney (L) (mg) 903.6 士 90 6 841.1 土 54 7 

(mg/g) 3.003 士 0.269 2.911 士 0 248 

Kidneys (mg) 1823.2士 109 2 1696.1 士 102.1 

(mg/g) 6.066 土 0 407 5.868 士 0.430 

Spleen (mg) 581.5 土 56 7 546.4 士 46.9 

(mg/g) 1.930 土 0.113 1.889 士 0 157 

Ovary (R) (mg) 43.8 士 7.3 40.3士 3.7 

(mg/g) 0.146 土 0.031 0.140 士 0.014 

Ovary (L) (mg) 42.4士 47 40.1 士 2.9 

(mg/g) 0 141 士 0.011 0.139 士 0.012 

Ovaries (mg) 86.2士 74 80.4 士 5 I 

(mg/g) 0.287 士 0.031 0.278 士 0.022 

Uterus (mg) 680.0 士 207 5 887.1 士 206 4 

(mg/g) 2.276 士 0.734 3.039 士 0 579 

Thyroid gland (mg) 12.4 士 1.7 14.2 士 34 

(mg/g) 0.041 土 0.007 0.048 士 0 008 

Adrenal gland (R) (mg) 30 3 土 3.6 28 9 士 3.4 

(mg/g) 0.101 士 0.015 0.100 士 0.013 

Adrenal gland (L) (mg) 32 2 士 2.6 30.9 士 4.9 

(mg/g) 0.107 士 0.013 O.l07 士 0 018 

Adrenal glands (mg) 62.6 士 5.9 59.7 士 80 

(mg/g) 0.209 士 0.027 0.207 土 0.030 
Each value shows mean士SD.

Significantly different from the control group (*: P<0.05, ** P<O O I). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Table 31-1. Macroscopic findings of male rats at the end of the dosing period 

Group Control (vehicle: water for injection) B-CH I 00 mg/kg B-CH 300 mg/kg B-CH I 000 mg/kg 
Findings Grade p p p p 

Epididymis 

Nodule, yellowish white, caudal, unilateral 7 

゜
II 12 

゜
7 

゜
Liver 

Dark colored spot, scattered 7 

゜
11 12 

゜
7 

゜
Skin 

Soiled fur, eyehd/perinasal area 7 

゜
II 12 

゜
7 

゜
Thymus 

Small 7 

゜
II 12 

゜
7 

゜-• No abnormal changes P : Non-graded change 

Numerals represent the number of annnals. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Findings 
All organs and tissues 

Group 
Grade 

Control~ion) 
p 

B-CH IO~/kg 
p 

5
 ゜

5
 ゜-: No abnormal changes P : Non-graded change 

Numerals represent the number of animals. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Table 32-1. Macroscopic findings offemale rats at the end of the dosing period 

Group Control (vehicle: water for injection) B-CH I 00 mg/kg B-CH 300 mg/kg 8-CH 1000 mg/kg 
Findings Grade p p p p 

Glandular stomach 

Recessed area, mucosa, dark 10 2 II II 

゜
10 2 

Reddish area, mucosa 12 

゜
12 

゜
II 

゜
11 

Spleen 

Adhesion with adipose tissue 12 

゜
12 

゜
II 

゜
II 

Atrophy, partially 12 

゜
12 

゜
II 

゜
II 

-. No abnormal changes P : Non-graded change 

Numerals represent the number of animals. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Table 32-2. Macroscopic findings of female rats at the end of the dosing period, satellite group 

Findings 
All organs and tissues 

Group 

Grade 
Control (vehicle: w~~ction) 

p 
B-CH looomg/kg 

p 

5
 ゜

5
 ゜-: No abnormal changes P : Non-graded change 

Numerals represent the number of animals. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Table 32-3. Macroscopic findings of female rats at the end of the recovery period 

Findings 
All organs and tissues 

Group 
Grade 

Control (vehicle: water for injection) ___ _ J _ ---

p 
B-CH I 000 mg/kg 

p 

5
 ゜

5
 ゜-: No abnormal changes P : Non-graded change 

Numerals represent the number of animals. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Filldlllgs 

Brain 

Spinal cord 

Pituitni,・ gland 

Submnndibulnr gland 

Sublingunl gland 

Lymph node. submnndibulnr 

Th)『oidgland 
Ullimobrnnchinl bod) 

Parathyroid gland 

111¥'mus 

Atroph) 

Henri 

Degeneration/fibrosis. myocardial. focal 

Trachca 

Lung 
Accumulation. foam cell. al¥'colus 

Bronchus 

Li¥'cr 

Dcgcnc『ntion.¥'acuolnr. hcpnlocylc. ccntrilobulnr 4 

Fatly change, hcpatocytc. pcriportal I 

Hypertrophy. hcpalocylc. ccntrilobular 4 

Microgrnnuloma 0 

Necrosis. focal. scaucrcd 5 

Pancreas 5 

Stomach 5 

Duodenum 5 

Jejunum 5 

Ileum 5 

Cecum 5 

Colon 5 

Rectum 5 

L¥'nrnh node. m邸 cnlcric 5 

-: No abnormal changes士． Vei,・slight + : Slight 2+: Moderate 3+: Marked 

P: Non-graded change NE: Not examined 

Numerals rcprcsenl Lhc number of animals 
Nol significant!¥'different from control 

Group 

Grndc 

Corn oil (,・chicle: waler for injection) 
土＋ 2+ 3+ P NE 

5 2 

5 2 

5 2 

5 2 

5 2 

5 2 

B•CH IO()nl叫 g

士＋ 2+ 3+ P NE 

12 

12 

12 

12 

12 

12 

0 0 0 I 0 

。。。
0

0

 

0 0 0 0 0 

0 

II 

2

2

 

2

2

 

B-CH300m．叫g

•土＋2+ 3+ P NE 

0 12 

ll 12 

0 12 

0 12 

0 12 

0 12 

2

2

 

l

l

 

（
 

0 0 D O 0 

0 0 0 0 0 

゜
。。

（
 

ヽ
ー（
 

0

0

 

2

2

 

9
』

12 

12 

12 

12 

B・CH IOO() Ill述g

・士＋ 2+3+ P NE 

5 2 

5 2 

5 2 

5 2 

5 2 

5 2 

5 U O O 0 

5 0 0 0 0 

5 

2 J O O 0 

5 

9
』

r

.

I。

1

4

1

5

0

 

11 

II 

II 

II 

II 

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
4
0
・
5
0
 

・‘̀
_-r↑
0
.
9

こ

9

・

3

・

9

-

9

・

5

-

9

・

9

-

9

-

9

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

 

o
o
o
o
l
 

o
l
o
_
o
 

1

0
ー

0

0

0

0

0

0

0

0

0

0

0
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Table 33 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining] 

Group Com oil (vehicle・ water for injection) B-CH 100mg/kg B-CH 300 mg/kg B-CH I 000 mg/kg 

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

Spleen 

Deposit, pi掛nent,brown 

゜゚
5 

゜゚
2 0 0 0 0 0 12 0 0 0 0 0 12 0 I 2 2 0 2 

Hematopo,esis, extramedullaty 

゜
I I 3 

゜
2 0 0 0 0 0 12 0 0 0 0 0 12 0 I 3 I 0 2 

Kidney 

Basophilic tubule, c011ex I 4 

゜゚゜
2 0 0 0 0 0 12 0 0 0 0 0 12 2 3 0 0 0 2 

Mineralization, cortico-medullaiy Jtmct1on/ medulla 4 I 

゜゚゜
2 0 0 0 0 0 12 0 0 0 0 0 12 4 I O O 0 2 

Urinary bladder 5 2 

゜
12 

゜
12 5 2 

Adrenal gland 

Hype11rophy, zona glomenrlosa 5 

゜゚ ゜゚
2 0 0 0 0 0 12 0 0 0 0 0 12 4 0 0 0 2 

Vacuolat1on, zona fasc1culata 5 

゜゚ ゜゚
2 0 0 0 0 0 12 0 0 0 0 0 12 4 0 0 0 2 

Testis 

Atrophy, seminiferous tubule, unilateral 4 1 

゜゚゜
2 0 0 0 0 0 12 0 0 0 0 0 12 5 0 0 0 0 2 

Epididym1s 

Granuloma, spe1111at1c, caudal, unilateral 5 

゜
2 

゜
I II 

゜
0 12 5 0 2 

Prostate 

Cellular infiltration, lymphocyte, interstitial 3 2 

゜゚゜
2 0 0 0 0 0 12 0 0 0 0 0 12 3 1 l O 0 2 

Seminal vesicle 5 2 

゜
12 

゜
12 5 2 

Coagulating gland 5 2 

゜
12 

゜
12 5 2 

Eyeball 5 2 

゜
12 

゜
12 5 2 

Hardenan gland 

Cellular 111filtrat1on, lymphocyte, interstitial 4 I 

゜゚゜
2 0 0 0 0 0 12 0 0 0 0 0 12 5 0 0 0 0 2 

Sciatic nerve 2 

゜
12 

゜
12 5 2 

Skeletal muscle 2 

゜
12 

゜
12 5 2 

Femur 2 

゜
12 

゜
12 2 

Manow, femur 2 

゜
12 

゜
12 2 

-. No abnonnal changes 土•Very slight +. Slight 2+・ Moderate 3+・ Marked 

P • Non-graded change NE. Not examined 

Numerals represent the number of annuals 

Not significantly different from control 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Table 34-1. Histopathological findings of female rats at the end of the dosing period [H.E. staining] 

Findings 

Brain 

Spinal cord 

Pituitary gland 

Submandibular gland 

Sublingual gland 

Lymph node, submandibular 

Thyroid gland 

Ectopic thymic tissue 

Parathyroid gland 

Thymus 

Hemorrhage 

Group 

Grade 

Control (vehicle: water for injection) 
士＋ 2+ 3+ P NE 

5 7 

。

B-CH JOO mg/kg 

士＋ 2+ 3+ P NE 

12 

12 

12 

12 

12 

12 

0

0

0

0

0

0

 

B-CH 300 m飢kg
士＋ 2+ 3+ P NE 

11 

11 

11 

11 

11 

11 

8-CH I 000 mg/kg 
士＋ 2+ 3+ P NE 

7 

゜
0 12 

12 

0

0

 

0 11 

II 

4

5

 

゜゜Heart 

Trachea 

Lung 
Accumulation, foam cell, alveolus 

Bronchus 

Liver 

Fatty change, hepatocyte, periportal 

Microgranuloma 

Pancreas 

Stomach 

Cellular infiltration, inflammatory, submucosa, glandular stomach 

Edema, submucosa, glandular stomach 

Erosion, glandular stomach 

Hemorrhage, mucosa, glandular stomach 

Duodenum 

Jejunum 

-: 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

 

12 

12 

12 

0

0

0

 

゜
II 

II 

II 

4

5

 ゜゜

゜
0

0

 
。゚ ゜゚

12 

12 ゜゚゜゚
11 

11 ゜
1

4

 

4

1

 

0

0

 

0

0

 

0

0

 

0

0

0

 

0

0

 

0

0

 

0

0

 

12 

12 

12 

0

0

 

0

0

 

0

0

 

II 

II 

II 

0

0

 

0

0

 

0

0

 

0

0

0

 
0
 

0

0

0

0

 

0

0

0

0

 

6

6

6

6

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

II 

II 

II 

II 

12 

12 

0

0

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

II 

II 

II 

II 

II 

II 

0

0

1

0

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Table 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining] 

Findings 

Ileum 

Cecum 

Colon 

Rectum 

Lymph node, rnesentenc 

Spleen 

Deposit, pigment, brown 

Fibrosis, capsule 

Hematopoiesis, extramedullary 

Kidney 
Basophilic tubule, co11ex 

Cast, hyalin 

Cellular infiltration, lymphocyte, interstitial 

Mineralization, cortico-medullary junction 

Urina1y bladder 

Adrenal gland 

Hypertrophy, zona fasciculata 

Ovary 

Uterus 

Group 

Grade 

Control (vehicle: water for injection) 
土＋ 2+ 3+  P NE 

5 7 

゜

B-CH I 00 mg/kg 
士＋ 2+ 3+ P NE 

12 

12 

12 

12 

12 

0゚

0

 

B-CH 300 mg/kg 
士＋ 2+ 3+ P NE 

II 

II 

II 

II 

II 

B-CH IOOO mg/kg 

士＋ 2+ 3+ P NE 

7 

0

5

0

 

0

0

0

 

5

0

0

 

0

0

0

 

0

0

0

 

0

0

0

 

0

0

0

 

0

0

0

 

0

0

0

 

12 

12 

12 

0

0

0

 

0

0

0

 

0

0

 

0
 

0

0

0

 

0

0

0

 

II 

II 

II 

0

4

0

 

0

0

0

 

5

1

0

 

0

0

5

 

0

0

0

 

I
I
?
,
o
 

4

4

3

5

5

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

12 

12 

12 

12 

12 

0

0

0

0

 

0

0

0

 

0
 

0

0

0

 

0
 

0

0

0

0

 

11 

11 

11 

11 

11 

4

5

3

4

5

 

1

0

2

1

 

0

0

0

 

0
 

0

0

0

 

0
 

0

0

0

0

 

゜ ゜゚ ゜ ゜
vagIna 

Eyeball 

Harderian gland 

Cellular infiltration. lymphocyte, interstitial 

Sc1at1c nerve 

Skeletal muscle 

Femur 

Marrow, femur 

-: No abnormal changes 土•Very slight + : Slight 2+: Moderate 3+: Marked 

P : Non-graded change NE: Not examined 

Numerals represent the number of animals 

Not significantly different from control 

12 

12 

12 

12 

12 

0

0

0

0

0

 

II 

II 

II 

II 

II 

0

0

0

0

0

 

。゚ ゜゚
12 

12 

12 

12 

12 

゜゜゚゜
II 

II 

II 

II 

II 

゜゜
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-

hydroxypropyl ethers 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] 

Findings 

Brain 

Spinal cord 

Pituitary gland 

Submandibular gland 

Group 
Grade 

Corn oil (veicle: water for injection) 
士＋ 2+ 3+ P NE 

5 

5 

5 

5 

5 

—-5 

B-CH 1000 mg/kg 

士＋ 2+ 3+ P NE 

5
 

Sublingual gland 

Lymph node, submandibular 

Thyroid gland 
Ultimobranchial body 

Parathyroid gland 

Thymus 

Heart 

Trachea 

Lung 

Accumulation, foam cell, alveolus 

Bronchus 

Liver 

Anisonucleosis, hepatocyte 

Fatty change, hepatocyte, periportal 

Hypertrophy, hepatocyte, centrilobular 

Microgranuloma 

5

5

 

4

5

5

5

5

 

5

5

 ゜

5
 

4

5

 ゜゚゜
4
 ゜゚゜

0

3

0

3

 

5

2

5

2

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

4

3

4

0

 

1

2

1

5

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 
Pancreas 5 

-: No abnonnal 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 

5
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-

hydroxypropyl ethers 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] 

Findmgs 

Stomach 

Duodenum 

JeJunum 

Ileum 

Cecum 

Colon 

Rectum 

Group 

Grade 

Com oil (veicle: water for injection) 

士＋ 2+ 3+ P NE 
-
l
5
 

_
-
5
 

B-CH 1000 mg/kg 

土＋ 2+ 3+ P NE 

5

5

5

 
5

5

 

Lymph node, mesentenc 

Spleen 
Deposit, pigment, brown 

Hematopoiesis, extramedullary 

Kidney 
Basophilic tubule, cortex 

Cellular infiltration, lymphocyte, interstitial 

Cyst, medulla 

Mineralization, cortico-medullary junction 

Urinary bladder 

Adrenal gland 

Ovary 
lncrease, atretic follicle 

Uterus 

Vagma 

Eyeball 

Harderian gland 

Sciatic nerve 

Skeletal muscle 

Femur 

5
 

5
 

0

0

 

0

3

 

4

2

 

1

0

 

0

0

 

0

0

 

1

4

 

2

1

 

r
l
o
 

0

0

 

4

3

4

4

 

1

2

 

0

0

 

0

0

 

0

0

 

2

4

5

5

5

5

 

9

3

1

 

0

0

 

0

0

 

0

0

 

゜゜゚゜ ゜゚゜゚

4
 ゜゚゜

5

5

5

5

5

5

5

5

5

 

゜゚゜゚
5

5

5

5

5

 

Marrow, femur 5 

-: No abnormal changes土： 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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Table 35. Results of observations about estrous cycle 

Group Control (vehicle: water for injection) B-CH 100 mg/kg B-CH 300 mg/kg B-CH 1000 m製kg

Number of animals examined 12 12 

Pre-treatment period 

Number of animals showing type of cycle 

4-day cycle 

5-day cycle 

11 10 

つ―

Mean length of estrous cycle in days; Mean土S.D.(N)

Treatment period 

Number of animals showing each type of cycle 

4-day cycle 

4/5-day cycle 

5-day cycle 

Mean length of estrous cycle in days; Mean土S.D.(N)

Frequency of animals that show 

abnormal estrous cycles after the treatment 

Mean times of vaginal estrus during mating period; Mean士S.D.(N)

4.1 士 0.3 (12) 

12 

゜
゜4.0 土 0.0 (12) 

0 I 12 

I.I土 0.3 (12) 

4.2 士 0.4 (12) 

IO 

4.1 土 0.3 (12) 

0 I 12 

1.0 士 0.0 (12) 

12 

10 

2 

4.2 士 0.4 (12) 

）
 

2
 

‘、‘、2
 

oi
 

2

0

土

゜
4
 

0 I 12 

1.0 土 0.0 (11) 

12 

II 

4.1 士 0.3 (12) 

゜
4.l 士 0.3 (12) 

0 I 12 

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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Table 36. Results of observations about reproductive performance 

GrouE Control (vehicle: water for injection) B-CH JOO mg/kg 8-CH 300 m~/k~ B-CH I 000 mg/kg 

Number of mated pairs [A] 12 12 12 12 

Number of copulated pairs [B] 12 12 11 12 

Copulation index [(B/A)x 100,%] 100.0 100.0 91.7 100.0 

Number of fertile males [C] 12 12 11 12 

Fertility index [(C/B)xJOO,%] 100.0 100.0 100.0 100.0 

Pairing days until copulation 

;Mean土S.D.(N) 2.9 士1.6 (12) 1.6 士 0.9 (12) 2.6 士1.1 (]]) 2.4 土1.3 (12) 

Significantly different from the control group(*: p<0.05, **: p<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-

hydroxypropyl ethers by oral administration in rats 

Table 37. Observation ofoffspring (F1) 

Group Control (vehicle water for mJechon) B-CH 100 mg/kg 

Number of dams 12 12 

Gestation length (days) 

Mean土 SDper dam 22 0土 00 21 9士 03

Number of corpora lutea 
Total 186 189 

Mean土 SDper dam 15 5士 20 15 8士 I7 

Number of 1mplantat1on scars 

Total 185 188 

Mean士SDper dam 15 4士 2I I 5 7士 I8 

Implantation mdex (%) oJ 994土 20 99 4士 20

Delivery index (darns,%) bl 1000 JOO 0 

Number of offspring at birth 

Total 177 184 

Mean士SDper dam 14 8士 19 15 3士 I8 

Number ofhve offspring at birth 

Male 98 87 

Female 77 95 

Total 175 182 

Mean士SDpe「dam 146土 16 15 2土 I6 

Sex ratio cJ 

Mean士SDper dam 0 56士 017 0 48土 011 

Number of dead offspring 

Total 2 2 

Mean土 SDper dam 02士 06 02士 04

Delivery mdex (offspring) d) 

Mean%士SD.per dam 95 9 土 56 97 8士 32 

Birth mdex c) 

Mean％土 SDper dam 95 I土 64 969士 33 

Lwe blrth mdex1) 

Mean％土 SDper dam 99 I士 30 99 0土 22

Number of offspring on day 4 

Male 97 87 

Female 77 95 

Sex ratio c) 

Mean土S.D.per dam 0.56士 0.17 0.48士 0.11

Viability index" 

Mean%士S.D.per darn 99.5士1.8 100.0土 0.0

Number of external abnormalities"'0  0 

Mean%土 S.D.per darn 0.0士 0.0 0.0土 0.0

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

a): (Number of implantation scars/Number of corpora lutea)x 100 
b): (Number of dams with live offspring/number of pregnant dams)x 100 

c): Number of male offspring/(number of male offspring+ number offemale offspring) 
d): (Number of offspring at birth/Number of implantation scars)x 100 
e): (Number of live offspring at birth/number of implantation scars)x 100 
t): (Number of live offspring at birth/number of offspring at birth)x 100 

g)・ (Numberof live offspring 4 days after birth/number of live offspring at birth)x 100 

h): Number of extemal abnormalities in live offspring at birth 

95 

B-CH 300 mg/kg B-CH I 000 mg/kg 

II 12 

22 0士 00 21 9士 03

175 190 

15 9 土 I5 15 8士 16

174 188 

I 5 8 土］4 15 7士 I6 

99 5 土 I7 99 0土 23

100 0 1000 

165 174 

15 0士 I5 14 5土 23

81 93 

83 76 

164 169 

149士 I6 141士 24

0 49士 008 0 55士 015 

0 I士 03 04士 07

94 9士 6I 92 2土 92

94 3土 58 89 5士 98

994士 2I 97 I土 46

81 93 

82 76 

0 50士 008 0 55土 015 

99 4土 I9 1000土 00

゜ ゜00土 00 00土 00



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Table 38. Body weights ofoffspring (F1) before weaning 

Group Control (vehicle: water for injection) B-CH I 00 mg/kg 8-CH 300 mg/kg B-CH I 000 mg/kg 
Number of dams 12 12 II 12 

Male 

Days after birth 

゜
6.7 士 0.4 6.6 士 0.3 6.5 土 0.4 6.9 土 0.5

4 10.6 士1.0 10.6 土］．0 10.0 土I.I 11.0 土1.5

Number of dams II 12 II 12 

Female 

Days after birth 

゜
6.4土 0.3 6.2 士 0.3 6.2 士 0.4 6.6 土 0.5

4 IO.I 士1.0 9.9 士 0.9 9.7 土1.2 10.5 士1.3

Each value shows mean士S.D.per dam. (g). 
Significantly different from the control group(*: P<0.05, **: P<0.01). 

96 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Table 39. General conditions in offspring (F1) before weaning 

Group Number of offspring Days after birth 

and general conditions 

゜
I 2 3 4 

Control (vehicle: water for injection) Number of offspring 175 175 174 174 174 

General appearance, No abnonnality 175 174 174 174 174 

General appearance, Death 

B-CH 100 mg/kg Number of offspring 182 182 182 182 182 

General appearance, No ab1101111ality 182 182 182 182 182 

B-CH 300 mg/kg Number of offspring 164 164 164 164 163 

General appearance, No abnormality 164 164 164 163 163 

General aeeearance, Death I 

8-CH I 000 mg/kg Number of offspring 169 169 169 169 169 

General apeearance, No abnom1alit~ 169 169 169 169 169 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Table 40. Morphological observations of offspring (F1) 

Dose Control (vehicle: water for injection) 8-CH I 00 mg/kg B-CH 300 mg/kg B-CH 1000 mg/kg 

Dead offspring 

Number of dead offspring a) 

Number of missing offspring 

Number of dead offspring examined bJ 

Number of dead offspring with external changes 

Number of dead offspring with visceral changes 

3

0

)

0

0

 

3
 

、.,̀̀3
 

2

0

)

0

0

 ゚

ヽ`ヽ
‘2

 

2

0

)

0

0

 

、.,̀‘2
 

5

0

)

0

0

 

2
 

（
 

5
 

Live offspring 

Number oflive offspring examined (postnatal day 0) 

Number of live offsping with external changes 

5

0

 

7
 

182 

゜
164 

゜
169 

゜
Number oflive offspring examined (postnatal day 4) 

Number of live offspring with external changes 

Number oflive offspring with visceral changes 

4

0

0

 

7
 

2

0

0

 

8
 

3

0

0

 

6
 

9

0

0

 

6
 

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

a) including missing offspnng 

b) Parenthesis indicates the number of offspring not examined bacause of their autolysis. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 1-1-1. General conditions of male rats 

Coutro1 (vchicle：ヽvatcrfor 111ICCIIOn) 

Male No. Dnvs of administration 
I 2 3 4 5 6 7 8 9 10 II 12 13 14 15 16 17 18 19 21l 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 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 
MOllllll 

MOlll02 

M()1()()3 

M()1()()4 

Mllltltl5 
M()l()()6 

M()1()()7 

M(ll()I)8 

M()l(IIl9 

M(ll()1() 

MlllOII 

MOIOl2 

Numbcrofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

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

Pre: Before administration. Post: nfier administration 
-: General appcnranee. No abnonnnlity 

Appendix 1-1-1 (continued). General conditions of male rats 

Control (Ychiclc: water for injection) 
Male No Davs of administration 

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

Pre Post Pre Post P,c Post Pre Post Pre Post Pre Post Pre Post Pre Post P,c Post Pre Post Pre Post Pre Post P,•e Post Pre Post P,c Post Pre Post Pre Post P『C

MOIOOI 

MOI002 

MOI003 

MOI004 • 
M(91(9(95 

MOI006 

MOI007 

MOI008 

M(99()(I9 

MOIOIO 

MOIOII 

MOIOl2 

Numbc,ofmalcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

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

Pre: Before administration. Post: nficr administration 
-: Gc11crnlap匹arnncc.No abnornmlit, 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 1-1-2. General conditions of male rats 

B•CH IIIIImg 
Male No. Dnvs of adminis(『a(9091

I 2 3 4 5 6 7 8 9 10 ! I 12 13 14 15 I(,17  (8 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 P,c Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post P,c Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 
M(12(113 

M(12(114 

M02015 

M0201(' 

M02017 

M02018 

M02019 

M02020 

M02021 

M02022 

M02023 

M02024 

Numbc,ofmnlcs (2 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 

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

Pre: Before administration. Post: afier administration 

-: General appearance. No abnonnalit¥ 

Appendix 1-1-2 (continued). General conditions of male rats 

B-CH I()()999 

Male No Davs or adminiSlralion 
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 

Pre PoSI Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre PoSI Pre Post Pre Post Pre Post Pre PoSI Pre Post Pre Post Pre Post Pre Post Pre Post Pre 

M02013 

M02014 

M02015 

M020l6 

M02017 

M02018 

M02019 

M02020 

M02021 

M02022 

M02023 - - - - - - - - - - - - - - - - - - - - a.b a.b a.b.e a.b.c a.b.c a.b.e a.b.e a.b.e a.b.e.d a.b.c a.b.e.d a.b.c a.b.c.d a.b.c a.b.c.d 

M02024 -
Numbcrormalcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 I I 11 11 11 11 11 11 11 11 11 11 11 
a () () () () () () () () () 0 () 0 () () () () () () () (l l l l l l l l l l l l l l l l 

b () () () 0 () () () () () () 0 () () () () () () () () (l l l l I I I l l i l l l l l l 

e Cl Cl O O O O O O O O O O O O O O O Cl O O O O I I I I I I I I I I I I I 

d o o o o o o o o o o o oooooonnonooooooo  Io  Io  In  I 

Pre: Before administration. Post: aficr administration 

-: General appearance. No abnormalit) 

a: Nose. Smudge orpcrinasal area. 
b: E,・e. Eyeball. Bulbi. Globe. Reddish tear. 

c: Behavior. Decrease in locomotor acti1・i11・ 

d: Exerctioll. Dcereasc in amonnt or feces. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 1-1-3. General conditions of male rats 

B•CH3910mµ 
Male No Davs or administration 

I 2 3 -1;  6 7 8 9 10 11 12 13 I-1 1; 16 17 18 19 20 21 22 23 24 2; 

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 
M0302; 

M0302(, 
Mll3027 - - - - - - _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ 

Mll3028 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - _ _ _ _ _ _ _ _ _ 

Mll3029 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

M03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03ll31 

M03032 -

M03033 
M()3()34 

M(I39135 

M03036 

Nmnberofmalcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

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

Pre: Before administration. Post: nficr administration 
-: General appearance. No abnonnalil) 

Appendix 1-1-3 (continued). General conditions of male rats 

B-CH 3()() IIIμlkg 

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

Pre Post Pre Post Pre Post P『e 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 

M[)31131) 

M03031 

M[I3[I32 

M03033 

M03034 
M[)3[)35 

M[)3[)36 

Nnmbcrofmnlcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

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

Pre: Before administration. Post: after administration 
-: General nppenmnce. No abnonnnlit) 

101 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 1-1-4. General conditions of male rats 

B-CH I()()(l nnlku 

Mnlc No. Davs oradminisIraIIOll 
I 2 3 4 5 6 7 8 9 10 11 12 13 14 1; I(,17  18 (9 20 21 22 23 24 25 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Pos< Pre Pos< Pre Post Pre Post Pre Pos< Pre Post Pre Pos< Pre Post Pre Pos< Pre Pos< P『ePos< Pre Pos< Pre Pos< Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 

M04037 

M04038 

M(14(139 

M(14(14(I 

M()4(141 

M(14(142 

M()4(143 

M()4(144 

M(14(145 

M()4(146 

M04047 

M04048 

Nnmbero[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 

Pre: Before ndministrntion. Post afier administra<ion 
-, General appearnncc. No abnonnaht)― 

Appendix 1-1-4 (continued). General conditions of male rats 

8-CH IUOU me/ke 

Mole No Dm  or 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 P『e Post Pre Post Pre Post Pre Post Pre Post Pre 

M04037 

M04038 
M()4(139 

M(14(14(I 

Mll4041 • • • • • • • • • • • • • • • • • • • • • • ••• ••••••• 
M04042 

M04043 

MII4044 

M04045 

M04046 

MIHO47 

MIl-l(148 ..  

Nnmbcrormalcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

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

Pre: Before administration. Post: afier administration 
ヽむncralappearance. No abnormality 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextr in, 2-hydroxypropyl ethers by oral administration in rats 

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

Control (vehicle: water for injection) 
Male No. Days ofrecovery 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 
MOI008 
MOI009 
MOIOIO 
MOIOII 
MOIOl2 

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 abnonnality. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

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

8-CH I 000 mg/kg 
Male No. 

M04044 
M04045 
M04046 
M04047 
M04048 

Days of recovery 
2 3 4 5 6 7 8 9 10 11 12 13 14 15 

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 abnom1ality. 

104 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 2-1-1. General conditions of female rats 
Control (,・chicle: wntcr for injection) 

FCIllalcNo Davs or ndministrnlion 
1 2 3 4 5 6 7 R 9 111 11 12 13 14 15 16 17 18 19 211 21 

Pre Post Pre Posl Pm Posl Prc Posl Pre Posl Pn Posl Pre Posl Pre Posl Pn Posl Pre Posl Pre Posl Prc Posl Pn: Pos(Pn Posl Pre Posl Pre Posl PIC Posl Pre Posl Pre Posl Pn Posl Pre Posl 

FOllllll 

F01002 

Flllllll3 

Flllllll4 

Flll01l5 

Flllllll6 

Flllllll7. 

FlllllllR 

Flllllll9 

FOllllll 

FlllOl l 

Fllllll2 

Numbc,offomnlcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

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

P『c:Bcfon: administration. Post: nnc, administration 
-: General appearance. No nbnonnnlit) 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 2-1-2. General conditions of female rats 
B・CH IOOn叫知

Fcmnlc No Dms of administration 
I 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 

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 
F020t3 

F02014 

F02015 

F02016 

F020t7 

F02018 

F020t9 

F02020 

F0202t 
F02022 

F02023 

F02024 

Numbcr offcmalcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

l 2 1 2 1 2 1 2 1 2 1 2 1 2 12 1 2 12 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 12 1 2 1 2 1 2 1 2 12 1 2 1 2 1 2 12 1 2 

Pre: Before ndministrntion. Post: afier administration 
-: General appearance. No abnonnalit¥ 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 2-1-3. General conditions of female rats 
Il•CI[3(1(1 999p1kg 

Female No. I)avs ol.ndministmtiou 
I 2 .1 4 5 6 7 R 9 IU It 12 t) 14 15 16 17 18 19 2U 2t 22 2.1 24 25 

Prc l’ost l’n Pos9 9’n l’ost Pre Post Pn Pos9 1’re Posl l’re l>OSl lh Posl Pre Post lh Post Pn 1’osl Pre Pos[ Pre l’ost l>n Pos9 Pre Post l’re Pos9 Pn Post 1’n Posl I’n Post l>n Post l’n Pos9 1’n Post l>n Pos9 Pre Pos9 Pn Pos9 
F(13025 
F039)26 

11)39127 

I:91.11)28 

I99 1 3 9)2 9 

ro.191.191 

I’91 39 1 3 l 

F91.191.12 

F91.19133.  

I'()39)34 

F91.19 1 ・1 5 

FUJU.16 

Nmn恥,oftcmolos 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 10 7 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 to lU 7 

¥’n: lleforendmiuisiralion, Post: allerudminisImlion 
-, Gon,rnl"Pl,.,anl99Ce, No ab99onnali9V 

Appendix 2-1-3 (continued). General conditions of female rats 

Il•CII JI)19,ng/kg 
恥皿l,No Davs oradminislraIIOII 

26 27 28 29 30 31 32 .1,J 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50 

Pn I’19SI Pre Post l'n Post Pre I’99st lh rost lh rost l’re Post l’n Post l’re rosl ]り l’ostI’n rost l’m l’ost lh Post Pre Posl l’re Post Pre Post l’re Post I’『C l’ost l’'e Posl lh Post l’n l’ost Pre Poヽt I’re Post l’n l’ost Prc rost 
FCJ3Jl34 

Nmnl氾corr,111,los ] ] ] ] I ] t ] I t ] ] ] J ] ] ] ] ] ] I ] ] ] ] ] ] ] ] ] ] ] ] I ] ] J J ] I ] ] ] ] ] ] I I ] I 

I l I I I I I I I I I I I I I I I I I I l I I I I l I I I I I I I I I l l I I I I I I I I I I I I I 

Pre lleIbn ud9919999SImti099, 1’ost. nnq mlmi91IS"at1091 
-GC99Cral appeamnce, Noal999annalitヽ

ll•CII)1)[l m述
F,mol,No l)ovs ofadminislr019099 

51 52 5J 

Pm l’osI Pre PosI Pre Posl 

FOJOJ4 • 
Numberol lemales l l l l l 

I I I l l 

Pre: llelbm admillislralion. Posl: aller admiuismoliou 
•: (iu四 olnppeomnco. No nbnonnolit,・. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 2-1-4. General conditions of female rats 
B・CH IOOOnlglk" 

Fcnrnlc No D m  of administrnllon 
I 2 3 4 5 6 7 8 9 10 I I 12 13 14 15 16 17 18 

P『c Post Pre Post Pre Post Pre Post P『c Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post P『c Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 

F04037 

F04038 

F04039 

F04040 

F0404 I 

F04042 

F04043 

F04044 

F04045 

F04046 

F04047 

F04048 -

Nnmbcroffomalcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

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

Pre: Be「O『cadministration. Post: aOcr administration 
-: General appearance, No abnomrnlity 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodex廿in,2-hydroxypropyl ethers by oral administration in rats 

Appendix 2-2-1. General conditions of female rats, satellite group 

Colltr991 (9‘elucle. 99999Cr [br ini叫9099)

恥99luleNo. l)ays o[.ndmi99istrut99999 

I 2 J 4 5 6 7 8 9 Ill 11 12 13 14 15 16 17 18 19 20 21 22 2J 24 25 

Prc l’99St l’re l’ost l’re Post lh l’ost l’rc l’ost l’n Post l’re Post l’re Post Prc l’ost l’rc l’ost l’n Post Pre Post l’re l’ost l'n Post l’rc l’ost l’re Post Pre Post Pre Post PR: Post ['n l’ost l’re Post l’R: I’ost l’re Post Pre Post lhe Post 
F((5((」9

I:(95(15(I 

F(15(15 l 

1•'((5(1 5 2 

F(95(9 5.1 

I'(95(154 
,.((5(I55 

I'(15(156 

F(I5(157 

i •‘()5() 5 8 

Nulllher oflしnlnks I{) 10 1{l l(l 1(l l{) I{) !{) 1{i l[l l{} I() l[l l[l l[) ![l l(l ll) 1[) [(l 11) l() l{J I() It) I{l li) l() 1() l() 1{) 1() li) I() 1(1 1() 1(l l(l l() 1() l() ]() ]() l(l l() ]() 1() i() 1() 1(J 

!{l ](l i{) 1(i l(l l() 1{l l(l I() 1(1 l(/ l() l(l l(l l(i lll l(i l(l l() 1(l l{) l(l l(i 1(J IO l() 1() I() l(l l(I I() I{l l(I I() 1() 1() 1(J l() l(J 1() 1() ](l lil [(i l{l l(l l() 1() 1() 10 

Pre: llcforc administration, Post alkr adminislmtion 

-Geneml ilPl立 IrlllICC.No nhuonIlality 

Appendix 2-2-1 (continued). General conditions offemale rats, satellite group 

Conlrol (9・，hicle：ヽ999h:rlbr illiCじli9999)

FanaleNo D99V$ ol.admiuisImtio99 

26 27 2& 29 JO JI 32 JJ 34 JS 36 37 JS 39 411 41 42 "3 

Fll51149 

Fll511511 

Fll5051 

I’1)51)52 

Fll505.、
Fll51154 

Fll5055 

Fll5056 

F05057 
l·~() 5 (1 5 8 

Pre PosI Pm l’OSI Pre l’OSI Pre Pos[ Pre PosI Pre PosI I’m l’ost Pre Posl l’re Po,1 1’m l’OSI Pre PosI Pre PosI I’rc l’99SI Prじ PosI Pre PosI I’re PosI I’m l'OSI Prじ

Num恥rofIelllales !() l() 1(| l() l{) 10 m l() 1() l(l l() l{J 1() l() 1() 10 10 1(l l() 1(l l() 1{l l(l l() 1{l l() IO l() l(I I(1 10 10 l(} l{) 

I{) l() 1(i l(J t1) l(l i(l l(I l(l l() lu l() ](i l(l [f) 10 lli l() 1() l(l l() [{) 1(l l{) 1(l l() 1() l(l l(1 1(l l() 1(l l() ]() 

Pre: l kfor..: udministmtion Po~ t ut・にrudministmtion 
• (kncrnl appc,rrmu:c, No abnormnlily 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 2-2-2. General conditions of female rats, satellite group 

9l-CII I(900999μ1kp 
Female No l)avs 99fadminislrall099 

I 2 l -1 5 6 7 S 9 l(J II 12 ll 1-l 15 16 17 18 19 20 21 22 23 24 25 

l"e I’OSI I’m l’osl P,e PosI Pre PosI I’m I’osI I’m l’osl l’rc l’ost l’m l’osI Pre Posl l’re PosI I'm l’osI Pre Pos(I’re Posl I'm PosI Pre PosI Prc l’OS(Pm l’99SI Pre PosI Ih: PosI I’m l’osl l’re PosI I’m l’99SI I'm l’osI Pre PosI Pm l’osI 
FI)6()59 

FI)6()61) 

F()61)61 

FI)61)62 

F06116l 

I:()61)64 

FII61)65 

F()6()66 

I'1161)67 

I'()61168 

Nmnhc,o)彎funales l1) 1() l(l l() 1(l l() l() 11))1))1))() l() 1())())0 10)1) l())(1)1) 11))0 l(1)() 1())0 l11)() III II))())())() 10)1))(1)11)(l l())1))(1 1(1)0 1(1)(1)(I I(l l())() l() 

IO ll) IO l() 1())())(1)(l l(1)0 1() l())(1)1) 11) 11) 11) 11) 11) 11) 11) l() l() III I(1 11) l(l l() 1U l())0 1())0 10 l()))I ll) 11) 11) IIl l(1 [(I II) [() I() 10 111 91) 11) 10 

Pn: lleforeudn99999Slral9099, Posl: allcradlninislmliou 
＿・（地9Cralapp凶ri999CC,No aI999Onlnhl9・ 

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

99-CIl l((()((999に

I:C999uleNo l)9VS ol.odnuuisIm19099 
26 27 28 29 311 31 32 33 34 35 36 37 38 39 411 4 1 42 43 

Pre PosI Pre PosI Pre PosI Pre PosI Pn l’osl l’「e PosI I’n l’osI I’re PosI Pre Posl l’R: PosI Pre Posl I9,e PosI Pre PosI Pre PoSI Pn PosI Pre PosI l’n PosI Pre 

1'1161159 • 
1'11611611 

l’1)69)6 [ 

F1161)62 

F1 961 16.1 

Fll611糾

F1161165 

!'116066 

Fll61167 

F1161168 

Nrn11he,or1em.. 1es to Ill Ill Ill Ill Iii Ill Ill Ill Ill Ill Ill 10 Ill Ill Ill 10 Ill Ill Ill Ill 10 Ill Ill Ill Ill 10 Ill Ill [II [II 10 [II [II 

Ill 111 [II [II [II [II Ill [II Ill Ill Ill Ill Ill Ill Ill Ill Ill Ill Ill 111 Ill Ill ID [II Iii Ill Ill Ill Ill Ill [II [II 10 Ill 

Pn: llclbn ndminisImti099. PosI: allcr adminiSIraIi9999 
•: Ge99eral t9PlX叩 999CC.No nh19Onnal il ヽ•
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 2-3-1. General conditions offemale rats at the recovery period 

Control (vehicle: water for injection) 
Female No. Days of recovery 

2 3 4 5 6 7 8 9 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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 2-3-2. General conditions of female rats at the recove1y period 

B-CH I 000 mg/kg 
Female No. 

F06064 
F06065 

F06066 
F06067 
F06068 

Days of recovery 
2 3 4 5 6 7 8 9 10 11 12 13 14 15 

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 
5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

-: General appearance, No abnormality. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodex打in,2-hydroxypropyl ethers by oral administration in rats 

Appendix 3-1. General conditions in dams during pregnancy 
Control (vehicle: water for injection 

Dam No. _ _ _ _  _ Days of pregnanc: 

FOIOOI 

FOIOOZ 

FOI003 

F0!004 

FOIOOS 

FOI006 

F0!007 

FOI008 

F0!009 

FOIO!O 

FOIOII 

F0!012 

0 1 2 3 4 5 6 7 8 9 10 11 12 13 

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

Nurnberofdarns 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

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

Pre: Before administration, Post: after administration 

-・ General appearance, No abnormality 

Appendix 3-1 (continued). General conditions in dams during pregnancy 
Control~ 

Dam No Days of pregnanc 

14 I 5 16 17 18 19 20 21 22 

FOIOOI 

FOI002 

F01003 

F01004 

FO 1005 

FOI006 

FOI007 

FOI008 

F01009 

FOIOIO 

FOIOII 

FOI012 

Pre Post Pre Post Pre Post Pre Post Pre Post P「e Post Pre Post Pre Post Pre Post 

Numberofdams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 

Pre: Before administration, Post: after administration 

-・ General appearance, No abnormality 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 3-2. General conditions in dams during pregnancy 

B・CH IO0mg/kg 

Dam No 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F020¥9 

F02020 

F02021 

F02022 

F02023 

F02024 

Davs oforegnanc 
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 

Numberofdams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

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

Pre: Before administration, Post: after administration 

-・ General appearance, No abnormality 

Appendix 3-2 (continued). General conditions in dams during pregnancy 
8-CH I 00 ml1fke 

Dam No Days ofpregnancy 
14 15 16 17 18 19 20 21 22 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F02019 

FD2020 

F02021 

F02022 

F02023 

F02024 

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

Numberofdan1s 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 4 

Pre: Before administration, Post: after administration 
-・ General appearance, No abnormality 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 3-3. General conditions in dams during pregnancy 

B-CH 300 mg/kg 
Dam No. Days of pregnancy 

0 I 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 

F0303 I 

F03032 

F03033 

F03035 

F03036 
Number of dams l

l

 

l

l

 

l

l

 

l

l

 

I

I

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

1

1

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

ー

ーl

l

 

I

I

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

I

I

 Pre: Before administration, Post: after administration 

-, General appearance, No abnormality. 

Appendix 3-3 (continued). General conditions in dams during pregnancy 
B-CH 300 mg/kg 

Drun No. Days of pregnancy 
14 15 16 17 18 19 20 21 22 

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

F03025 
F03026 

F03027 

F03028 
F03029 

F03030 

F0303 I 

F03032 

F03033 
F03035 

F03036 

Number of dams 6

6

 

6

6

 

l

l

 

ー

ーI

I

 

l

l

 

I

I

 

l

l

 

l

l

 

l

l

 

l

l

 

ー

1

l

l

 

l

l

 

I

I

 

l

l

 

l

l

 

l

l

 

l

l

 

I

I

 

l

l

 Pre: Before adminisn・ation, Post: after administration. 

-・ General appearance, No abnonnality 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodex廿in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 3-4. General conditions in dams during pregnancy 

B-CH 1000 m 
Dam No 

F04037 

F04038 

F04039 

F04040 

F04041 

F04042 

F04043 

F04044 

F04045 

F04046 

F04047 

F04048 

Davs of oregnanc・ 
0 1 2 3 4 5 6 7 8 9 10 11 12 13 

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

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

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

Pre: Before administration, Post: after administration 

-・ General appearance, No abnormality 

Appendix 3-4 (continued). General conditions in dams during pregnancy 
B-CH 1000 m 

Dam No Days ofpregnanc 
14 15 16 17 18 19 20 21 22 

F04037 

F04038 

F04039 

F04040 

F04041 

F04042 

F04043 

F04044 

F04045 

F04046 

F04047 

F04048 

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

Numberofdams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 

12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 

Pre: Before administration, Post: after administration 

-・ General appearance, No abnormality 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextr in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 4-1. General conditions in dams during lactation 

Control (vehicle: water for injection) 
Dam No. Days oflactation 

゜
I 2 3 4 5 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre 
FOIOOI 

FOI002 # # 
FOI003 
F01004 

FOI005 # # 

FOI006 
F01007 
F01008 # # 
F01009 
FOIOIO 
FOIOI I # # 

F01012 # # 

Number of dams 2

2

 

l

l

 

2

2

 

l

l

 

2

2

 

l

l

 

2

2

 

I

I

 

2

2

 

l

l

 

2

2

 

l

l

 

2

2

 

l

l

 

2

2

 

l

l

 

2

2

 

7

7

 

7

7

 #, 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. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 4-2. General conditions in dams during lactation 

B-CH I 00 mg/kg 
Dam No. Days of lactation 

0 I 2 3 4 5 

F02013 

F02014 

F02015 

F02016 # # 

F02017 # # 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre 
# # 

F020l8 

F02019 

F02020 

F02021 

F02022 
F02023 # # 

F02024 # # 

Number of dams 2

2

 

l

l

 

2

2

 

l

l

 

2

2

 

l

l

 

2

2

 

2

2

 

l

l

 

2

2

 

l

l

 

2

2

 

l

l

 

2

2

 

l

l

 

2

2

 

I

I

 

7

7

 

7

7

 #, Animal was administered to dosing formulation before delivery, and no abnonnality was observed on day O of lactation. 
Pre: Before administration, Post: after administration. 
-: General appearance, No abnormality. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 4-3. General conditions in dams during lactation 

8-CH 300 mg/kg 
Dam No. Days oflactation 

0 1 2 3 4 5 

Pre Post Pre Post Pre Post P1℃ Post P1℃ Post Pre 
F03025 

F03026 

F03027 

F03028 # # 

F03029 
F03030 # # 

F0303 I # # 

F03032 

F03033 # # 
F03035 # # 

F03036 # # 

Number of dams 5

5

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

l

l

 

I

I

 

~
 

l

l

 

l

l

 

l

l

 

~
 

5

5

 #, Animal was administered to dosing fonnulation before delive1-y, and no abnonnality was observed on day O of lactation. 
Pre: Before administration, Post: after administration. 
-: General appearance, No abnonnality. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 4-4. General conditions in dams during lactation 

8-CH I 000 mg/kg 
Dam No. Days oflactation 

゜
2 3 4 5 

Pre Post Pre Post Pre Post Pre Post Pre Post Pre 
F04037 ＃ ＃ 

F04038 ＃ ＃ 

F04039 ＃ ＃ 

F04040 ＃ ＃ 

F04041 

F04042 

F04043 ＃ ＃ 

F04044 

F04045 ＃ ＃ 

F04046 

F04047 

F04048 ＃ ＃ 

Number of druns 5 5 12 12 12 12 12 12 12 12 12 

5 5 12 12 12 12 12 12 12 12 12 

#, Animal was administered to dosing fonnulation before delivery, and no abnormality was observed on day O of lactation. 
Pre: Before administration, Post: after administration. 
-: General appearance, No abnormality. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 5-1-1. Detailed clinical observations of male rats 

Control (vehicle: water for injection) 

Cag e-side observation a) 

Locomotor in home-cage 

Pre" TS" TIS T24 T30 T36 T42 R7'Rl4 

Male No 

Observations made whilehandling b) 

Lacrimation 

Pre TS TIS T24 T30 T36 T42 R7 Rl4 

Fur 

Pre TS T15 T24 no T36 T42 R7 R14 

0pen-fieldobservatIOnsC) 
Gait 

Pre TS TIS T24 T30 T36 T42 R7 RI4 

MOIOOI 

MOI002 

M01003 

M01004 

MOI005 

MOI006 

MOI007 

MOI008 

MOI009 

MOIOIO 

MOIOII 

M01012 

2
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2
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2
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』
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-

2

2

2

2

2

2

2

2

2

2

2

 

2

2

2

2

2

2

2

2

2

2

2

2

 

2

2

2

2

2

2

2

2

2

2

2

2

 

2

2

2

2

2

2

2

2

2

2

2

2

 

2

2

2

2

2

2

2

2

2

2

2

2

 

Total 

(N) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

4: 0 4: 0 4: 0 4: 0 4: 0 4: 0 4: 0 I: 0 I: 0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

b 
pre-treatment; " day 7 of treatment;'day 7 of recovery 

Locomotor in home-cage [ 2, normal; I, decrease in locomotor activity] 

Lacrimation [ 2, nom1al; 4, reddish tear ] 

Fur [ 2, nonnal; I, soiled fur] 

Gait [ 2, nonnal; I, abnonnal gait ] 

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, heart beats, 

body temperature, skin/mucous membranes color, exophthalmos, pupillary size. salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, stereotypy, bizarre 
behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex) 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 5-1-1 (continued). Detailed clinical observations of male rats 

Control (vehicle: water for injection) 

~ observations c) 
Urination 

Pre a T8 b TIS T24 T30 T36 T42 Rザ RI4

Male No. Defecation 

Pre TS Tl 5 T24 T30 T36 T42 R7 Rl4 

MOIOOI 

MOI002 

M01003 

M01004 

M01005 

MOI006 

M01007 

MOI008 

MOI009 

MOIOIO 

MOIOII 

MOIOl2 
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0

0
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0

0
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0
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0

0
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2
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0

0

0

2

0

0
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Total 

(N) 

63113202  

(12) (12) (12) (12) (12) (12) (12) (5) ）
 

5

5

 
（
 

0 0 0 0 0 0 0 0 

(12) (12) (12) (12) (12) (12) (12) (5) ）
 

0

5

 
、,̀

pre-treatment; -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 (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, 
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes 
color, lacrimation, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, 
respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 5-1-2. Detailed clinical observations of male rats 

B-CH 100 mg/kg 

Male No 

Cage-SIde observatIOn 
a) 

Locomotor in home-cage 

Pre'TSO Tl 5 T24 no T36 T42 

ObservatIOnsmade whilehandling lヽI

Lacrimation 

Pre TS TIS T24 T30 T36 T42 

Fur 

Pre TS Tl5 T24 T30 T36 T42 

0pen-field observations C) 

Gait 

Pre TS Tl5 T24 T30 T36 T42 

M02013 

M02014 

M02015 

M02016 

M02017 

M02018 

M02019 

M02020 

M02021 

M02022 

M02023 

M02024 
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2
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Total 

(N) 

1:0 1:0 1:0 1:0 1:0 1:0 I: I 

(12) (12) (12) (12) (12) (12) (12) 

4: 0 4: 0 4: 0 4: 0 4: 0 4: I 4: I 

(12) (12) (12) (12) (12) (12) (12) 

1:0 1:0 1:0 1:0 1:0 1:0 1:1 

(12) (12) (12) (12) (12) (12) (12) 

1:0 1:0 1:0 1:0 1:0 1:1 1:1 

(12) (12) (12) (12) (12) (12) (12) 

'pre-treatment; b day 7 of treatment;'day 7 of recovery 

Locomotor in home-cage [ 2, nonnal; I, decrease in locomotor activity] 

Lacrimation [ 2, normal; 4, reddish tear] 

Fur [ 2, normal; I, soiled fur] 

Gait [ 2, normal: I, abnormal gait ] 

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, vocalization, tremor, convulsion), b) Observations made while h印1dling(behavior while removing from cage, heart beats, 

body temperature, skin/mucous membranes color, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, stereotypy, bizarre 
behavior, straub tail. grooming, vocalization, touch response, withdrawal reflex, pinna reflex) 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 5-1-2 (continued). Detailed clinical observations of male rats 

B-CH I 00 mg/kg 

Male No. 

~ observations c) 
Urination 

a b 
Pre --TS --TIS T24 T30 T36 T42 

Defecation 

Pre T8 TIS T24 T30 T36 T42 

M02013 

M02014 

M02015 

M02016 

M02017 

M02018 
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0

0

0
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Total score 

(N) 

2 1 2 2 3 2 2 

(12) (12) (12) (12) (12) (12) (12) 

0 0 0 0 0 0 0 

(12) (12) (12) (12) (12) (12) (12) 

pre-treatment; • 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 (posture in home0cage, locomoter activity in home-cage, vocalization, tremor, 
convulsion), b) Obse1-vations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, for, skin/mucous membranes 
color, lacrimation, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, 
respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 5-1-3. Detailed clinical observations of male rats 

B-CH 300mg/kg 

Cage-side observation u) 

Locomotor in home-cage 

Pre'TS b Tl 5 T24 T30 T36 T42 

Male No 

Observationsmade whlle handling h) 

Lacrimation 

Pre TS Tl5 T24 T30 T36 T42 

Fur 

Pre TS TIS T24 T30 T36 T42 

0pen-field observationsC) 

Gait 

Pre TS Tl5 T24 T30 T36 T42 
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Total 

(N) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

4: 0 4: 0 4: 0 4: 0 4: 0 4: 0 4: 0 

(12) (12) (12) (12) (12) (12) (12) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) 

" pre-treatment; "day 7 of treatment;'day 7 of recovery 

Locomotor in home-cage [ 2. normal; I, decrease in locomotor activity ] 

Lacrimation [ 2, normal; 4, reddish tear] 

Fur [ 2, nonnal; I, soiled fur] 
Gait [ 2, nornial; I, abnornial gait] 

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, heart beats, 
body temperature, skin/mucous membranes color, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, stereotypy, bizarre 
behavior, straub tail, grooming, vocalization, touch response. withdrawal reflex, pinna reflex) 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test o f ~-CyclodextJ·in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 5-1-3 (continued). Detailed clinical observations of male rats 

B-Cl-1 300 mg/kg 

Male No. 

~ observations c) 

Urination 

Pre a T8 b TIS T24 T30 T36 T42 

Defecation 

Pre T8 Tl5 T24 T30 T36 T42 
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Total score 

(N) 

0112022  

(12) (12) (12) (12) (12) (12) (12) 

0 0 0 0 0 0 2 

(12) (12) (12) (12) (12) (12) (12) 

pre-treatment; " 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 (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, 
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes 
color, lacrimation, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, 
respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 5-1-4. Detailed clinical observations of male rats 

Male No 

B-CH 1000 mg/kg 
Cage-side observation'1 

Locomotor in home-cage 

Pre'TS" TIS T24 no T36 T42 R7'Rl4 

Observations made while handling bi 

Lacnmauon 

Pre TS TIS T24 T30 T36 T42 R7 Rl4 

Fur 

Pre TS Tl5 T24 T30 T36 T42 R7 Rl4 

Open-field observations 01 
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Pre TS TIS T24 T30 T36 T42 R7 Rl4 
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Total 

(N) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

4: 0 4: 0 4: 0 4: 0 4: 0 4: 0 4: 0 I: 0 I: 0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 1:0 

(12) (12) (12) (12) (12) (12) (12) (5) (5) 

'pre-treatn1ent; b day 7 of treatment;'day 7 of recovery 

Locomotor in home-cage [ 2, normal; I, decrease in locomotor activity] 

Lacrimation [ 2, nomial; 4, reddish tear] 

Fur [ 2, normal; I, soiled fur] 
Gait [ 2, normal; I, abnormal gait ] 

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, heart beats, 

body temperature, skin/mucous membranes color, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, stereotypy, bizarre 

behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex) 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test o f ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 5-1-4 (continued). Detailed clinical observations of male rats 

B-CH 1000 mg/kg 

Male No 

~ obse1vations c) 

Urination 
a b 

Pre a TSO Tl5 T24 T30 T36 T42 R7 c Rl4 

Defecat1011 

Pre T8 TIS T24 T30 T36 T42 R7 Rl4 
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Total score 

(N) 

2 0 0 I O I 2 0 

(12) (12) (12) (12) (12) (12) (12) (5) 、、!

3

5

 
（
 

I O O O O O O 0 
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pre-treatment; -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 (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, 
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes 
color, lacrimation, exophthahnos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, 
respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex) 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextr in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 6-1-1. Detailed clinical observations of female rats 

Control (vehicle: water for injection) 

~bservations cJ 

Urination 
a b 

Pre T8 

Female No. 

Tl5 T24 T30 T36 L c 

FOIOOI 

FOI002 

FOI003 

F01004 

F01005 

F01006 

F01007 

FOl008 

F01009 

FOIOIO 

FOIOII 

FOIOl2 
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0

0

0

0

0
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0
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0
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0

0

0

 

Total score 

(N) ゜(12) ゜(12) 
I 

(12) ゜(12) ゜(12) ゜(12) 
5 

(12) 

pre-treatment; V day 8 of treatment; • lactation period 
Urination [ frequency/30sec] 
Defecation [ frequency/30sec ] 

Except tl1e above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, 
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes 
color, lacrimation, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, 
respirato1-y rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 6-1-2. Detailed clinical observations of female rats 

B-CH I 00 mg/kg 

Female No. 

~bservations cl 

Urination 
a b Pre.. TS T]5 T24 T30 T36 L c 

F02013 

F02014 

F02015 

F02016 

F02017 

F02018 

F02019 

F02020 

F02021 

F02022 

F02023 

F02024 

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

0

0

0

0

 

0

0

0

0

0

0

0

0

0

0

0

0

 

Total score 

(N) ゜(12) ゜(12) ゜(12) ゜(12) ゜(12) ゜(12) ゜(12) 
pre-treatment; " day 8 of treatment; " lactation period 

Urination [ frequency/30sec ] 

Defecation [ frequency/30sec ] 

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, 
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes 

color, lacrimation, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, 
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation). 
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試験番号：R-l公006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 6-1-3. Detailed clinical observations of female rats 

8-CH 300 mg/kg 

Female No. 

~bservations c) 

Urination 
a b Pre.. TS T]5 T24 T30 T36 T42 T49 L c 

F03025 

F03026 

F03027 

F03028 

F03029 
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F03032 

F03033 

F03034 
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F03036 

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

0

 

o
o
o
o
o
o
o
l
o
o
o
l
 

゜゚ 0

0

 

Total score 

(N) 

2 

(12) ゜(12) ゜(12) ゜(12) ゜(12) ゜(12) .1. 

o
l
 

、し 、̀’’
o
l
 

・ー・ ゜(11) 
pre-treatment; • day 8 of treatment; • lactation period 

Urination [ frequency/30sec ] 

Defecation [ frequency/30sec ] 

Except the above findings, there were no changes in all animals; a) Cage-side obse1-vation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, 
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes 
color, lacrimation, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, 
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test o f ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 6-1-4. Detailed clinical observations of female rats 

B-CH I 000 mg/kg 

Female No. 

~d observations cl 

Urination 
a b 

Pre・・ T8 Tl5 T24 T30 T36 L c 

F04037 

F04038 

F04039 

F04040 

F04041 

F04042 
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F04047 
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Total score 

(N) 

I 

(12) ゜(12) ゜(12) 
I 

(12) ゜(12) ゜(12) 
I 

(12) 

pre-treatment;'day 8 of treatment; -lactation period 

Urination [ frequency/30sec ] 

Defecation [ frequency/30sec] 

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, 
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heati beats, body temperature, fur, skin/mucous membranes 

color, lacrimation, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, 
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 6-2-1. Detailed clinical observations offemale rats, satellite group 

Control (vehicle: water for injection) 

Open-field observations c) 

Female No. Urination 

Pre a T8 b Tl5 T24 T30 T36 T42 R7 c Rl4 

F05049 

゜゚ ゜゚ ゜゚ ゜F05050 

゜゚ ゜゚ ゜゚ ゜F05051 

゜゚ ゜゚ ゜゚ ゜F05052 

゜゚ ゜゚ ゜゚ ゜F05053 

゜゚ ゜゚ ゜゚ ゜F05054 

゜゚ ゜゚
I 

゜゚ ゜゚F05055 

゜゚ ゜゚ ゜゚ ゜゚ ゜F05056 

゜゚ ゜゚ ゜゚ ゜゚ ゜F05057 

゜゚ ゜゚ ゜゚ ゜゚ ゜F05058 

゜゚ ゜゚ ゜゚ ゜゚ ゜
Total score 

゜゚ ゜゚
I 

゜゚ ゜゚(N) (10) (I 0) (10) (10) (10) (10) (10) (5) (5) 

a b c 
pre-treatment; 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 (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, 
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heati beats, body temperature, fur, skitl/mucous membrai1es color, 

lacrimation, exophthalmos, pupillaty size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory 

rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

8-CH I 000 mg/kg 

Open-field observations cl 

Female No. Urination 

Pre a T8 b T15 T24 T30 T36 T42 R7 c Rl4 

F06059 

゜゚ ゜゚ ゜゚ ゜F06060 

゜゚ ゜゚ ゜゚ ゜F06061 

゜゚ ゜゚ ゜゚ ゜F06062 

゜゚ ゜゚ ゜゚ ゜F06063 

゜゚ ゜゚ ゜゚ ゜F06064 

゜゚ ゜゚ ゜゚ ゜゚ ゜F06065 

゜゚ ゜゚ ゜゚ ゜゚ ゜F06066 

゜゚ ゜゚ ゜゚ ゜゚ ゜F06067 

゜゚ ゜゚ ゜゚ ゜゚ ゜F06068 

゜゚ ゜゚ ゜゚ ゜゚ ゜
Total score 

゜゚ ゜゚ ゜゚ ゜゚ ゜(N) (10) (10) (10) (10) (I 0) (I 0) (10) (5) (5) 

a b c 
pre-treatment; 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 (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, 
convulsion), b) Observations made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skitlimucous membranes color, 

lacrimation, exophthalmos, pupillary size, salivation), and c) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory 

rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 7-1-1. Body weights of male rats 

Control (vehicle: water for injection) 
Male No. Days of administration 

4 7 14 21 28 35 42 

MOIOOl 413.9 430.3 443.6 472.7 492.0 521.3 541.2 544.8 

M01002 420.4 433.1 447.2 483.3 503.7 529.6 554.5 559.9 

M01003 420.7 435.5 449.0 469.4 499.2 530.3 560.1 584.1 

M01004 388.5 400.0 407.9 434.9 459.2 478.3 499.6 509.0 

M01005 430.4 437.6 443.3 445.2 467.4 489.8 524.0 528.9 

M01006 396.3 409.8 421.1 452.7 475.5 501.3 518.0 527.6 

MOI007 389.5 402.0 411.6 448.4 469.8 497.5 520.7 533.5 

M01008 424.1 421.4 443.6 466.9 475.5 499.1 521.0 541.7 

M01009 409.3 417.9 425.7 452.7 468.8 497.0 506.5 528.8 

M01010 414.4 419.8 437.l 468.4 495.8 528.4 544.7 561.2 

MOlOl l 405.0 427.3 439.8 470.0 488.1 511.1 524.8 547.3 

M01012 433.4 445.5 460.2 486.9 506.7 527.4 542.7 562.2 

Number of males 12 12 12 12 12 12 12 12 

Mean 412.2 423.4 435.8 462.6 483.5 509.3 529.8 544.1 

S.D. 15.0 14.2 15.9 15.8 16.0 17.8 18.7 20.4 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 7-1-2. Body weights of male rats 

8-CH I 00 mg/kg 

Male No. Days of administration 
4 7 14 

M02013 428.6 444.8 463.2 503.8 

M02014 412.5 426.5 442.2 473.2 

M02015 405.3 419.0 432.2 459.7 

M02016 395.2 397.5 403.4 426.9 

M02017 391.4 406.8 426.4 460.2 

M02018 377.2 378.9 386.4 407.8 

M02019 420.2 431.7 446.1 481.2 

M02020 422.8 437.7 455.8 490.1 

M02021 420.0 429.1 435.2 449.5 

M02022 418.1 433.0 448.5 483.4 

M02023 397.1 407.0 416.4 441.2 

M02024 400.9 407.5 414.0 439.2 

Number of males 12 12 12 12 

Mean 407.4 418.3 430.8 459.7 

S.D. 15.4 19.1 22.6 28.1 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

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

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 

21 

527.1 

492.9 

479.2 

453.3 

474.9 

408.8 

508.4 

514.4 

466.6 

501.8 

467.0 

452.2 

12 

478.9 

32.7 

NS 

AN 

28 35 42 

560.1 576.8 587.3 

513.5 534.5 540.2 

502.7 512.4 513.4 

480.6 496.4 497.7 

494.8 518.1 526.8 

437.9 454.8 470.6 

545.1 565.3 588.5 

554.2 587.9 606.1 

484.1 499.5 514.2 

519.6 546.6 559.0 

502.5 528.5 416.9 

484.3 497.0 501.1 

12 12 12 

506.6 526.5 526.8 

34.9 38.4 54.0 

NS NS NS 

KW KW KW 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 7-1-3. Body weights of male rats 

B-CH 300 mg/kg 

Male No. Days of administration 
4 7 14 

M03025 421.5 434.5 450.5 480.1 

M03026 408.0 422.2 434.3 469.9 

M03027 423.4 442.1 459.8 497.5 

M03028 407.4 406.6 419.2 443.3 

M03029 397.0 400.9 418.7 442.9 

M03030 425.8 440.3 454.6 483.1 

M03031 408.l 417.0 430.5 461.4 

M03032 391.2 406.8 415.0 436.3 

M03033 434.3 444.9 462.7 508.8 

M03034 409.8 415.8 427.3 444.9 

M03035 408.8 413.1 425.6 451.7 

M03036 393.4 402.9 419.4 437.9 

Number of males 12 12 12 12 

Mean 410.7 420.6 434.8 463.2 

S.D. 13.3 16.0 17.4 24.5 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

Significantly different from the control group (*: P<0.05, **: P<O.O 1). 
NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 

21 

500.7 

490.1 

518.1 

451.0 

457.0 

497.7 

471.8 

466.9 

526.5 

443.2 

471.0 

459.5 

12 

479.5 

26.8 

NS 

AN 

28 35 42 

521.4 549.6 567.6 

525.2 554.0 557.1 

549.7 578.4 587.7 

454.8 469.8 477.0 

473.6 488.1 500.4 

524.2 553.5 568.5 

490.5 514.7 529.9 

490.3 510.8 518.8 

562.5 588. l 610.5 

485.6 500.5 520.7 

499.0 515.6 529.6 

469.3 490.2 503.7 

12 12 12 

503.8 526.1 539.3 

33.0 37.8 39.3 

NS NS NS 

KW KW KW 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 7-1-4. Body weights of male rats 

8-CH 1000 mg/kg 

Male No. Days of administration 
4 7 14 

M04037 393.8 396.9 408.3 427.6 

M04038 423.6 424.7 431.6 451.9 

M04039 431.0 432.5 444.4 467.6 

M04040 400.6 403.9 405.3 424.5 

M04041 420.2 429.2 434.7 439.0 

M04042 432.2 440.6 451.8 477.6 

M04043 413.9 410.2 421.3 445.3 

M04044 382.3 393.0 388.0 417.9 

M04045 405.1 418.9 435.8 466.1 

M04046 395.5 395.8 407.9 440.4 

M04047 411.5 428.9 443.3 457.9 

M04048 410.7 407.3 413.5 452.0 

Number of males 12 12 12 12 

Mean 410.0 415.2 423.8 447.3 

S.D. 15.4 16.1 19.4 18.4 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

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

NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 

21 

452.1 

492.4 

483.8 

456.0 

465.6 

494.7 

469.1 

446.8 

489.2 

466.7 

489.8 

477.8 

12 

473.7 

16.6 

NS 

AN 

28 35 42 

481.5 502.7 514.9 

525.3 550.8 549.6 

516. l 531.2 532.3 

484.9 515.8 532.0 

500.8 518.5 514.3 

512.6 537.4 550.9 

501.3 522.3 541.9 

474.1 499.7 523.9 

509.9 527.6 539.4 

492.2 516.3 530.2 

526.9 545.4 566.0 

513.8 541.8 558.9 

12 12 12 

503.3 525.8 537.9 

17.2 16.2 16.4 

NS NS NS 

KW KW KW 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 7-2-1. Body weights of male rats at the recovery period 

Control (vehicle: water for injectioni 
Male No. Da~s of recover~ 

I 7 14 

MOI008 545.6 558.3 576.2 

M01009 527.2 540.6 558.6 

M01010 559.7 571.6 582.3 

MOlOl I 548.0 560.9 580.0 

M01012 562.3 580.4 607.5 

Number of males 5 5 5 

Mean 548.6 562.4 580.9 

S.D. 13.9 15.0 17.5 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

8-CH I 000 m~/kg 
Male No. Days of recovery 

I 7 14 

M04044 522.5 541.4 568.0 

M04045 530.2 548.3 573.2 

M04046 534.0 544.7 539.9 

M04047 569.4 582.0 575.4 
M04048 559.3 580.3 592.9 

Number of males 5 5 5 

Mean 543.1 559.3 569.9 

S.D. 20.2 20.1 19.2 

Significance NS NS NS 

Statistical method 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. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 8-1-1. Body weights of female rats 

Control (vehicle: water for injection) 
Female No. Da~s of administration 

4 7 14 21 

FOIOOI 231.9 232.l 235.9 249.5 

F01002 258.9 264.5 268.1 268.6 

F01003 232.2 244.6 251.9 261.0 

F01004 243.4 248.6 246.1 246.9 269.4 

F01005 253.0 263.2 273.3 277.2 

F01006 251.9 255.1 252.0 257.1 

FOI007 240.4 260.4 266.4 272.9 

F01008 233.7 230.1 229.8 247.9 

F01009 262.3 266.0 274.6 283.3 

FOIOIO 262.0 270.8 282.6 291.4 

FOIOl l 238.5 254.1 259.4 263.2 

F01012 266.4 269.6 286.7 309.4 

Number of females 12 12 12 12 

Mean 247.9 254.9 260.6 269.0 

S.D. 12.7 13.7 17.9 19.0 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 8-1-2. Body weights of female rats 

B-CH I 00 m~/kg 
Female No. Days of administration 

4 7 14 

F02013 226.9 231.5 236.4 249.6 

F02014 248.4 253.6 267.5 279.6 

F02015 243.4 243.1 256.1 259.6 

F02016 266.8 264.2 270.8 280.5 

F02017 252.4 255.8 259.9 268.2 

F02018 264.2 272.3 284.1 289.5 

F02019 249.7 261.0 263.0 278.4 

F02020 260.5 271.0 277.6 285.8 

F02021 250.9 254.0 262.7 278.9 

F02022 269.4 265.8 283.8 298.6 

F02023 254.2 257.2 268.4 280.9 

F02024 256.1 252.7 272.0 283.7 

Number of females 12 12 12 12 

Mean 253.6 256.9 266.9 277.8 

S.D. 11.5 11.5 13.0 13.2 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

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

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-CyclodextI・in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 8-1-3. Body weights offemale rats 

B-CH 300 m糾k且

Female No. Dal'.s of administration 
4 7 14 

F03025 238.7 245.1 244.6 265.8 

F03026 242.1 246.5 247.9 248.6 

F03027 263.4 255.9 266.8 277.1 

F03028 239.7 253.1 259.8 269.9 

F03029 247.2 248.0 248.2 256.1 

F03030 247.4 254.4 262.0 271.4 

F03031 252.2 258.9 261.4 265.4 
F03032 256.5 265.6 274.0 278.1 

F03033 248.7 254.9 262.5 264.1 

F03034 236.8 242.4 245.2 257.5 

F03035 236.3 239.8 245.3 261.3 

F03036 264.6 270.3 275.7 283.2 

Number of females 12 12 12 12 

Mean 247.8 252.9 257.8 266.5 

S.D. 9.8 9.2 11.3 10.0 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

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

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

21 28 

281.9 292.2 

NA NA 

35 42 

280.9 282.3 

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-12_006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 8-1-4. Body weights offemale rats 

B-CH I 000 mBlkB 

Female No. Days of administration 

4 7 14 

F04037 248.8 250.0 258.¥ 261.5 

F04038 263.3 276.8 289.9 296.4 

F04039 234.7 248.1 255.2 258.3 

F04040 254.3 258.1 257.4 264.6 

F04041 271.7 269.7 289.8 297.5 

F04042 236.5 244.2 248.5 251.4 

F04043 239.0 250.7 248.3 265.2 

F04044 264.4 272.6 275.7 298.1 

F04045 241.2 238.0 249.3 258.2 

F04046 257.2 256.6 260.4 274.3 

F04047 249.7 254.2 263.1 277.7 

F04048 237.4 241.4 242.2 261.2 

Number of females 12 12 12 12 

Mean 249.9 255.0 261.5 272.0 

S.D. 12.4 12.4 15.8 16.8 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

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

NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 8-2-1. Body weights of female rats, satellite group 

Control (vehicle: water for injection) 
Female No. Days of administration 

4 7 14 21 28 35 42 

F05049 224.7 240.1 251.0 260.3 269.5 277.7 280.2 278.0 

F05050 258.9 264.4 274.7 265.2 285.6 284.0 297.2 300.9 

F05051 254.8 259.7 261.5 263.8 269.7 271.8 275.0 279.3 

F05052 258.5 271.3 277.6 286.7 293.8 306.5 310.6 310.5 

F05053 255.7 272.9 270.6 278.9 284.5 298.0 301.9 297.7 

F05054 268.8 282.4 286.3 286.8 300.0 311.1 314.8 314.8 

F05055 261.0 271.7 276.7 291.6 310.7 316.7 322.5 328.3 

F05056 246.7 250.2 260.9 270.1 276.7 282.0 298.5 305.4 

F05057 253.1 259.1 259.2 273.4 289.3 295.0 295.1 305.5 

F05058 227.6 234.2 236.9 248.6 263.0 278.3 286.4 288.6 

Number of females 10 10 10 10 10 10 10 10 

Mean 251.0 260.6 265.5 272.5 284.3 292.1 298.2 300.9 

S.D. 14.3 15.3 14.6 13.6 14.9 15.6 15.1 15.7 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

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

8-CH 1000 m糾kg

Female No. Days of administration 

4 7 14 

F06059 266.4 279.3 277.1 301.8 

F06060 257.0 263.0 271.0 282.8 

F06061 256.7 262.9 261.5 275.1 

F06062 253.9 254.5 255.2 261.3 

F06063 270.8 266.2 271.0 286.3 

F06064 225.9 235.7 240.8 236.8 

F06065 274.5 283.5 289.5 297.4 

F06066 238.0 246.7 254.9 259.8 

F06067 246.4 265.7 265.0 266.8 

F06068 245.1 251.9 251.2 254.6 

Number offemales 10 10 10 10 

Mean 253.5 260.9 263.7 272.3 

S.D. 15.1 14.4 14.1 20.3 

Significance NS NS NS NS 

Statistical method 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. 

21 

312.1 

290.0 

282.9 

270.6 

300.5 

236.2 

315.9 

279.7 

276.0 

269.0 

10 

283.3 

23.3 

NS 

TT 

28 35 42 

320.3 329. l 338.3 

296.7 302.2 304.9 

304.8 303.1 301.6 

278.7 283.6 285.5 

303.2 308.5 324.0 

247.5 260.3 263.4 

334.0 342.3 348.5 

290.8 297.2 299.1 

281.8 284.0 290.6 

277.7 277.9 281.6 

10 10 10 

293.6 298.8 303.8 

24.3 24.3 26.4 

NS NS NS 

TT TT TT 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers 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 

1 7 14 

F05054 318.4 320.1 326.2 

F05055 326.8 336.9 345.5 

F05056 304.6 309.2 313.9 

F05057 299.9 314.3 316.3 

F05058 293.6 303.4 295.3 

Number of females 5 5 5 

Mean 308.7 316.8 319.4 

S.D. 13.6 12.8 18.4 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 8-3-2. Body weights offemale rats at the recovery period 

B-CH 1000 m!;';/k!;'; 

Female No. Da~s of recove立
1 7 14 

F06064 268.3 276.2 283.0 

F06065 353.1 358.6 350.8 

F06066 303.1 310.8 318.4 

F06067 291.8 303.1 290.1 

F06068 285.9 293.9 300.6 

Number of females 5 5 5 

Mean 300.4 308.5 308.6 

S.D. 32.0 30.8 27.1 

Significance NS NS NS 

Statistical method TT IT TI 

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

NS: Not significantly different from the control group. 
TT: Analysis by Student's t-test. 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 9-1. Body weights of dams during pregnancy 

Control (vehicle: water for injection) 
Dam No. Days of pregnancy 

゜
7 14 20 

FOIOOI 255.8 292.9 334.6 424.4 

F01002 275.1 318.7 356.0 436.9 

FOI003 265.3 296.0 327.2 417.9 

FOI004 281.1 322.7 370.2 451.2 

F01005 278.9 308.8 341.5 424.0 

FOI006 267.3 308.1 338.1 417.3 

FOI007 279.1 320.8 358.8 441.3 

FOI008 245.7 276.8 310.3 384.2 

F01009 288.9 338.0 381.3 448.5 

FOIOIO 290.2 345.2 386.8 496.0 

F01011 266.0 302.0 325.1 387.7 

FOI012 293.3 345.8 385.0 472.5 

Number of dams 12 12 12 12 

Mean 273.9 314.7 351.2 433.5 

S.D. 14.4 21.4 25.6 32.0 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 9-2. Body weights of dams during pregnancy 

B-CH I 00 mg/kg 

Dam No. Days of pregnancy 

゜
7 14 20 

F02013 244.4 279.1 317.2 392.4 

F02014 280.7 322.8 352.1 438.8 

F02015 261.8 284.5 323.9 415.1 

F02016 275.3 307.2 335.3 416.1 

F02017 274.4 292.1 325.6 400.8 

F02018 291.1 323.9 362.1 461.4 

F02019 269.5 317.6 363.1 460.8 

F02020 294.0 320.5 362.4 457.2 

F02021 277.0 324.4 361.0 441.1 

F02022 292.0 334.7 363.0 439.3 

F02023 277.2 306.9 338.0 415.3 

F02024 278.8 329.0 368.5 464.2 

Number of dams 12 12 12 12 

Mean 276.4 311.9 347.7 433.5 

S.D. 13.8 18.1 18.5 25.0 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

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

NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 9-3. Body weights of dams during pregnancy 

B-CH 300 mg/kg 
Dam No. Days of pregnancy 

゜
7 14 20 

F03025 275.2 303.2 337.3 406.3 

F03026 265.4 294.6 327.1 421.5 

F03027 277.0 312.4 351.4 437.6 

F03028 270.1 308.0 333.7 402.8 

F03029 263.6 293.2 328.8 405.6 

F03030 268.5 301.1 331.0 409.9 

F03031 277.8 309.7 345.9 436.7 

F03032 287.2 324.3 356.4 432.6 

F03033 275.2 313.3 359.6 454.2 

F03035 258.7 288.8 321.2 390.5 

F03036 288.9 334.4 365.3 460.2 

Number of dams 11 11 11 11 

Mean 273.4 307.5 341.6 423.4 

S.D. 9.4 13.6 14.8 22.5 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

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

NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-CyclodextJ.·in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 9-4. Body weights of dams during pregnancy 

B-CH 1000 mg/kg 

Dam No. Days of pregnancy 

゜
7 14 20 

F04037 279.4 314.0 357.3 455.3 

F04038 306.5 335.3 378.6 467.1 

F04039 263.7 295.9 336.1 413.7 

F04040 276.7 308.2 341.8 438.4 

F04041 287.8 345.0 389.5 484.6 

F04042 258.1 294.1 334.7 403.2 

F04043 266.0 291.5 318.4 389.2 

F04044 308.1 339.4 387.4 461.9 

F04045 254.6 295.1 335.9 418.1 

F04046 281.3 312.0 341.8 430.4 

F04047 281.2 321.4 352.4 410.0 

F04048 274.6 309.7 347.3 443.8 

Number of dams 12 12 12 12 

Mean 278.2 313.5 351.8 434.6 

S.D. 16.9 18.5 22.5 28.9 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

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

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 10-1. Body weights of dams during lactation 

Control (vehicle: water for injection) 
Dam No. Days of lactation 

FOIOOJ 300.1 319.3 

F01002 342.1 357.6 

F01003 307.7 322.1 

F01004 362.7 375.3 

F01005 335.2 325.1 

FOI006 320.3 335.2 

F01007 336.4 355.7 

F01008 280.2 305.3 

F01009 362.6 354.5 

F01010 348.4 363.4 

F01011 309.9 324.1 

F01012 355.9 346.5 

Number of dams 12 12 

Mean 330.1 340.3 

S.D. 26.5 21.4 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 10-2. Body weights of dams during lactation 

B-CH 100 mg/kg 

Dam No. Days of lactation 

゜
4 

F02013 315.6 312.4 

F02014 326.8 342.7 

F02015 289.4 324.2 

F02016 320.9 322.2 

F02017 312.9 308.1 

F02018 343.3 352.9 

F02019 336.0 351.2 

F02020 343.0 359.6 

F02021 342.5 368.0 

F02022 342.0 351.4 

F02023 342.7 336.1 

F02024 335.1 353.5 

Number of dams 12 12 

Mean 329.2 340.2 

S.D. 16.8 19.4 

Significance NS NS 

Statistical method AN AN 

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

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 10-3. Body weights of dams during lactation 

B-CH 300 mg/kg 

Dam No. Days of lactation 

゜
4 

F03025 301.2 330.2 

F03026 300.4 328.9 

F03027 339.7 335.9 

F03028 300.1 277.1 

F03029 299.5 331.6 

F03030 304.0 304.0 

F03031 352.5 345.3 

F03032 332.1 340.7 

F03033 333.4 352.6 

F03035 320.5 319.3 

F03036 380.6 356.2 

Number of dams 11 11 

Mean 324.0 329.3 

S.D. 26.6 22.7 

Significance NS NS 

Statistical method AN AN 

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

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 10-4. Body weights of dams during lactation 

B-CH I 000 mg/kg 

Dam No. Days of lactation 

゜
4 

F04037 349.2 341.7 

F04038 379.8 377.0 

F04039 321.9 332.6 

F04040 328.1 341.7 

F04041 359.4 379.4 

F04042 308.8 332.9 

F04043 324.7 326.3 

F04044 339.0 363.5 

F04045 307.0 316.4 

F04046 307.3 324.5 

F04047 319.9 326.5 

F04048 340.2 330.8 

Number of dams 12 12 

Mean 332.1 341.1 

S.D. 22.4 20.9 

Significance NS NS 

Statistical method AN AN 

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

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 11-1-1. Food consumption of male rats 

Control (vehicle: water for injection) 
Male No. Days of administration 

7 14 29 35 41 

MOIOOl 36.2 30.9 29.1 29.0 30.8 28.7 

1¥1101002 28.1 29.3 28.2 31.5 28.1 28.8 

M01003 29.1 28.3 27.3 32.9 33.5 28.5 

M01004 30.9 30.5 27.6 25.9 31.1 31.9 

M01005 32.7 25.9 25.6 30.6 33.4 32.1 

M01006 26.9 28.6 27.0 33.4 27.7 28.6 

M01007 29.8 30.6 29.2 27.9 31.1 29.6 

M01008 29.2 29.7 28.8 32.8 35.4 28.9 

M01009 29.1 29.6 26.3 29.7 34.6 28.7 

MOIOIO 29.1 31.1 30.6 36.6 33.2 32.7 

MO IOI I 33.3 30.8 26.5 26.1 29.0 29.5 

M01012 32.2 32.6 26.7 30.3 29.9 29.5 

Number of males 12 12 12 12 12 12 

Mean 30.6 29.8 27.7 30.6 31.5 29.8 

S.D. 2.6 1.7 1.5 3.1 2.5 1.5 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 11-1-2. Food consumption of male rats 

B-CH I 00 mg/kg 

Male No. Days of administration 
1 7 14 29 

M02013 34.7 32.5 35.6 34.7 

M02014 37.7 34.2 30.0 27.6 

M02015 32.2 30.8 29.3 29.7 

M02016 29.2 27.6 25.9 29.8 

M02017 40.3 34.2 35.3 32.3 

M02018 26.7 24.1 22.9 25.4 

M02019 35.6 33.4 32.9 35.4 

M02020 34.8 33.1 32.7 33.5 

M02021 34.8 25.3 23.5 26.3 

M02022 33.7 33.5 33.3 33.0 

M02023 30.0 28.9 28.4 31.0 

M02024 29.1 33.2 28.6 31.l 

Number of males 12 12 12 12 

Mean 33.2 30.9 29.9 30.8 

S.D. 3.9 3.6 4.3 3.2 

Significance NS NS NS NS 

Statistical method DU DU KW AN 

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

NS: Not significantly different from the control group. 

DU: Analysis by Dunnett's test. 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 

35 41 

33.4 34.6 

31.0 29.9 

30.1 29.2 

27.7 27.4 

31.0 35.5 

22.7 24.3 

35.4 37.5 

34.6 32.6 

27.4 29.7 

35.0 32.5 

11.3 10.7 

27.9 30.6 

12 12 

29.0 29.5 

6.7 6.9 

NS NS 

KW KW 

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. 
AN: Analysis by variance (one-way layout). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 11-1-3. Food consumption of male rats 

B-CH 300 mg/kg 

Male No. Days of administration 
7 14 29 

M03025 36.9 31.5 30.9 32.3 

M03026 35.1 32.8 33.6 32.1 

M03027 35.5 36.6 31.8 34.4 

M03028 30.9 28.5 25.0 30.1 

M03029 27.5 29.9 22.9 27.9 

M03030 35.4 31.2 29.4 32.0 

M03031 29.8 29.0 29.4 32.9 

M03032 29.1 28.0 27.1 31.1 

M03033 34.1 38.0 33.8 34.4 

M03034 31.9 29.8 27.6 28.0 

M03035 30.5 29.2 27.7 29.7 

M03036 31.5 26.9 24.0 29.0 

Number of males 12 12 12 12 

Mean 32.4 31.0 28.6 31.2 

S.D. 3.0 3.4 3.6 2.2 

Significance NS NS NS NS 

Statistical method DU DU KW AN 

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

NS: Not significantly different from the control group. 

DU: Analysis by Dunnett's test. 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 

35 41 

35.2 35.1 

27.5 30.2 

36.5 34.7 

31.6 29.4 

27.9 27.8 

34.5 30.2 

31.8 28.3 

31.2 28.5 

35.8 34.8 

29.1 30.1 

27.3 29.6 

28.1 28.8 

12 12 

31.4 30.6 

3.4 2.7 

NS NS 

KW KW 

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. 
AN: Analysis by variance (one-way layout). 

159 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 11-1-4. Food consumption of male rats 

B-CH 1000 mg/kg 

Male No. Days of administration 
7 14 29 

M04037 26.3 26.3 25.1 29.0 

M04038 29.5 25.5 31.0 35.9 

M04039 31.8 25.9 26.8 30.6 

M04040 27.6 24.5 26.5 30.5 

M04041 28.5 28.7 24.8 31.9 

M04042 31.1 31.1 28.8 35.5 

M04043 29.1 27.8 27.0 31.7 

M04044 29.2 25.3 26.6 29.5 

M04045 33.2 28.0 29.5 32.4 

M04046 26. l 29.3 30.2 33.8 

M04047 31.6 33.5 29.4 32.7 

M04048 20.6 27.5 27.1 30.5 

Number of males 12 12 12 12 

Mean 28.7 27.8 27.7 32.0 

S.D. 3.4 2.6 2.0 2.2 

Significance NS NS NS NS 

Statistical method DU DU KW AN 

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

NS: Not significantly different from the control group. 

DU: Analysis by Dunnett's test. 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 

35 41 

30.3 29.1 

33.4 29.2 

30.2 26.6 

33.l 30.2 

26.7 29.4 

31.3 30.0 

30.2 31.9 

26.1 32.9 

28.6 31.8 

29.7 33.3 

34.9 34.6 

28.7 30.7 

12 12 

30.3 30.8 

2.6 2.2 

NS NS 

KW KW 

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. 
AN: Analysis by variance (one-way layout). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 11-2-1. Food consumption of male rats at the recovery period 

Cont~ 
Male No. Days ofrecove1y 

6 12 

32.4 

34.2 

31.7 

30.7 

31.9 

M01008 32.2 

M01009 29.7 

MOIOIO 31.9 

MOlOl 1 29.6 

M01012 32.5 

Number of males 5 

Mean 31.2 

S.D. 1.4 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextt·in, 2-hydroxypropyl ethers by oral administration in rats 

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

B-CH I 000 mg/kg 
Male No. Da~s ofrecove立

6 12 

M04044 31.5 34.2 

M04045 28.0 30.8 

M04046 34.5 34.3 

M04047 33.2 30.9 

M04048 30.1 28.7 

Number of males 5 5 

Mean 31.5 31.8 

S.D. 2.6 2.4 

Significance NS NS 

Statistical method TT TT 

Significantly different介omthe control group (*: P<0.05, **: P<O.O 1). 
NS: Not significantly different from the control group. 
TI: Analysis by Student's t-test. • 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix I 2-1-1. Food consumption offemale rats 

Control (vehicle: water for injection) 
Female No. Days of administration 

l 7 14 

FOlOOI 18.3 19.9 15.7 

FOI002 17.1 25.8 21.2 

FOI003 19.5 21.5 19.8 

FOI004 14.9 20.0 18.7 

F01005 24.1 21.3 22.7 

FOI006 20.5 22.2 18.0 

FOI007 23.9 22.7 24.3 

F01008 17.9 21.2 16.3 

FOI009 17.2 26.0 26.3 

FOIOIO 24.2 24.6 21.1 

FOIOll 22.9 20.4 20.8 

F01012 28.3 25.3 28.5 

Number of females 12 12 12 

Mean 20.7 22.6 21.1 

S.D. 3.9 2.3 3.9 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 12-1-2. Food consumption offemale rats 

B-CH I 00 mg/kg 
Female No. Da~s of administration 

I 7 14 

F02013 17.2 20.2 15.8 

F02014 22.9 19.0 21.2 

F02015 22.4 16.0 17.6 

F02016 24.3 13.7 20.0 

F02017 22.7 19.2 19.9 

F02018 22.3 21.4 24.2 

F02019 16.8 20.9 19.2 

F02020 21.8 23.2 23.8 

F02021 23.7 18.5 22.2 

F02022 27.2 19.2 25.1 

F02023 26.1 18.7 24.7 

F02024 23.6 14.5 22.7 

Number of females 12 12 12 

Mean 22.6 18.7 21.4 

S.D. 3.0 2.8 2.9 

Significance NS ＊＊ NS 

Statistical method AN DU AN 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 
DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号：R＿12-006

Combined repeat dose and reproductive/developmental toxicit)1 screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 12-1-3. Food consumption offemale rats 

B-CH 300 m糾kg
Female No. Days of administration 

7 14 29 

F03025 23.6 19.8 16.7 

F03026 15.9 22.4 18.4 

F03027 23.0 16.5 20.4 

F03028 20.9 20.5 21.5 

F03029 20.4 19.0 13.9 

F03030 22.3 21.9 18.3 

F03031 17.8 22.4 21.5 

F03032 21.7 23.1 23.8 

F03033 15.2 21.3 15.7 

F03034 21.7 17.2 13.8 12.6 

F03035 19.1 16.9 22.3 

F03036 16.7 21.1 22.2 

Number of females 12 12 12 

Mean 19.9 20.2 19.0 

S.D. 2.9 2.3 3.4 

Significance NS NS NS 

Statistical method AN DU AN NA 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 
DU: Analysis by Dunnett's test. 

35 41 48 

18.5 16.5 24.0 

NA 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. 

165 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 12-1-4. Food consumption offemale rats 

B-CH I 000 mg/kg 
Female No. Days of administration 

l 7 14 

F04037 19.8 24.0 24.8 

F04038 25.6 26.1 26.3 

F04039 25.2 21.7 24.3 

F04040 20.1 20.9 14.7 

F04041 25.6 17.5 25.3 

F04042 21.3 19.3 18.7 

F04043 19.4 22.3 21.3 

F04044 24.4 24.0 21.1 

F04045 23.0 12.8 20.3 

F04046 23.7 22.7 18.1 

F04047 17.0 21.4 24.4 

F04048 21.5 21.2 16.3 

Number offemales 12 12 12 

Mean 22.2 21.2 21.3 

S.D. 2.8 3.5 3.8 

Significance NS NS NS 

Statistical method AN DU AN 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 
DU: Analysis by Dunnett's test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 12-2-1. Food consumption offemale rats, satellite group 

Control (vehicle: water for injection) 
Female No. Days of administration 

I 7 14 21 29 35 41 

F05049 19.6 20.0 22.6 19.7 17.9 20.2 10.9 

F05050 21.8 18.4 19.2 23.0 20.3 23.0 21.0 

F05051 23.4 21.7 17.6 18.5 20.3 22.9 21.3 

F05052 26.9 25.7 24.1 23.9 23.8 23.6 19.7 

F05053 23.7 22.8 19.9 22.2 18.6 23.0 15.6 

F05054 18.4 25.3 22.8 17.9 17.0 21.4 18.6 

F05055 25.6 22.5 23.0 25.5 25.9 21.0 22. l 

F05056 24.3 15.7 23.5 27.1 24.3 I 6.1 26.4 

F05057 22.9 20.3 18.8 20.1 22.2 22.4 20.3 

F05058 15.8 22.9 25.0 17.9 19.8 23.8 21.3 

Number of females 10 10 10 JO 10 10 10 

Mean 22.2 21.5 21.7 21.6 21.0 21.7 19.7 

S.D. 3.4 3.0 2.5 3.3 2.9 2.3 4.1 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

B-CH I 000 mg/kg 
Female No. Da~s of administration 

7 14 21 

F06059 18.8 24.5 24.2 19.4 

F06060 24.8 24.5 18.4 25.5 

F06061 21.0 21.5 24.8 25.1 

F06062 16.4 19.7 20.8 16.4 

F06063 22.0 22.7 17.9 24.1 

F06064 20.7 21.0 21.2 22.2 

F06065 19.8 25.8 24.4 20.8 

F06066 17.6 23.6 23.6 18.2 

F06067 24.4 25.6 24.0 18.9 

F06068 17.2 23.2 22.6 20.0 

Number of females 10 10 10 10 

Mean 20.3 23.2 22.2 21.1 

S.D. 2.9 2.0 2.5 3.1 

Significance NS NS NS NS 

Statistical method IT TT TT TI 

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

NS: Not significantly different from the control group. 

TT: Analysis by Student's t-test. 

AW: Analysis by Aspin-Welch t-test. 

29 

25.2 

23.5 

21.3 

15.9 

23.6 

17.7 

18.9 

17.9 

16.4 

18.5 

10 

19.9 

3.3 

NS 

TI 

35 41 

17.6 21.6 

21.8 20.5 

25.6 19.9 

19.4 18.0 

21.4 24.0 

22.0 21.1 

26.3 20.9 

24.9 20.0 

24.9 18.4 
23.9 20.8 

10 10 

22.8 20.5 

2.8 1.7 

NS NS 

TT AW  

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 12-3-1. Food consumption of female rats at the recove1-y period 

Control (vehicle: water for injection) 
Female No. Days of recovery 

6 12 

F05054 19.8 19.5 

F05055 20.3 19.8 

F05056 22.5 25.3 

F05057 20.5 16.8 

F05058 23.8 23.1 

Number offemales 5 5 

Mean 21.4 20.9 

S.D. 1.7 3.3 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 12-3-2. Food consumption offemale rats at the recovery period 

B-CH 1000 m糾k&

Female No. Days ofrecovery 
6 12 

F06064 19.8 21.6 

F06065 24.3 24.7 

F06066 21.6 21.5 

F06067 23.3 19.4 

F06068 22.2 21.1 

Number of females 5 5 

Mean 22.2 21.7 

S.D. 1.7 1.9 

Significance NS NS 

Statistical method TT TT 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
NS: Not significantly different from the control group. 
TT: Analysis by Student's t-test. 
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 13-1. Food consumption in dams during pregnancy 

Control (vehicle: water for injection) 
Dam No. Days of pregnancy 

゜
7 14 20 

FOIOOI 21.9 23.1 26.8 21.5 
FOI002 26.0 28.3 26.2 26.8 

FOI003 20.4 27.7 25.4 21.8 

FOI004 23.8 29.9 31.4 26.9 

FOI005 17.7 25.8 23.9 24.7 

F01006 22.9 27.5 25.5 20.3 

F01007 19.7 28.9 29.8 22.3 

FOI008 21.4 26.4 23.4 20.8 
FOI009 25.0 31.7 31.0 20.2 

FOIOIO 24.7 33.0 33.3 26.5 
FOlOll 20.0 21.4 24.5 19.6 
F01012 31.2 31.6 26.8 29.1 

Number of dams 12 12 12 12 
Mean 22.9 27.9 27.3 23.4 
S.D. 3.6 3.5 3.2 3.2 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 13-2. Food consumption in dams during pregnancy 

B-CH 100 mg/kg 
Dam No. Days of pregnancy 

゜
7 14 

F02013 16.9 23.4 22.0 

F02014 22.5 30.7 21.9 

F02015 19.3 23.4 25.0 

F02016 17.9 26.3 22.8 

F02017 18.6 23.7 22.0 

F02018 23.6 24.0 27.8 

F02019 18.1 29.3 28.3 

F02020 20.7 23.8 29.4 

F02021 22.4 30.3 23.0 

F02022 19.4 30.1 31.0 

F02023 20.3 29.5 22.5 

F02024 24.4 31.7 27.2 

Number of dams 12 12 12 

Mean 20.3 27.2 25.2 

S.D. 2.4 3.4 3.3 

Significance NS NS NS 

Statistical method AN AN AN 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 

20 

22.1 

23.9 

22.5 

19.4 
21.1 
26.3 

30.1 

28.6 

27.3 

28.2 

27.8 

22.6 

12 

25.0 

3.5 

NS 

AN 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 13-3. Food consumption in dams during pregnancy 

B-CH 300 mg/k 
Dam No. Days of pregnancy 

゜
7 14 

F03025 20.1 25.3 25.2 

F03026 24.1 22.8 23.1 

F03027 16.5 27.0 25.8 

F03028 20.3 28.9 24.7 

F03029 21.2 24.8 26.4 
F03030 18.9 26.1 21.6 

F03031 22.4 20.3 26.l 

F03032 22.0 26.5 25.9 

F03033 20.4 29.0 31.8 

F03035 19.1 23.5 25.3 

F03036 20.4 28.4 30.4 
Number of dams 11 11 11 

Mean 20.5 25.7 26.0 

S.D. 2.0 2.7 2.9 

Significance NS NS NS 

Statistical method AN AN AN 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 

20 

23.4 

25.9 

23.1 

19.2 

20.7 

19.0 

23.8 

19.4 

23.4 
24.1 

25.6 

1 I 

22.5 

2.5 

NS 

AN 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 13-4. Food consumption in dams during pregnancy 

B-CH I 000 mg/kg 
Dam No. Days of pregnancy 

゜
7 14 

F04037 23.8 29.1 29.6 

F04038 15.9 30.1 30.5 

F04039 23.6 24.5 28.l 

F04040 21.7 27.6 26.6 

F0404I 23.1 32.0 35.0 

F04042 20.3 26.3 24.7 

F04043 21.7 24.9 24.0 

F04044 22.9 30.4 30.4 
F04045 20.3 23.7 21.8 

F04046 21.8 30.7 28.3 

F04047 22.8 29.3 23.7 

F04048 24.1 27.0 28.8 

Number of dams 12 12 12 

Mean 21.8 28.0 27.6 

S.D. 2.3 2.7 3.7 

Significance NS NS NS 

Statistical method AN AN AN 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 

20 

21.7 

21.0 

22.9 

22.0 

34.0 

22.8 

26.4 
14.9 

14.7 

23.4 
22.6 

26.9 

12 

22.8 

5.1 

NS 

AN 

UA: Unable to be analyzed because the value in the treated group was the saine as the value in the control group. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration iI1 rats 

Appendix 14-1. Food consumption in dams during lactation 

Control (vehicle: water for injection) 
Dam No. Days of lactation 

3 

FOlOOI 40.7 

F01002 52.8 

F01003 37.7 

F01004 52.8 

F01005 34.7 

F01006 33. l 

F01007 47.7 

F01008 41.2 

F01009 42.0 

F01010 43.5 

FOIOll 38.3 

F01012 41.2 

Number of dams 12 

Mean 42.1 

S.D. 6.3 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 14-2. Food consumption in dams during lactation 

8-CH I 00 mg/kg 

Dam No. Days of lactation 

3 

F02013 41.7 

F02014 50.7 

F02015 47.3 

F02016 39.1 

F02017 39.1 

F02018 42.8 

F02019 42.9 

F02020 44.1 

F02021 46.1 

F02022 43.7 

F02023 38.2 

F02024 39.6 

Number of dams 12 

Mean 42.9 

S.D. 3.8 

Significance NS 

Statistical method AN 

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

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodex1:I"in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 14-3. Food consumption in dams during lactation 

B-CH 300 mg/kg 

Dam No. Days of lactation 

3 

F03025 45.9 

F03026 41.3 

F03027 43.6 

F03028 28.2 

F03029 43.6 

F03030 32.6 

F03031 37.9 

F03032 40.9 

F03033 41.9 

F03035 35.5 

F03036 39.1 

Number of dams 11 

Mean 39.1 

S.D. 5.3 

Significance NS 

Statistical method AN 

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

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 14-4. Food consumption in dams during lactation 

B-CH 1000 mg/kg 
Dam No. Days of lactation 

3 

F04037 41.6 

F04038 42.0 

F04039 41.1 

F04040 45.5 

F04041 48.4 

F04042 44.5 

F04043 37.2 

F04044 41.7 

F04045 44.6 

F04046 48.9 

F04047 43.2 

F04048 42.5 

Number of dams 12 

Mean 43.4 

S.D. 3.2 

Significance NS 

Statistical method AN 

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

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrm, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 15-1. Functional findi11gs of male rats at the last week of the dos mg period 
Control (vehicle: water for injection) 

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

MOIOOI 
M01002 
M01003 
MOI004 
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 

2 or+, nonnal 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 15-2. Functional findings of male rats at the last week of the dosing period 

B-CH I 00 mg/kg 

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

M02013 
M02014 
M02015 
M02016 
M02017 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

+
+
+
+
+
 

2
2
2
2
2
 

2
2
2
2
2
 

2
2
2
2
2
 

2
2
2
2
2
 

Total 2: 5 2: 5 2: 5 2: 5 +: 5 +: 5 +:5 

2 or+, normal 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral admmistration in rats 

Appendix 15-3. Functional findiI1gs of male rats at the last week of the dosing period 
B-CH 300 mg/kg 

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

M03025 
M03026 
M03027 
M03028 
M03029 

＋

＋

＋

＋

＋

 

+
+
+
+
+
 

+
+
+
+
+
 

2
2
2
2
2
 

2
2
2
2
2
 

2
2
2
2
2
 

2
2
2
2
2
 

Total 2: 5 2: 5 2: 5 2: 5 +: 5 +:5 +: 5 

2or+,no皿 al
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 15-4. Functional findings of male rats at the last week of the dosing period 

B-CH I 000 mg/kg 

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

M04037 
M04038 
M04039 
M04040 
M0404I 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 16-1. Functional findings of female rats at the last week of the dosing period 

Control (vehicle: water for injection) 
Female, dam 

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

F01003 
FOI005 
F01007 
FOIOIO 
F01012 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

+

+

+

+

+

 

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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 16-2. Functional findings offemale rats at the last week of the dosing period 

B-CH 100mg/kg 
Female, dam 

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

F02014 
F02015 
F02016 
F02019 
F02021 

＋

＋

＋

＋

＋

 

+
+
+
+
+
 

＋

＋

＋

＋

＋

 

2
2
2
2
2
 

2
2
2
2
2
 

2
2
2
2
2
 

2
2
2
2
2
 

Total 2: 5 2: 5 2: 5 2: 5 +: 5 +: 5 +: 5 

2 or+, normal 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 16-3. Functional findings of female rats at the last week of the dosing period 

B-CH 300 mg/kg 

Female, dam 

Female No. Righting reflex Visual placmg Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

F03027 
F03028 
F03030 
F03032 
F03035 

+
+
+
+
+
 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

2
2
2
2
2
 

2
2
2
2
2
 

2
2
2
2
2
 

2
2
2
2
2
 

Total 2: 5 2: 5 2: 5 2: 5 +: 5 +: 5 +:5 

2 or+, nom1al 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 16-4. Functional findings of female rats at the last week of the dosing period 

B-CH I 000 mg/kg 
Femal~ dam 

Female No Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

F04038 
F04041 
F04043 
F04045 
F04047 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

+
+
+
+
+
 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

2

2

2

2

2

 

Total 2: 5 2: 5 2: 5 2: 5 +: 5 +: 5 +: 5 

2 or+, nomial 
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試験番号：R＿12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 16-5. Functional findings of female rats at the last week of the dosing period 

Control (vehicle: water for injection) 
Female, satellite groups 

Female No. Rigl1ting reflex Visual 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 +: 5 +: 5 +:5 

2 or+, nonnal 
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試験番号：R-12_006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 16-6. Functional findings of male rats and female rats at the end of the dosing period 

8-CH I 000 mg/kg 

Female, satellite groups 

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex 

F06059 
F06060 
F06061 
F06062 
F06063 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

＋

＋

＋

＋

＋

 

2
2
2
2
2
 

2
2
2
2
2
 

2
2
2
2
2
 

2
2
2
2
2
 

Total 2: 5 2: 5 2: 5 2: 5 +: 5 +: 5 +: 5 

2 or+, nonnal 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 17-1. Assessment of grip strength of male rats at the last week of the dosing period 

Male No. 

MOIOOI 

M01002 

M01003 

M01004 

M01005 

Number of males 

Mean 

S.D. 

Administration period 

Forelimb 1-Iindlimb 

(kg) (kg) 

0.791 0.210 

0.732 0.536 

0.993 0.267 

0.822 0.505 

1.098 0.367 

5 5 

0.887 0.377 

0.153 0.143 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 17-2. Assessment of grip strength of male rats at the last week of the dosing period 

B-CH 100 mg/kg 

Male No. 

M02013 

M02014 

M02015 

M02016 

M02017 

Number of males 

Mean 

S.D. 

Administration period 

Forelimb Hindlimb 

(kg) (kg) 

1.057 0.359 

1.072 0.408 

1.022 0.452 

0.972 0.397 

0.964 0.366 

5 5 

1.017 0.396 

0.049 0.037 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 17-3. Assessment of grip strength of male rats at the last week of the dosing period 

B-CH 300 mg/kg 

Male No. 

M03025 

M03026 

M03027 

M03028 

M03029 

Number of males 

Mean 

S.D. 

Administration period 

Forelimb Hindlimb 

(kg) (kg) 

0.883 0.531 

0.877 0.610 

0.911 0.473 

0.996 0.393 

0.978 0.422 

5 5 

0.929 0.486 

0.055 0.087 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 17-4. Assessment of grip strength of male rats at the last week of the dosing period 

B-CH 1000 mg/kg 

Male No. 

M04037 

M04038 

M04039 

M04040 

M04041 

Number of males 

Mean 

S.D. 

Administration period 

Forelimb Hindlimb 

(kl:¥) (kg) 

0.946 0.416 

1.176 0.474 

0.992 0.449 

1.198 0.590 

0.943 0.415 

5 5 

1.051 0.469 

0.126 0.072 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 18-1. Assessment of grip strength of female rats at the last week of the dosing period 

Control (vehicle: water for injection) 

Female No. Administration period 

Forelimb Hindlimb 

(kg) (kg) 

F01003 1.045 0.482 

F01005 0.743 0.360 

F01007 0.939 0.733 

FOIOJO 0.959 0.476 

F01012 1.027 0.527 

Number of females 5 5 

Mean 0.943 0.516 

S.D. 0.120 0.136 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 18-2. Assessment of grip strength of female rats at the last week of the dosing period 

B-CH 100 mg/kg 

Female No. 

F02014 

F02015 

F02016 

F02019 

F02021 

Number of females 

Mean 

S.D. 

Administration period 

Forelimb Hindlimb 

(kg) (kg) 

0.952 0.512 

0.902 0.608 

0.920 0.346 

0.841 0.654 

0.890 0.483 

5 5 

0.901 0.521 

0.041 0.120 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 18-3. Assessment of grip strength of female rats at the last week of the dosing period 

B-CI-1 300 mg/kg 

Female No. 

F03027 

F03028 

F03030 

F03032 

F03035 

Number offemales 

Mean 

S.D. 

Administration period 

Forelimb I--lindlimb 

(kg) (kg) 

0.799 0.332 

0.809 0.309 

1.129 0.301 

1.138 0.371 

0.847 0.353 

5 5 

0.944 0.333 * 

0.174 0.029 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 18-4. Assessment of grip strength of female rats at the last week of the dosing period 

B-CH 1000 mg/kg 

Female No. 

F04038 

F04041 

F04043 

F04045 

F04047 

Number of females 

Mean 

S.D. 

Administration period 

Forelimb Hindlimb 

1.036 0.466 

0.954 0.563 

0.916 0.362 

1.015 0.352 

0.827 0.442 

5 5 

0.950 0.437 

0.084 0.086 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 19-1. Assessment of grip strength of female rats at the last week of the dosing period, satellite group 

Control (vehicle: water for injection) 

Female No. ~ 

Forelimb Hindlimb 

(kg) (kg) 

F05049 1.059 0.358 

F05050 1.041 0.391 

F05051 1.032 0.226 

F05052 1.024 0.544 

F05053 1.032 0.548 

Number of females 5 5 

Mean 1.038 0.413 

S.D. 0.013 0.136 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 19-2. Assessment of grip strength of female rats at the last week of the dosing period, satellite group 

8-CH I 000 mg/kg 

Female No. 

F06059 

F06060 

F06061 

F06062 

F06063 

Number of females 

Mean 

S.D. 

Administration period 

Forelimb Hindlimb 

(kg) (kg) 

0.940 0.439 

1.057 0.468 

1.042 0.321 

1.016 0.404 

1.070 0.463 

5 5 

1.025 0.419 

0.052 0.060 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers 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 eeriod 

Ambulation (counts) Rearing (counts) 

5min IOmin 15min 20min Total 5min lOmin 15min 20min Total 

MOIOOI 1181 973 989 881 4024 38 34 31 20 123 

M01002 1278 1101 970 885 4234 49 33 24 20 126 

M01003 1198 1248 1181 771 4398 36 41 34 22 133 

M01004 1246 1203 1059 510 4018 28 29 26 5 88 

M01005 1023 763 705 316 2807 20 17 14 6 57 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 1185 1058 981 673 3896 34 31 26 15 105 

S.D. 98 196 175 251 629 11 ， 8 8 32 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 20-2. Motor activity of male rats at the last week of the dosing period 

8-CH I 00 mg/kg 

Male No. Administration eeriod 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

M02013 1081 1047 991 950 4069 42 36 24 23 125 

M02014 886 692 657 744 2979 23 ， 11 13 56 

M02015 1105 853 823 490 3271 37 29 26 14 106 

M02016 1118 1349 1085 887 4439 20 25 17 10 72 

M02017 1355 1210 1148 722 4435 46 36 25 15 122 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 1109 1030 941 759 3839 34 27 21 15 96 

S.D. 167 265 200 178 676 12 11 6 5 31 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hy由oxypropylethers by oral administration in rats 

Appendix 20-3. Motor activity of male rats at the last week of the dosing period 

B-CH 300 mg/kg 

Male No. Administration eeriod 

Ambulation (counts) Rearing (counts) 

5min IOmin 15min 20min Total 5min lOmin 15min 20min Total 

M03025 1311 1392 1208 1237 5148 39 35 34 31 139 

M03026 1205 1128 1064 979 4376 44 30 19 22 115 

M03027 1360 1188 1166 1006 4720 50 32 39 20 141 

M03028 1158 1067 981 882 4088 43 38 34 16 131 

M03029 1158 796 872 747 3573 43 15 20 7 85 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 1238 1114 1058 970 4381 44 30 29 19 122 

S.D. 92 216 137 180 600 4 ， ， ， 23 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 20-4. Motor activity of male rats at the last week of the dosing period 

B-CH 1000 mg/kg 

Male No. Administration eeriod 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

M04037 1873 1932 1847 1665 7317 26 30 19 11 86 

M04038 1320 1026 1105 748 4199 43 26 40 22 131 

M04039 1098 959 880 589 3526 39 31 22 11 103 

M04040 701 724 746 618 2789 27 44 24 20 115 

M04041 937 1128 905 1058 4028 26 43 20 27 116 

Number of males 5 5 5 5 5 5 5 5 5 5 

Mean 1186 1154 1097 936 4372 32 35 25 18 110 

S.D. 446 460 439 448 1735 8 8 ， 7 17 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers 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) 

Female No. Administration 12eriod 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

FOI003 1212 999 1006 541 3758 22 14 18 ， 63 

F01005 1880 1782 1460 1032 6154 35 14 ， 3 61 

F01007 1086 993 595 515 3189 42 34 12 13 IOI 

F01010 1143 1019 1138 557 3857 29 24 16 1 70 

F01012 1224 1167 823 1031 4245 33 26 27 13 99 

Number of females 5 5 5 5 5 5 5 5 5 5 

Mean 1309 1192 1004 735 4241 32 22 16 8 79 

S.D. 324 337 326 271 1134 7 ， 7 6 20 

203 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 21-2. Motor activity of female rats at the last week of the dosing period 

B-CH 100 mg/kg 

Female No. Administration eeriod 

Ambulation (counts2 Rearin~ (counts) 

5min IOmin 15min 20min Total 5min IOmin 15min 20min Total 

F02014 1276 929 705 523 3433 37 II 10 2 60 

F02015 1065 916 713 615 3309 38 24 11 10 83 

F02016 678 593 419 402 2092 20 32 17 7 76 

F02019 1304 945 970 732 3951 40 26 8 7 81 

F02021 870 1161 930 290 3251 28 26 8 11 73 

Number offemales 5 5 5 5 5 5 5 5 5 5 

Mean 1039 909 747 512 3207 33 24 11 7 75 

S.D. 267 203 220 174 682 8 8 4 4 ， 
Significantly different from the control group (*: P<0.05, **: P<O.O I). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 21-3. Motor activity of female rats at the last week of the dosing period 

B-CH 300 mg/kg 

Female No. Administration eeriod 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min IOmin 15min 20min Total 

F03027 1156 923 339 144 2562 36 27 4 

゜
67 

F03028 1048 684 852 693 3277 27 10 10 14 61 

F03030 1084 608 607 413 2712 21 8 2 2 33 

F03032 985 983 1027 849 3844 43 63 29 21 156 

F03035 1102 960 960 630 3652 35 29 18 7 89 

Number of females 5 5 5 5 5 5 5 5 5 5 

Mean 1075 832 757 546 3209 32 27 13 ， 81 

S.D. 64 173 283 274 563 ， 22 11 .9 46 

Significantly different from the control group (*: P<0.05, **: P<O.O 1). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 21-4. Motor activity of female rats at the last week of the dosing period 

B-Cl-1 I 000 mg/kg 

Female No. Administration eeriod 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min lOmin 15min 20min Total 

F04038 1154 882 887 595 3518 32 35 14 20 101 

F04041 1275 915 671 225 3086 36 14 8 

゜
58 

F04043 1132 969 663 531 3295 26 17 3 5 51 

F04045 1279 937 807 710 3733 27 20 15 3 65 

F04047 971 743 914 1066 3694 25 27 26 21 99 

Number of females 5 5 5 5 5 5 5 5 5 5 

Mean 1162 889 788 625 3465 29 23 13 10 75 

S.D. 126 88 118 305 274 5 8 ， 10 24 

Significantly different from the control group (*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-CyclodextI·in, 2-hydroxypropyl ethers 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 12eriod 

Ambulation (counts) Rearing (counts) 
5min !Ornin 15min 20min Total 5min lOmin 15min 20min Total 

F05049 1121 1161 1030 758 4070 48 44 37 7 136 

F05050 1157 1172 1089 1020 4438 39 23 31 26 119 

F05051 1101 1096 1026 1049 4272 33 48 35 31 147 

F05052 1232 1079 1189 1046 4546 35 25 33 21 114 

F05053 1205 1342 1350 1145 5042 36 66 59 42 203 

Number of females 5 5 5 5 5 5 5 5 5 5 

Mean 1163 1170 1137 1004 4474 38 41 39 25 144 

S.D. 55 104 136 145 365 6 18 11 13 36 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 22-2. Motor activity offemale rats at the last week of the dosing period, satellite grou 

B-CH 1000 mg/kg 

Female No. Administration eeriod 

Ambulation (counts) Rearing (counts) 

5min lOmin 15min 20min Total 5min JOmin 15min 20min Total 

F06059 1318 1122 1204 851 4495 33 23 44 10 110 

F06060 793 798 635 694 2920 47 38 21 43 149 

F06061 1368 1248 1496 1366 5478 48 48 72 33 201 

F06062 1013 870 859 973 3715 29 24 17 13 83 

F06063 1045 900 821 677 3443 22 28 24 16 90 

Number of females 5 5 5 5 5 5 5 5 5 5 

Mean 1107 988 1003 912 4010 36 32 36 23 127 

S.D. 237 189 344 281 998 II 11 23 14 49 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextr in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 23-1-1. Urinalysis in male rats 

Control~ 

Male No. 
Color Turbidity pH Protein 

Quality 

Glucose Ketone Bilirubin 
Occult 
blood 

Urobilinogen Red blood 
cells 

Urinary sediments 
White-blood 

Casts 
cells 

Crystals Epithelial 
cells 

MOIOOI 

MOI002 

MOI003 

MOI004 

M01005 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Lightrellow 

7.0 

7.5 

7.0 

7.0 

8.0 

＋

士

＋

＋

＋

士

＋

＋

士

＋

＋

＋

＋

士

土

士

士

士

Male No 
Urine volume 
(mL/24hr) 

Specific 

gravity 

MOIOOI 

MOI002 

MOI003 

MOI004 

MOIOOS 

Number of males 

Mean 

士S.D.

14.2 

11.7 

16.6 

12.1 

22.4 ． 

5 

15.4 

4.4 

1.070 

1.070 

1.071 

1.068 

1.049 

5 

1.066 

0.009 

Electrolyte, density 
(mEqIL) 

K 

218.4 

206.1 

236.8 § 

245.0 § 

195.6 § ・．

5 

220.4 

20.6 

辿
122.7 

105.9 

111.7 

100.3 

102.4 

5 

108.6 

9.0 

Cl 

137.8 

124.0 

142.8 

122.7 

97.5 ． 

5 

125.0 

17.6 

Electrolyte, gross volume 
(mEq/24 hr) 

K 
3.10 

2.41 

3.93 

2.96 

4.38 

5 

3.36 

0.79 

告
1.24 

1.85 

1.21 

2.29 :..._ 

5 

1.67 

0.45 

Cl 

1.96 

1.45 

2.37 

1.48 

2.18 
・一

5 

1.89 

0.41 

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data. 

Turbidity, -: negative 

Prote in，土： IO~and<30 mg/dL; +: 30~and< 100 mg/dL; 2+: 100争 nd< 300 mg/dL 

Glucose,-: negative 
Ketone, -: negative ;士： S~and< 10 mg/dL; +: IO~and<40 mg/dL 

Bilirubin, -: negative 
Occult blood, -: negative ；士： 0.03~and<0.06 mg/dL 

Urobilinogen,士： normal; +: 2.0印 nd<4.0mg/dL; 2+: 4.0~and< 8.0 mg/dL 

Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed 
Crystals, -: not observed；士： afew 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextr in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 23-1-2. Urinalysis in male rats 

B-CH 100111叫k

Male No. 
Color Turbidity pH Protein 

Quality 

Glucose Ketone Bilirubin 
Occult 
blood 

Urobilinogen Red blood 
cells 

Urinary sediments 

White blood 
Casts 

cells 
Crystals Epithelial 

cells 

M02013 

M02014 

M02015 

M02016 

M02017 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Light yellow 

7.0 

8.0 

8.0 

7.5 

7.5 

＋

＋

＋

＋

士

2
 

士

土

土

士

士

土

＋

士

士

士

土

士

士

Male No. 
Urine volume 
(mL/24hr) 

M02013 

M02014 

M02015 

M02016 

M02017 

Number of males 

Mean 

士S.D.

20.7 

15.3 

12.9 

19.0 

28.2 
—-— 5 

19.2 

5.9 

Specific 

gravity 

1.039 

1.059 

1.066 

1.049 

1.038 

5 

1.050 

0.012 

Electrolyte, density 
(mEq/L) 
上
146.5 

198.1 

237.1 § 

185.6 

151.7 ． 

5 

183.8 

37.0 

7

7

7

9

7

9

5

 

N
a
-
4
5
6
1
1
3
3
7
3
砂一

5
7
6
3
3

1
7
7
3
2
4
2
狐

1
-
5
げ

5

c
-
3
6
1
4
8
8
8
3
 

- -- -- -- ---

Electrolyte, gross volume 
(mEq/24 hr) 

K 
3.03 

3.03 

3.06 

3.53 

4.28 

5 

3.39 

0.54 

a
9
5
9
4
刀

AO
町一

5
A
O
4
6

N

＿゚o
l

l

l

l

o

Cl 

0.78 

0.97 

1.86 

1.58 

2.29 

-― 5 

1.50 

0.62 

§,There-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data. 

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

Turbidity, -: negative 

Prote in，士： 10~and<30 mg/dL; +: 30争 nd<100 mg/dL; 2+: 10鰭 and<300 mg/dL 

Glucose, -: negative 
Ketone, -: negative ；土： 5~and< 10 mg/dL; +: !O~and<40 mg/dL 

Bilirubin, -: negative 

Occult blood, -: negative ;士： 0.03~and<0.06 mg/dL 

Urobilinogen,士： normal; +: 2.0 ~and< 4.0 mg/dL ; 2+: 4.0 ~and< 8.0 mg/dL 

Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed 

C1ystals, -: not observed亨 '.afew 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 23-1-3. Urinalysis in male rats 

B-CH 300 m紺K

Male No. 
Color Turbidity pH Protein 

Quality 

Glucose Ketone Bilirubin 
Occult 
blood 

Urobilinogen Red blood 
cells 

Urinary sediments 

White blood 
Casts 

cells 
Crystals Epithelial 

cells 
M03025 

M03026 

M03027 

M03028 

M03029 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Light yellow 

7.0 

7.0 

7.0 

7.0 

7.0 

士

士

士

士

士

土

士

土

士

土

＋

＋

＋

士

＋

＂
士
士

士

一

士

Male No. 
Urine volume 
(mL/24hr) 

Specific 

gravity 

M03025 

M03026 

M03027 

M03028 

M03029 

Number of males 

Mean 

士S.D

21.2 

16.7 

22.7 

43.5 

当
23.8 

11.4 

1.057 

1.054 

1.049 

1.024 

1.065 

5 

1.050 

0.016 

Na-IOl968545
IJo
-
5
叩

30

Electrolyte, density 
(mEqIL) 

K 

199.7 

180.0 

177.9 

111.2 § 

248.0 § 
’`  

5 

183.4 

49.2 

_Q_ 
117.7 

83.9 

88.5 

53.7 

143.1 ． 

5 

97.4 

34.2 

Electrolyte, gross volume 
(mEq/24 hr) 

K 
4.23 

3.01 

4.04 

4.84 

3.74 

5 

3.97 

0.67 

告
1.61 

1.95 

1.99 

1.97 

5 

1.93 

0.19 

Cl 

2.50 

1.40 

2.01 

2.34 

2.16 ;__ 

5 

2.08 

0.42 

§,There-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data. 

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

Turbidity,-: negative 

Protein，士：JO;£and<30mg/dL; +: 30;::aandく］00mg/dL ; 2+: I 00 ;£and< 300 mg/dL 

Glucose, -: negative 
Ketone, -: negative；土： 5;£and<10 mg/dL; +: JO;£and<40 mg/dL 

Bilirubin, -: negative 

Occult blood, -: negative；士： 0.03;£and<0.06mg/dL 

Urobilinogen,士： normal;+:2.0;£and<4.0 mg/dL; 2+: 4.0;£and < 8.0 mg/dL 

Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed 

Crystals,-: not observedヰ： afew 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 23-1-4. Urinalysis in male rats 

B-CH I 00 mg/k 

Male No. 
Color Turbidity pH Protein 

Quality 

Glucose Ketone Bilirubin 
Occult 
blood 

Urobilinogen 
Red blood 

cells 

Urinary sediments 

White blood 
Casts 

cells 
Crystals Epithelial 

cells 

M04037 

M04038 

M04039 

M04040 

M04041 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Light四low

6.5 

7.0 

7.0 

7.0 

6.5 

+
+
+
+
+
 

2

2

2

 

＋ 

-
+
+
+
 

5
士

＋

士

＋

士

士

士

士

＋

―

Male No. 
Urine volume 
(mL/24hr) 

Specific 

gravity 

M04037 

M04038 

M04039 

M04040 

M04041 

Number of males 

Mean 

士S.D.

11.3 

19.6 

15.9 

18.8 

10.5 ． 

5 

15.2 

4.2 

1.073 

1.058 

1.057 

1.053 

1.076 ． 

5 

1.063 

0.010 

Electrolyte, density 
(mEq/L) 

K 
229.6 § 

222.3 § 

209.5 § 

208.1 § 

252.4 § 

｀ 5 

224.4 

18.0 

上坦
117.1 

121.0 

104.8 

70.8 

139.0 

5 

110.5 

25.4 

Cl 

133.3 

128.7 

104.7 

103.8 

159.5 

5 

126.0 

23.1 

Electrolyte, gross volume 
(mEq/24hr) 

K 
2.59 

4.36 

3.33 

3.91 

2.65 •し

5 

3.37 

0.77 

N
a
-
1
2
1
1
1
-
5
1
0
 

Cl 

1.51 

2.52 

1.66 

1.95 

1.67 ・ _ 
5 

1.86 

0.40 

§,There-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data. 

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

Turbidity, -: negative 

Prote in，士： 10~and<30 mg/dL; +: 30~and< 100 mg/dL; 2+: IOO~and<300 mg/dL 

Glucose, -: negative 
Ketone, -: negative ；士： 5~and<10 mg/dL; +: IO~and<40 mg/dL 

Bilirubin, -: negative 

Occult blood, -: negative ;士： 0.03~and< 0.06 mg/dL 
Urobilinogen,士： normal;+:2.0~and<4.0 mg/dL; 2+: 4.0~and<8.0 mg/dL 

Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed 

Crystals,-: not observed;土： afew 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-CyclodextJ·in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 23-2-1. Urinalysis in male rats of the recovery period 

Control (vehicle: water for injection) 
Quality Urinary sediments 

Male No. CCoolloor r TTururbbiiddiitv ty opH H PProrotteeiin n GlGluuccoosse e KKeettoonne e BBiilliirurubbiin nO';'bl~co_cwoud :l_t • UUrorobbiilliinnooggeen nR.-evd ~ce-b~l;lls o~ovd ~ W"h..i. c~te~e_.lb~ls ~lovow d CCaasstts s CCrrvyssttaalls s Epcitehlels lial 

MOI008 Ltghtyellow 7.0 +士＋土

MOI009 Light yellow 7.0 + + 2+ 土

MOIOIO L1ghtye1Jow 7.5 2十＋ ＋土

MOIOl 1 Light yellow 7 5 士士

MOIOl2 Light yellow 7.5 十＋士士

U
r I s fi Electrolyte, density Electrolyte, gross volume 
me vo ume pec1 c 

Male No. (n1L/24hr) ty (mEq/L) (mEq/24 hr) 
gravi Na K Cl Na K Cl 

M01008 23.3 1.052 83.3 218.5 § 109.4 1.94 5 09 2.55 

M01009 20.8 1.054 82.8 203.6 111.5 1.72 4.23 2 32 

M01010 17.2 1.063 92.8 235.9 § 115.0 1.60 4 06 1.98 

MO!Ol 1 30.3 1.041 92.3 162.4 96.1 2 80 4 92 2 91 

M01012 19.1 1.062 130.4 222.7 148.8 2.49 4.25 2.84 

Number of males 5 5 5 5 5 5 5 5 

Mean 22 I 1.054 96.3 208 6 116.2 2.11 4.51 2.52 

土S.D. 5.1 0.009 19.6 28.3 19 6 0.52 0 46 0.38 

§,There-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data. 

Turbidity, -: negative 
Protein，士： 10:;eand<30mg/dL; +: 30:;eand< 100 mg/dL; 2+: IOO:;eand<300 mg/dL 
Glucose,-: negative 
Ketone, -: negative；土： 5:;eand<10 mg/dL; +: IO~and<40 mg/dL 

Bilirubin, -: negative 
Occult blood, -: negative 
Urobilinogen,士： normal; +: 2.0争and<4.0mg/dL; 2十： 4．鰭and<8.0 mg/dL 

Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed 

Crystals, -: not observed;土： afew 

213 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

B-CH 1000 m叫k

Male No. 
Color Turbidity pH Protein 

Quality 

Glucose Ketone Bilirubin 
Occult 
blood 

U rob ii inogen 
Red blood 

cells 

Urinary sediments 

White blood 
Casts 

cells 
Crystals Epithelial 

cells 
M04044 

M04045 

M04046 

M04047 

M04048 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Light yellow 

7.0 

8.0 

7.0 

8.0 

7.0 

＋

士

＋

士

＋

＋

＋

士

土

＋

＋

＋

士

＋

土

士

士

一

士

Male No. 
Urine volume 

(mL/24hr) 

Specific 

gravity 

M04044 

M04045 

M04046 

M04047 

M04048 

Number of males 

Mean 

士S.D.

18.1 

15.4 

19.7 

20.3 

22.l ....:... 
5 

19.1 

2.5 

1.067 

1.072 

1.043 

1.035 

1.052 

5 

1.054 

0.016 

EleCtrolyte, density 

(mEqIL) 
K 

223.6 

240.3 

141.6 § 

115.9 

218.9 § 

｀ 5 

188.1 

55.5 

晶
I I 1.8 

52.3 

55.4 

87.8 ...:..... 
5 

87.4 

34.1 

Cl 

150.9 

143.9 

46.5 

56.7 

104.8 
ーと

5 

100.6 

48.2 

Electrolyte, gross volume 
(mEq/24hr) 

K 
4.05 

3.70 

2.79 

2.35 

4.84 

5 

3.55 

0.99 

告
1.72 

1.03 

1.12 

1.94 

5 

1.63 

0.56 

号
2.22 

0.92 

1.15 

2.32 

5 

1.87 

0.79 

§,There-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data. 

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

Turbidity, -: negative 

Protein，士： ］0；；；and< 30 mg/dL ; +: 3゚；；；andく］00mg/dL; 2十： ］〇〇；；；and<300 mg/dL 

Glucose,-: negative 
Ketone, -: negative；士： 5；；；and< IO mg/dL；十： ］0；；；and< 40 mg/dL 

Bilirubin, -: negative 

Occult blood, -: negative 

Urobilinogen,土： normal;十： 2.0；；；and<4.0mg/dL; 2十： 4.0；；；and<8.0 mg/dL 

Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed 

Crystals, -: not observed；士： afew 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

Control~ 

Female No. 
Color Turbidity pH Protein 

Quality 

Glucose Ketone Bilirubin 
Occult 
blood 

Urobilinogen 
Red blood 

cells 

Urinary sediments 

White blood 
Casts 

cells 
Crystals Epithelial 

cells 

F05049 

F05050 

F05051 

F05052 

F05053 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Light yellow 

8.0 

7.0 

7.0 

6.0 

6.5 

士

士

士

士

士

土

±
 

一
士

士

士

Female No 
Urine volume 
(mL/24hr) 

F05049 

F05050 

F05051 

F05052 

F05053 

Number of females 

Mean 

士S.D.

IS.I 

13.1 

11.5 

17.6 

11.9 ． 

5 

13.8 

2.5 

Specific 

gravity 

1.042 

1.046 

1.061 

1.037 

1.055 

5 

1.048 

0.010 

訊
77.5 

113.4 

67.2 

88.5 

5 

81.4 

20.8 

Electrolyte, density 
(mEq/L) 

K 
161.8 

177.1 

221.5 § 

164.7 § 

197.4 ． 

5 

184.5 

25.0 

Cl 

84.0 

77.2 

134.0 

82.4 

117.2 

了
99.0 

25.2 

Electrolyte, gross volume 
(mEq/24 hr) 

K 
2.44 

2.32 

2.55 

2.90 

2.35 
-— 5 

2.51 

0.23 

ー

2

0

8

5

9

5

Na-09
闊

1
1
1
1
-
5
問

い

Cl 

1.27 

1.01 

1.54 

1.45 

1 39 ． 

5 

1.33 

0.20 

§,There-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data. 

Turbidity,-: negative 

Protein, -: negative ;士： 10;;.;;and<30mg/dL; +: 30;;,;;and< 100 mg/dL 

Glucose, -: negative 

Ketone, -: negative ;土： s;;.;;and<10 mg/dL;、+:10;;.;;and< 40 mg/dL 

Bilirubin, -: negative 
Occult blood, -: negative 

Urobilinogen，士： normal; +: 2.0争 nd<4.0mg/dL 

Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed 

Crystals, -: not observed;士： afew 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 24-1-2. Urinalysis in female rats, satellite group 

B-CH I 00 mg/k 

Female No 
Color Turbidity pH Protein 

Quality 

Glucose Ketone Bilirubin 
Occult 

blood 
Urobilinogen Red blood 

cells 

Urinary sediments 

White blood 
Casts 

cells 
Crystals 

Epithelial 
cells 

F06059 

F06060 

F06061 

F06062 

F06063 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Light yellow 

6.5 

7.0 

7.0 

7.0 

7.0 

＋ ＋
 

-
+
 

＋

士

士

士

士

士

一

土

土

Female No. 
Urine volume 
(mL/24hr) 

Specific 

gravity 

F06059 

F06060 

F06061 

F06062 

F06063 

Number of females 

Mean 

士S.D.

JO.I 

19.0 

14.2 

11.0 

15.3 ． 

5 

13.9 

3.6 

1.080 

1.035 

l.045 

1.060 

1.055 ． 

5 

1.055 

0.017 

Electrolyte，如nsity
(mEq/L) 

K 
239.9 

138.7 § 

174.4 § 

205.2 

195.0 ． 
5 

190.6 

37.5 

辛
173.3 

57.0 

89.0 

I 15.3 

104.8 ....:... 
5 

107.9 

42.7 

Cl 

202.0 

63.5 

81.4 

121.5 

101.7 ． 

5 

114.0 

53.8 

Electrolyte, gross volume 
(mEq/24 hr) 

K 

2.42 

2.64 

2.48 

2.26 

2.98 

5 

2.56 

0.27 

Na 

1.75 

1.08 

1.26 

1.27 

1.60 

5 

1.39 

0.27 

Cl 

2.04 

1.21 

1.16 

1.34 

1.56 ． 

5 

1.46 

0.36 

§,There-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data. 
Significantly different from the control group(*: P<0.05, **: P<0.01). 

Turbidity,-: negative 

Protein, -: negative ；士： IO~and<30 mg/dL; +: 30~and< 100 mg/dL 

Glucose, -: negative 

Ketone, -: negative ;士： 5~and< 10 mg/dL; +: IO~and<40 mg/dL 
Bilirubin, -: negative 

Occult blood,-: negative 

Urobilinogen,士： normal;+:2.0~and<4.0 mg/dL 
Red blood cells, White blood cells, Casts and Epithelial cells, -: not observed 

Crystals, -: not observed;士： afew 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextr in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 24-2-1. Urinalysis in female rats of the recove1y period 

Control~ 

Female No. 
Color Turbidity pH 

Occult 
blood 

Urinary sediments 

White blood 
Casts 

cells 
F05054 

F05055 

F05056 

F05057 

F05058 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Light yellow 

7.0 

7.0 

7.0 

6.5 

6.5 

Protein 

士

一

士

＋

士

Quality 

Glucose Ketone Bilirubin Urobilmogen 

士

士

士

＋

＋

Red blood 
cells 

Crystals 

一

士

Epithelial 
c辿

士

士

Female No. 
Urine volume 

(mL/24hr) 

Specific 

gravity 

F05054 

F05055 

F05056 

F05057 

F05058 

Number of females 

Mean 

士S.D.

1

4

3

0

4

-

5

0

9

 

1

4

1

3

1

2

1

2

1

3

1

3

0

 

1.055 

1.052 

1.059 

1.056 

1.040 

5 

1.052 

0.007 

Electrolyte, density 
(mEqIL) 

K 
204.3 

204.5 § 

190.1 

219.4 § 

124.8 
•一

5 

188.6 

37.2 

Na 

91.4 

105.4 

110.3 

111.0 

66.3 ． 

5 

96.9 

18.8 

Cl 

128.0 

111.8 

101.4 

129.1 

53.1 ---
5 

104.7 

31.1 

Electrolyte, gross volume 
（n正q/24hr)

K 
2.88 

2.74 

2.34 

2.63 

1.67 ． 

5 

2.45 

0.48 

Na 

1.29 

1.41 

1.36 

1.33 

0.89 

5 

1.26 

0.21 

Cl 

1.80 

l. 5 0 

1.25 

1.55 

0.71 
ー一—
5 

1.36 

0.41 

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data 

Turbidity, -: negative 

Protein, -: negative；土： ！0；；；；and< 30 mg/dL ; +: 30；；；；皿d<100 mg/dL 

Glucose, -: negative 

Ketone, -: negative；土： 5；；；；and< IO mg/dL 

Bilirubin, -: negative 

Occult blood, -: negative 
Urobilinogen,士： normal;十： 2.0；；；；and<4.0 mg/dL 

Red blood cells, White blood cells and Casts, -: not observed 

Crystals and Epithelial cells, -: not observed;士： afew 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextr in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 24全 2.Urinalysis in female rats of the recovery period 

B-CH 1000111凶k

Female No. 
Color Turbidity pH Protein 

Quality 

Glucose Ketone Bilirubin 
Occult 
blood 

Urobilmogen Red blood 
cells 

Urinary sediments 
White blood 

Casts 
cells 

Crystals 

F06064 

F06065 

F06066 

F06067 

F06068 

Light yellow 
Light yellow 
Light yellow 
Light yellow 
Light yellow 

6.5 

8.0 

6.5 

7.0 

7.0 

士 ± 

Epithelial 
C叫
士

＋

士

＋

± 

士

＋

士

＋

士

＋

士

士

士

土

Female No. 
Urine volume 
(mL/24hr) 

Specific 

gravity 

F06064 

F06065 

F06066 

F06067 

F06068 

Number of females 

Mean 

士S.D.

10.3 

29.2 

14.9 

12.7 

15.1 ....:... 
5 

16.4 

7.4 

1.062 

1.020 

1.052 

1.037 

1.049 ． 

5 

1.044 

0.016 

Electrolyte, density 
(mEq/L) 
五

215.2 

65.0 § 

207.4 § 

108.8 § 

199.9 ． 

5 

159.3 

68.1 

辿
114.7 

41.0 

86.8 

62.2 

81.9 ． 

5 

77.3 

27.6 

Cl 

106.0 

27.6 

112.2 

50.8 

117.2 

了
82.8 

40.8 

Electrolyte, gross volume 
(mEq/24 hr) 

K 
2.22 

1.90 

3.09 

1.38 

3.02 --
5 

2.32 

0.73 

計
1.20 

1.29 

0.79 

1.24 

5 

1.14 

0.20 

品
0.81 

1.67 

0.65 

1.77 --
5 

1.20 

0.50 

§,There-measurement was carried out because the difference between two measured values exceeded the permissible limit. The re-measured values were employed as the data. 
Significantly different from the control group(*: P<0.05, **: P<0.01). 

Turbidity,-: negative 

Protein, -: negative；士： 10;:e;and<30mg/dL; +: 30;:e;and< 100 mg/dL 

Glucose, -: negative 

Ketone,-: negative;士： s;:e;and<10 mg/dL 

Bilirubin, -: negative 

Occult blood, -: negative 

Urobilinogen，土： normal; +: 2.0争and<4.0mg/dL 

Red blood cells, White blood cells and Casts, -: not observed 

Crystals and Epithelial cells, -: not observed;士： afew 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hy由oxypropylethers 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 HCT MCV MCH MCHC PLT PT APTT 

(XIO冗 L) (g/dL) 四 四 紐 (g/dL) (XIO冗 L) (sec) (sec) 

MOIOOI 

M01002 

MOI003 

M01004 

M01005 

875 

837 

870 

854 

831 

Number of males 

Mean 

S.D 

5 

853 

19 

16.2 

15.5 

15.5 

15.3 

15.4 

5 

15.6 

0.4 

44.9 

42.6 

44.1 

43.2 

43.1 

5 

43.6 

0.9 

51.3 

50.9 

50.7 

50.6 

51.9 

5 

51.1 

0.5 

18.5 

18.5 

17.8 

17.9 

18.5 

5 

18.2 

0.4 

36.1 

36.4 

35.1 

35.4 

35.7 

27.1 

23.4 

25.3 

26.9 

25.4 § 

5 

35.7 

0.5 

98.8 

106.6 

97.8 

121.0 

132.5 

ーで

111.3 

15.0 

27.1 

16.8 

14.9 

18.2 

22.5 

ーで

19.9 

4.9 

5

6

5

 

．

．

 

5

1

 

2
 

Male No. WBC NEUT EOSI BASO MONO LYMPH RET 

(XIOりμL) (%) 四 四 四 四 四

MO!OO! 150.0 

M01002 92.6 

M01003 80.6 

M01004 61.5 

M01005 48.0 

16.2 

8.6 

21.0 

14.9 

28.9 

Number of males 5 

Mean 86.5 

S.D. 39.4 

5

9

6

 

．

．

 

7

7

 

ー

1

6

6

1

7

-

5

4

3

 

．

．

．

．

．

．

．

 

l

l

l

l

l

l

o

 

0.1 

0.0 

0.0 

0.0 

0.0 

5 

0.0 

0.0 

3.9 

3.5 

4.7 

3.3 

7.7 

5 

4.6 

1.8 

78.7 

86.3 

72.7 

80.7 

61.7 

5 

76.0 

9.4 

4.58 

3.39 

3.38 

3.93 

3.30 

5 

3.72 

0.54 

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. 

The re-measured values were employed as the data. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 25-1-2. Hematological findings of male rats at the end of the dosing period 

8-CH I 00 mg/kg 

Male No. RBC 

(X 10りμ L) 

M02013 860 

M02014 892 

M02015 926 

M02016 836 

M02017 898 

HGB 

饂

HCT 

凹

MCV 

(fL) 

MCH 

但

MCHC 

(g/dL) 

PLT 

(X 10りμ L) 

PT 

(sec) 

APTT 

(sec) 

15.9 

15.1 

15.8 

15.7 

15.8 

44.2 

41.5 

43.7 

43.6 

44.2 

18.5 

16.9 

17.1 

18.8 

17.6 

36.0 

36.4 

36.2 

36.0 

35.7 

106.0 

116.5 

122.0 

87.7 

114.5 

21.9 

25.6 

23.4 

24.7 

18.4 

Number of males 5 

Mean 882 

S.D. 35 

5

7

3

 
．

．

 

5

0

 

ー

5

4

l

 
．

．

 

3

l

 

4
 

51.4 

46.5 

47.2 

52.2 

49.2 

ーで

49.3 

2.5 

5

8

8

 
．

．

 

7

0

 

ー

5 

36.1 

0.3 

5 

109.3 

13.4 

5 

22.8 

2.8 

23.3 

28.1 

27.6 

30.0 

26.0 

一了

27.0 

2.5 

Male No. WBC NEUT 

(X 10りμL) (%) 

EOSI 

四

BASO 

四

MONO LYMPH 

(%) (%) 

RET 

四

M02013 116.5 13.2 

M02014 119.2 13.8 

M02015 73.3 12.7 

M02016 76.5 29.9 

M02017 60. l 18.6 

2.3 

1.3 

1.4 

1.3 

1.5 

2

7

5

8

7

 

.

.

.

.

.
 

9

0

2

5

5

 

7

8

8

6

7

 

2

2

4

0

0

 

．

．

．

．

．

 

5

4

3

3

4

 

4.03 

3.97 

2.63 

3.64 

2.77 

Number of males 5 5 

Mean 89.1 17.6 

S.D. 27.0 7.2 

5

6

4

 ．
 

l

o

 

0.1 

0.0 

0.0 

0.0 

0.2 

5 

0.1 

0.1 

5

8

6

 
．

．

 

6

6

 

7
 

5

0

8

 ．． 

4

0

 

5

1

6

 

4

6

 

．

．

 

3

0

 

Significantly different from the control gi・oup (*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 25-1-3. Hematological findings of male rats at the end of the dosing period 

B-CH 300 mg/kg 

Male No. RBC 

(XIOりμ L) 

M03025 846 

M03026 884 

M03027 842 

M03028 864 

M03029 857 

HGB 

（哲dL)

15.4 

15.7 

15.7 

15.6 

16.0 

HCT 

四

42.4 

44.1 

43.2 

43.2 

45.7 

MCV 

(fL) 

50.1 

49.9 

51.3 

50.0 

53.3 

MCH 

芦

18.2 

17.8 

18.6 

18.1 

18.7 

MCHC 

（哲dL)

PLT 

(X IOりμL)

PT 

(sec) 

APTT 

(sec) 

36.3 

35.6 

36.3 

36.1 

35.0 

13.9 

13.2 

20.9 

17.3 

15.7 

21.3 

23.2 

25.4 

29.3 

24.5 

Number of males 5 

Mean 859 

S.D. 17 

5 

15.7 

0.2 

5 

43.7 

1.3 

5 

50.9 

1.4 

5 

18.3 

0.4 

5 

35.9 

0.6 

109.2 

105.4 

96.0 

105.3 

108.8 

ーて

104.9 

5.3 

5

2

l

 

．． 

6

3

 

ー

5 

24.7 

3.0 

Male No. WBC NEUT 

(XlO孔 L) (%) 

EOSI 

（％） 

BASO 

国

MONO LYMPH 

(%) (%) 

RET 

四

M03025 92.4 16. 7 

M03026 91.2 3 I.I 

M03027 71.1 15.7 

M03028 39.8 29.9 

M03029 53.3 20.1 

Number of males 5 5 

Mean 69.6 22.7 

S.D. 23.1 7.3 

I.I 

2.1 

1.7 

2.0 

0.4 

5

5

7

 

．
 

l

o

 

0.0 

0.0 

0.0 

0.0 

0.0 

5

0

0

 

．． 

0

0

 

1

4

9

3

7

-

5

7

0

 

.

.

.

.

.

.

 

8

2

9

4

3

1

8

 

7

6

7

6

7

7

 

1

4

7

8

8

5

2

1

 

．

．

．

．

．

．

 

4

4

2

3

5

4

l

 

3.20 

1.92 

3.58 

3.44 

3.65 

5

6

1

 

1

7

 

．． 

3

0

 
Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental t9xicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 25-I -4. Hematological findings of male rats at the end of the dosing period 

B-CH 1000 mg/kg 

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

(XIO昇 L) (g/dL) （％） (tL) (eg) (g/dL) (XIO凶 L) (sec) (sec) 

M04037 861 16.3 46.0 53.4 18.9 35.4 100.2 13.5 22.0 

M04038 819 14.8 41.0 50.1 18.1 36.1 104.6 14.6 22.0 

M04039 842 15.3 43.5 51.7 18.2 35.2 94.8 14.9 23.8 

M04040 865 15.9 45.1 52.1 18.4 35.3 100.5 14.0 21.1 

M04041 865 15.1 42.7 49.4 17.5 35.4 108.6 15.1 21.7 

Number of males 5 5 5 5 5 5 5 5 5 

Mean 850 15.5 43.7 51.3 18.2 35.5 101.7 14.4 22.1 

S.D. 20 0.6 2.0 1.6 0.5 0.4 5.2 0.7 1.0 

Male No. WBC NEUT EOSI BASO MONO LYMPH RET 

(XIOね L) （％） （％） （％） （％） （％） （％） 

M04037 85.1 12.5 0.9 0.1 3.5 83.0 3.54 

M04038 53.8 15.2 1.9 0.0 3.0 79.9 3.06 

M04039 55.6 17.8 1.4 0.2 3.6 77.0 2.95 

M04040 88.8 17.1 1.5 0.0 3.7 77.7 3.31 

M04041 48.4 24.2 1.7 0.0 3.9 70.2 3.73 

Number of males 5 5 5 5 5 5 5 

Mean 66.3 17.4 1.5 0.1 3.5 77.6 3.32 

S.D. 19.0 4.3 0.4 0.1 0.3 4.7 0.32 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 25-2-1. Hematological findings of male rats at the end of the recovery period 

Control (vehicle: water for injection) 

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

(X IO冗 L) (g/dL) 凶 (g/dL) (X lo凶 L) (sec) 国

MOI008 

MOI009 

MOIOIO 

MOIOII 

M01012 

816 

815 

803 

802 

728 

14.2 

14.1 

13.6 

14.4 

12.1 

41.4 

42.2 

40.3 

41.8 

37.0 

四

50.7 

51.8 

50.2 

52.1 

50.8 

幽

17.4 

17.3 

16.9 

18.0 

16.6 

34.3 

33.4 

33.7 

34.4 

32.7 

26.3 

24.0 § 

26.8 

25.4 

25.5 

Number of males 

Mean 

S.D. 

5

3

7

 

9

3

 

7
 

5 

13.7 

0.9 

5 

40.5 

2.1 

5

1

8

 

．
．
 

l

o

 

5
 

5

2

5

 

7
[
Oi

 

ー

5

7

7

 

3

0i
 

3
 

123.0 

106.1 

129.4 

89.4 

105.6 

5 

110.7 

15.8 

19.0 

14.5 

19.4 

15.4 

16.0 

5 

16.9 

2.2 

5 

25.6 

I.I 

Male No. WBC NEUT EOSI BASO MONO LYMPH RET 

(XIO汎 L) (%) 四 凶

0.0 

0.0 

0.0 

0.0 

0.0 

四 四 四

MOI008 95.4 

M01009 119.9 

MOIOIO 113.9 

MOlOll 64.5 

M01012 119.7 

0.5 

0.7 

1.4 

1.2 

1.9 

Number of males 5 

Mean 102.7 

S.D. 23.6 

28.6 

16.6 

19.2 

16.4 

22.3 

5 

20.6 

5.1 

5

1

6

 

.

.
 

l

o

 

5

0

0

 

．
．
 

0

0

 

0

9

2

3

2

-

5

l

l

 
．
．
 

．

．

．

．

．

 

6

3

3

3

4

4

l

 

64.9 

78.8 

76.2 

79.1 

71.6 

5 

74.1 

6.0 

5.35 

3.73 

4.07 

3.99 

4.48 

一了

4.32 

0.63 

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit. 
The re-measured values were employed as the data. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

B-CH I 000 mg/kg 

Male No. RBC 

(X IO41μL) 

M04044 766 

M04045 808 

M04046 859 

M04047 764 

M04048 784 

HGB 

埠

13.6 

14.3 

14.5 

12.8 

14.1 

HCT 

四

MCV 

旦

53.0 

51.4 

49.8 

49.9 

54.0 

MCH 

血

17.8 

17.7 

16.9 

16.8 

18.0 

MCHC 

追

33.5 

34.5 

33.9 

33.6 

33.3 

て

33.8 

0.5 

PLT 

(XIOりμL) 

40.6 

41.5 

42.8 

38.1 

42.3 

102.4 

118.8 

98.1 

99.5 

107.4 

PT 

墜

14.1 

19.8 

15.9 

15.4 

18.3 

APTT 

笠叫

24.5 

25.8 

27.1 

24.4 

28.6 

Number of males 5 

Mean 796 

S.D. 39 

5

9

7

 

．
 

3

0

 

ー

5

1

9

 

．． 

l

l

 

4
 

5

6

9

 

l

l

 

5
 

5 

17.4 

0.6 

5 

105.2 

8.4 

5 

16.7 

2.3 

5 

26.1 

1.8 

Male No. WBC 

(XIO辺L)

NEUT 

四

EOSI 

四

BASO 

笠り

MONO 

四

LYMPH 

四

RET 

四

M04044 I 02.8 

M04045 81.8 

M04046 I 06.6 

M04047 102.9 

M04048 83.5 

15.5 

12.4 

7.8 

16.7 

17.8 

1.0 

1.0 

1.5 

1.3 

0.8 

5 

I.I 

0.3 

0.1 

0.0 

0.0 

0.1 

0.0 

3.7 

4.3 

1.5 

3.0 

5.6 

79.7 

82.3 

89.2 

78.9 

75.8 

3.57 

2.94 

3.24 

3.94 

3.17 

Number of males 5 

Mean 95.5 

S.D. 11.9 

5

0

0

 

4

4

 

ー

5

0

1

 

．． 

0

0

 

5

6

5

 

．． 

3

1

 

5

2

0

 

．
 

1

5

 

8
 

5 

3.37 * 

0.39 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers 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. 

FOI003 

F01005 

FOI007 

FOIOlO 

F01012 

RBC 

(X 10りμ L) 

748 

682 

661 

649 

692 

HGB 

遥dり

14.8 

14.1 

13.7 

12.6 

13.4 

HCT 

（％） 

MCV 

(fL) 

MCH 

匈

MCHC 

(g/dL) 

PLT 

{XIOりμ L) 

PT 

(sec) 

APTT 

(sec) 

41.5 

40.6 

41.0 

37.4 

40.0 

55.5 

59.5 

62.0 

57.6 

57.8 

19.8 

20.7 

20.7 

19.4 

19.4 

35.7 

34.7 

33.4 

33.7 

33.5 

125.1 

106.6 

99.7 

115.6 

112.7 

12.2 

12.6 

12.8 

12.3 

12.3 

21.2 

20.1 

19.9 

21.2 

19.4 

Number of females 

Mean 

S.D. 

5 

686 

38 

5 

13.7 

0.8 

5

1

6

 
．
．
 

o

l

 

4
 

5 

58.5 

2.4 

5 

20.0 

0.7 

5

2

0

 
．． 

4

1

 

3
 

5

9

6

 
．
．
 

l

,

 

ーー

5

4

3

 
．
 

2

0

 

ー

5

4

8

 
．
．
 

0

0

 

2
 

Female No. WBC 

(X 10りμL) 

NEUT 

四

EOSI 

（％） 

BASO 

四

MONO 

（％） 

LYMPH 

四

RET 

四

FOI003 

F01005 

F01007 

F01010 

F01012 

183.8 

133.6 

105.9 

115.6 

159.2 

30.8 

20.4 

39.1 

43.8 

41.3 

0.6 

1.2 

0.7 

0.4 

0.8 

0.1 

0.0 

0.0 

0.0 

0.0 

3.6 

3.5 

2.6 

2.2 

5.4 

64.9 

74.9 

57.6 

53.6 

52.5 

10.14 

6.99 

8.09 

7.30 

8.52 

Number of females 5 

Mean 139.6 

S.D. 32.0 

5 

35. l 

9.5 

5

7

3

 

．． 

0

0

 

5

0

0

 
．． 

0

0

 

5

5

2

 
．． 

3

l

 

5 

60.7 

9.3 

5

1

4

 

2

2

 

.

.
 

8

1
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 26-1-2. Hematological findings offemale rats at the end of the dosing period 

B-CH I 00 mg/kg 

Female No. RBC 

(XI04/μL) 

HGB 

(g/dL) 

HCT 

四

MCV 

(fL) 

MCHC 

(g/dL) 

PLT 

{>< ]04/ μ Ll 

PT 

(sec) 

APTT 

臼

F02014 

F02015 

F02016 

F02019 

F02021 

647 

740 

610 

664 

738 

12.9 

13.8 

12.4 

13.8 

14.6 

37.7 

40.3 

37.4 

40.0 

43.7 

58.3 

54.5 

61.3 

60.2 

59.2 

MCH 

紐

19.9 

18.6 

20.3 

20.8 

19.8 

34.2 

34.2 

33.2 

34.5 

33.4 

123.6 

115.3 

116.6 

108.1 

118.0 

12.5 

12.4 

12.3 

12.6 

13.8 

19.6 

20.0 

19.8 

20.8 

20.8 

Number offemales 5 

Mean 680 

S.D. 57 

5 

13.5 

0.9 

5

8

5

 

．． 

9

2

 

3
 

5

7

6

 

．． 

8

2

 

5
 

5 

19.9 

0.8 

5 

33.9 

0.6 

5 

116.3 

5.6 

5 

12.7 

0.6 

5 

20.2 

0.6 

Female No. WBC 

(X 10孔 L)

NEUT 

四

EOSI 

四

BASO 

四

MONO 

四

LYMPH 

四

RET 

四

F02014 

F02015 

F02016 

F02019 

F02021 

I 14.9 

124.2 

I 10.6 

116.6 

165.5 

35.2 

62.3 

25.9 

44.8 

39.9 

5 

41.6 

13.5 

0.5 

0.5 

1.0 

I.I 

0.9 

5 

0.8 

0.3 

0.0 

0.0 

0.0 

0.0 

0.1 

3.0 

3.5 

2.5 

2.9 

4.4 

61.3 

33.7 

70.6 

51.2 

54.7 

7.17 

7.29 

9.57 

5.14 

5.91 

Number of females 5 

Mean 126.4 

S.D. 22.4 

5

0

0

 

．． 

0

0

 

5

3

7

 

．． 

3

0

 

5

3

7

 

．． 

4

3

 

5

l

 

5

2

9

 

0

6

 

.

.

 

7
ー

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 26-1-3. Hematological findings offemale rats at the end of the dosing period 

B-CH 300 mg/kg 

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

(X IO力μ L) (g/dL) 立 四 (g!dL) (X IO昇 L) (sec) (sec) 

F03027 720 

F03028 681 

F03030 648 

F03032 610 

F03035 679 

14.2 

12.9 

12.4 

12.1 

13.4 

42.1 

36.8 

36.5 

36.8 

39.4 

幽

19.7 

18.9 

19.1 

19.8 

19.7 

133.3 

110.6 

148.8 

118.8 

102.3 

13.0 

11.8 

12.8 

12.6 

12.1 

Number of females 5 

Mean 668 

S.D. 41 

5

0

8

 

．
．
 

3

0

 

ー

5 

38.3 

2.4 

58.5 

54.0 

56.3 

60.3 

58.0 

一了

57.4 

2.4 

5 

19.4 

0.4 

33.7 

35.1 

34.0 

32.9 

34.0 

5 

33.9 

0.8 

5 

122.8 

18.5 

5

5

5

 

．
．
 

2

0

 

ー

20.3 § 

18.6 

20.0 

20.3 

18.9 

5 

19.6 

0.8 

Female No. WBC NEUT EOSI BASO MONO LYMPH RET 

(Xl02/μL) (%) 四 四 四 四 四

F03027 129.6 

F03028 115.9 

F03030 125.2 

F03032 147.2 

F03035 77.7 

30.2 

39.9 

41.8 

37.0 

37.0 

一了

37.2 

4.4 

1.4 

0.3 

0.5 

0.4 

1.5 

0.0 

0.0 

0.0 

0.1 

0.0 

5 

0.0 

0.0 

3.8 

3.8 

3.7 

2.4 

4.2 

64.6 

56.0 

54.0 

60.1 

57.3 

Number offemales 5 

Mean 119.1 

S.D. 25.8 

5

8

6

 

．
．
 

0

0

 

5

6

7

 

．
 

3

0

 

5 

58.4 

4.1 

7.93 

2.11 

8.03 

11.77 

7.32 

ー⇒
7.43 

3.46 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
§, The re-measurement was carried out because the difference between two measured values exceeded the pennissible limit 

The re-measured values were employed as the data 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 26-1-4. Hematological findings of female rats at the end of the dosing period 

B-CH I 000 mg/kg 

Female No. RBC 

(X 10りμL) 

HGB 

(g/dL) 

HCT 

（％） 

MCV 

(fL) 

MCHC PLT 

(g/dL) (X 104/ μ L) 

PT 

(sec) 

APTT 

(sec) 

F04038 

F04041 

F04043 

F04045 

F04047 

660 

712 

717 

585 

604 

5 

656 

60 

13.7 

14.0 

14.2 

11.7 

12.1 

40.9 

41.2 

41.7 

35.3 

36.5 

62.0 

57.9 

58.2 

60.3 

60.4 

MCH 

國

20.8 

19.7 

19.8 

20.0 

20.0 

7

2

0

9

8

 

．

．

．

．

．

 

2

1

8

8

8

 

2

2

3

2

1

 

I

l

l

l

l

 

5

0

1

1

2

 

．
 

3

4

4

3

3

 

3

3

3

3

3

 

12.4 

12.3 

12.5 

11.9 

12.5 

21.0 

20.3 

18.8 

19.5 

21.4 

Number of females 

Mean 

S.D. 

5

1

2

 

.

.
 

3

1

 

ー

5 

39.1 

3.0 

5

8

7

 

．

．

 

9

1

 

5
 

5

1

A

 

0

0

 

2
 

5

6

5

 

3

0

 

3
 

5 

125.9 

7.7 

5

3

2

 

．

．

 

2

0

 

1
 

5

2

1

 

．

．

 

o

l

 

2
 

Female No. WBC 

(X 10りμ L) 

NEUT 

（％） 

EOSI 

四

BASO 

凶

MONO 

⑰ 

LYMPH 

四

RET 

（％） 

F04038 

F04041 

F04043 

F04045 

F04047 

123.0 

153.3 

88.8 

125.1 

106.9 

31.l 

40.2 

26.8 

45.l 

44.7 

0.4 

0.7 

1.2 

0.7 

0.7 

0.0 

0.0 

0.0 

0.0 

0.0 

3.0 

4.0 

3.3 

1.8 

3.5 

65.5 

55.1 

68.7 

52.4 

51.1 

9.73 

5.86 

7.89 

15.18 

6.88 

Number of females 5 

Mean 119.4 

S.D. 23.9 

5

6

3

 

．

．

 

7

8

 

3
 

5

7

3

 

．
 

0

0

 

5

0

0

 

0

0

 

5

1

8

 

．

．

 

3

0

 

5 

58.6 

8.0 

5

1

8

 

1

6

 

．

．

 

9

3

 
Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 26-2-1. Hematological findings of female rats at the end of the dosing period, satellite group 

Control (vehicle: water for inj ection) 

Female No. RBC 

(X104/μL) 

HGB 

遥

HCT 

四

MCV 

(tL) 

MCH 

迫

MCHC PLT 

(-g/dL) (X IOりμ L) 

PT 

(sec) 

APTT 

(sec) 

F05049 

F05050 

F05051 

F05052 

F05053 

839 

781 

785 

787 

838 

16.3 

14.8 

15.2 

14.8 

15.2 

44.0 

41.6 

41.3 

40.8 

41.8 

52.4 

53.3 

52.6 

51.8 

49.9 

19.4 

19.0 

19.4 

18.8 

18. l 

8

7

7

6

9

 

．

．

．

．

．

 

1

6

9

5

1

 

2

2

8

1

9

 

l

l

l

 

0

6

8

3

4

 

．

．

．

．

．

 

7

5

6

6

6

 

3

3

3

3

3

 

11.2 

11.7 

12.0 

12.0 

11.7 

20.8 

21.5 

20.9 

19.5 

21.1 

Number of females 

Mean 

S.D. 

5 

806 

30 

5

3

6

 

．

．

 

5

0

 

ー

5

9

2

 

．

．

 

1

1

 

4
 

5

0

3

 

．

．

 

2

1

 

5
 

5

9

5

 

．

．

 

8

0

 

ー

5

4

5

 

．

．

 

6

0

 

3
 

5

1

2

 

．

．

 

9

7

 

0

1

 

1~ 

5

7

3

 

．

．

 

l

o

 

ー

5

8

8

 

．

．

 

0

0

 

2
 

Female No. WBC NEUT 

(X 10りμL) (%) 

EOSI 

（％） 

BASO 

四

MONO LYMPH 

(%) (%) 

RET 

四

F05049 

F05050 

F05051 

F05052 

F05053 

8

4

7

8

7

 

．

．

．

．

．

 

2

0

9

9

ー

l

l

l

l

l

 

5

3

9

1

7

 

．

．

．

．

．

 

9

3

5

9

1

 

7

4

4

4

5

 

o

l

5

0

5

 

．

．

．

．

．

 

2

2

1

2

1

 

0.1 

0.0 

0.0 

0.0 

0.0 

゜

~
7
9
1
9

2

5

4

4

3

 

8

8

7

7

8

 

l~

Q99)19 
3

1

3

4

2

 

4.95 

4.61 

3.81 

2.40 

2.48 

Number of females 5 

Mean 53.9 

S.D. 14.7 

5 

14.9 

4.5 

5

8

3

 

．

．

 

I

O

 

5

0

0

 

0

0

 

5

2

9

 

．

．

 

3

0

 

5 

80.1 

5.3 

5

5

8

 

6

1

 

．

．

 

3

1
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試験番号：R＿12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

B-CH 1000 mg/kg 

Female No. RBC HGB HCT MCV MCI-I MCHC PLT PT APTT 

(XIO冗 L) (g/dL) （％） (fL) (pg) (g/dL) (X 10凶 L) (sec) (sec) 

F06059 730 14.2 39.0 53.4 19.5 36.4 120.4 11.7 19.3 

F06060 764 14.3 40.0 52.4 18.7 35.8 116.8 12.8 21.8 

F06061 791 14.4 40.9 51.7 18.2 35.2 109.3 12.0 20.2 

F06062 811 14.5 39.7 49.0 17.9 36.5 104.9 11.2 21.1 

F06063 796 14.6 41.3 51.9 18.3 35.4 121.5 11.8 19.3 

Number of females 5 5 5 5 5 5 5 5 5 

Mean 778 14.4 * 40.2 * 51.7 18.5 35.9 114.6 11.9 20.3 

S.D. 32 0.2 0.9 1.6 〇.6 0.6 7.2 0.6 I.I 

Female No. WBC NEUT EOSI BASO MONO LYMPH RET 

(X 10ね L) （％） （％） （％） （％） （％） （％） 

F06059 33.8 16.6 2.4 0.0 4.1 76.9 3.23 

F06060 49.8 15.1 3.0 0.0 3.2 78.7 2.79 

F06061 40.4 17.4 4.2 0.0 5.9 72.5 2.05 

F06062 47.6 13.6 1.3 0.0 3.8 81.3 2.64 

F06063 95.0 7.2 1.3 0.1 2.2 89.2 3.59 

Number of females 5 5 5 5 5 5 5 

Mean 53.3 14.0 2.4 0.0 3.8 79.7 2.86 

S.D. 24.1 4.1 1.2 0.0 1.4 6.2 0.59 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 26-3-1. Hematological findings offemale rats at the end of the recovery period 

Control (vehicle: water for injection) 

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

(X 10冗 L) (g/dL) （％） 四 卿 (g/dL) (XlO冗 L) (sec) (sec) 

F05054 762 

F05055 729 

F05056 754 

F05057 743 

F05058 809 

14.3 

13.9 

13.9 

13.9 

14.9 

41.1 

40.4 

39.9 

41.1 

44.3 

53.9 

55.4 

52.9 

55.3 

54.8 

18.8 

19.1 

18.4 

18.7 

18.4 

5 

18.7 

0.3 

34.8 

34.4 

34.8 

33.8 

33.6 

95.4 

98.2 

102.6 

93.6 

103.5 

II.I 

11.6 

10.9 

11.0 

11.7 

22.1 

22.5 

21.5 

21.8 § 

19.7 

Number of females 5 

Mean 759 

S.D. 30 

5 

14.2 

0.4 

5 

41.4 

1.7 

5

5

1

 

.

.
 

4

1

 

5
 

5 

34.3 

0.6 

5 

98.7 

4.3 

5

3

4

 

．
．
 

l

o

 

ー

5

5

1

 

．
．
 

~
~
 

2
 

Female No. WBC NEUT EOSI BASO MONO LYMPH RET 

(X 10孔L) (%) 四 四 （％） 四 四

F05054 44.1 

F05055 48.2 

F05056 49.2 

F05057 22.0 

F05058 30.9 

Number of females 5 

Mean 38.9 

S.D. 11.9 

14.0 

16.1 

11.2 

17.8 

14.3 

5 

14.7 

2.5 

1.6 

1.0 

3.3 

3.2 

1.3 

5 

2.1 

1.1 

0.0 

0.0 

0.0 

0.0 

0.0 

5 

0.0 

0.0 

2.5 

4.1 

3.0 

4.5 

1.9 

5

2

1

 

．
．
 

3

1

 

81.9 

78.8 

82.5 

74.5 

82.5 

5 

80.0 

3.5 

3.36 

3.15 

3.45 

2.94 

2.82 

5 

3.14 

0.27 

§, The re-measurement was carried out because the difference between two measured values exceeded the permissible limit 

The re-measured values were employed as the data. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 26-3-2. Hematological findings of female rats at the end of the recovery period 

8-CH I 000 mg/kg 

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT 

(X 104/ μ L) ~~dL) (%) ~fL) 紐g) （l.idL) (XIO冗 L) (sec) (sec) 

F06064 781 13.7 39.4 50.4 17.5 34.8 94.2 12 2 22.1 

F06065 819 15.2 44.3 54.1 18.6 34.3 101.9 11 2 18.6 

F06066 718 13.2 39.8 55.4 18.4 33.2 72.6 12.0 21.3 

F06067 818 15.3 43.7 534 18 7 35.0 115 5 11.8 20.0 § 

F06068 734 13.3 39.4 53.7 18.1 33.8 93.1 124 17.0 

Number of females 5 5 5 5 5 5 5 5 5 

Mean 774 14.1 41.3 53.4 18.3 34.2 95.5 11.9 * 19 8 

S.D. 47 1.0 2.5 1.8 0.5 0.7 15.6 05 21 

Female No. WBC NEUT EOSI BASO MONO LYMPH RET 

(Xl02/μL) （％） (%) (%) （％） (%} (%) 

F06064 52.6 16 3 1.9 0.0 40 77.8 4.30 

F06065 27.4 19 7 1.5 0.0 I 8 77.0 3.03 

F06066 29.8 21.5 2.0 0.0 3.7 72 8 3.06 

F06067 33.9 13.8 0.9 0.0 2.1 83.2 3 35 

F06068 27.8 12 3 1.4 00 25 83 8 2.86 

Number of females 5 5 5 5 5 5 5 

Mean 34.3 16.7 1.5 0.0 28 78.9 3.32 

S.D. 10.5 3.9 0.4 0.0 1.0 4.6 0 58 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
§,There-measurement was carried out because the difference between two measured values exceeded the permissible limit. 
The re-measured values were employed as the data. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 27-1-1. Biochemical findings of male rats at the end of the dosing period 

Control (vehicle water for mJection) 
Male No Total protein Albumin A/G Glucose Total cholesterol Tnglyceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilimbin 

g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L μmol/L mg/dL mg/dL mg/dL 
MOIOOI 59 38 l.81 166 40 78 85 69 37 

゜
279 27 8 15 0 5 0 07 

MOI002 56 36 I 80 118 47 40 77 67 27 

゜
I IO 15 3 16 0.6 0,08 

M0!003 5.8 36 I 64 148 47 68 83 55 26 

゜
83 64 19 05 0.05 

MOJ004 5 3 3,5 1 94 153 43 26 76 60 33 

゜
63 18,9 19 06 0 05 

MOI005 53 3 6 2 12 132 43 60 77 76 32 

゜
77 112 20 05 0.07 

Number of males 5 5 5 5 5 5 5 

Mean 56 3 6 I 86 143 44 54 80 65 31 

゜
122 15 9 18 05 0 06 

SD 0 3 0.1 0.18 19 21 4 8 5 

゜
89 8 I 2 0.1 0.01 

Control (vehicle water for mJection) 
Male No. Inorgarnc phosphoms Ca Na K Cl 

mg/dL mg/dL mEq/L mEq/L mEq/L 
MOIOOI 6.0 9,8 143.3 3 86 105 7 

M0¥002 5 7 85 144.1 3.96 106.5 

M01003 5 8 9 I 143 7 3 95 l 07 1 

MOI004 5,2 86 143.8 3.82 108.2 

MOIOOS 5.8 9.2 144 8 3,50 108.2 

Number of males 5 5 5 5 5 

Mean 5 7 9.0 143 9 3 82 107 I 

SD 03 05 06 0 19 11 
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ALP 

U/L 

344 

413 

343 

348 

276 

345 

48 



試験番号： R-12-006

Combi ned repeat dose and reproductive/development al t oxi city  screeni ng t est of仕Cyclodext ri n,2-hydroxypropyl et hers by oral admi ni st ration i n rat s 

Appendi x 27-1-2. Bi ochemi cal findi ngs of male rat s at t he end of t he dosi ng peri od 

B-CH I 00 mg/kg 

Male No、 Total protein Albumin A/G Glucose Total cholesterol 

g/dL g/dL mg/dL 

M02013 57 37 I 85 176 

M02014 59 3,8 I 81 159 

M02015 56 3 5 I 67 133 

M020!6 5,6 3 7 1 95 133 

M02017 5 3 3.7 2.31 138 

Number of males 5 

Meru1 56 3.7 1.92 148 

S.D 02 0 I 0 24 l9 

Significance NS NS NS NS 

Statist1cal method AN AN AN AN 

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

NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout) 
KW: Analysis by Kruskal-Wallis'test (one-way layout) 

DU: Analysis by Dunnett's test 

mg/dL 

35 

31 

44 

34 

40 

37 

5 

NS 

KW 

Triglyceride Phosphohp,d 

mg/dL mg/dL 

51 76 

54 70 

25 70 

20 63 

37 75 

5 

37 71 

15 5 

NS NS 

DU KW 

UA: Unable to be analyzed because the value in the tt・eated group was the same as the value in the control group 

B-CH 100 mi/kg 

Male No lnorgamc phosphoms Ca Na K Cl 

mg/dL mg/dL mEq/L mEq/L mEq/L 
M02013 65 10 I !43 6 4.62 106 0 

M020l4 6.8 93 143 0 3.83 104 2 

M020l5 5.6 9.0 l45 7 3 81 108 4 

M020l6 62 93 144 8 3 83 107.2 

M02017 5 7 89 144.5 3 75 108,7 

Number of males 5 5 5 5 5 

Mean 62 9,3 144 3 3 97 106 9 

S.D. 05 05 11 0 37 1.8 

Si郡ificance NS NS NS NS NS 

Statistical method DU AN AN AN AN 

S1gmficantly different from the control group(*. P<0.05, ** P<O 01) 
NS Not si包11ficantlydifferent from the control group 
AN Analysts by vanance (one-way layout) 

KW・ Analysis by Kmskal-Walhs'test (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 g,・oup 

234 

AST ALT y-GTP LDH Bile acid BU-N ~ne Total bilnubin ALP 

U/L U/L UIL U/L μmol/L mg/dL mg/dL mg/dL U/L 

63 30 

゜
127 58 l 3 07 0 07 421 

61 31 

゜
234 42 13 05 0 05 309 

70 34 

゜
176 64 17 06 0 05 287 

64 32 

゜
125 5 3 14 05 0.05 290 

81 34 

゜
151 16 7 17 05 0 05 374 

5 5 5 5 

68 32 

゜
163 7.7 15 0.6 0.05 336 

8 2 

゜
45 5 I 2 0 I 0,01 59 

NS NS NS NS NS NS NS NS NS 

AN AN AN AN KW AN AN AN AN 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity  screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in  rats 

Appendix 27-1-3. Biochemical findings of  male rats at the end of the dosing period 

B-CH 300 m鮒kg

Male No Total protein Albumin A/G Glucose Total cholesterol 

g/dL g/dL mg/dL 

M03025 6 I 37 I 54 145 

M03026 6.2 39 1 70 150 
M03027 59 37 1.68 137 

M03028 5,9 38 l 81 128 

M03029 5 7 36 I 71 120 

Number of males 5 5 5 

Meru1 60 37 I 69 136 

SD 02 0.1 0 10 12 

Sigmficance NS NS NS NS 

Statistical method AN AN AN AN 

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

NS: Not significantly different from the control group 

AN: Analysis by variance (one-way layout) 
KW: Analysis by Kruskal-Wallis'test (one-way layout) 
DU: Analysis by Dunnett's test. 

mg/dL 

76 

53 

38 

35 

41 

5 

49 

17 

NS 

KW  

Triglyceride Phospholipid 

mg/dL mg/dL 

50 109 

44 98 

27 68 

38 69 

26 70 

5 

37 83 

10 19 

NS NS 

DU KW 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the contt・ol group 

8-CH 300 mg/kg 

Male No. lnorgamc phosphorus Ca Na 

mgldL mg/dL mEq/L 
M03025 64 97 143.4 

M03026 63 97 143 7 

M03027 6 I 94 144 4 

M03028 5 9 9.3 143 8 

M03029 60 98 144 4 

Number of males 5 5 

Mean 6.1 96 143 9 

S.D 02 02 04 

Stgiuficance NS NS NS 

Sta!lsllcal method DU AN AN 

Significantly different from the control四oup(*: P<0.05, **: P<O.O I) 

NS: Not sigi1ificantly different from the control group 

AN: Analysis by vaiiance (one-way layout) 
KW: Analysis by Kntskal-Wallis'test (one-way layout) 
DU: Analysis by Dunnett's test 

K Cl 

mEq/L mEq/L 
3 87 105.5 

4 01 106 0 

4 05 107 I 

3 82 105 7 

4.10 107 6 

5 5 

3 97 106.4 

0 12 09 

NS NS 

AN AN 

UA: Unable to be analyzed because the value in the treated group was the s印neas the value in the control group 
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AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirnbin ALP 

U/L U/L U/L U/L μmol/L mg/dL mg/dL mg/dL U/L 

62 39 

゜
324 5 6 17 05 0 06 315 

64 30 

゜
318 85 16 06 0 06 271 

74 39 

゜
300 5 9 16 06 0 07 284 

63 939 9 

゜
206 46 18 05 0.05 372 

71 45 

゜
62 5 9 22 05 0.06 300 

5 5 5 

67 37 

゜
242 6 I 18 05 0,06 308 

5 6 

゜
111 I 4 2 0 I 0.01 39 

NS NS NS NS NS NS NS NS NS 

AN AN AN AN KW AN AN AN AN 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 27-1-4. Biochemical findings of male rats at the end of the dosing period 
B-CH IOOOm凶

Male No. Total protein Albumm NG  Glucose Total cholesterol 

g/dL g/dL mg/dL 

M04037 5 8 36 I 64 154 

M04038 59 3,8 I 81 134 

M04039 5 6 3 7 1 95 136 

M04040 52 3 6 2 25 139 

M04041 54 3 3 I 57 120 

Number of males 5 5 

Mean 56 36 I 84 137 

SD 03 0.2 0 27 l2 

Sigmficance NS NS NS NS 

Statistical method AN AN AN AN 

Significantly different from the control group(*: P<0.05, ••: P<0.01) 
NS: Not significantly different from the contt・ol group 

AN: Analysis by variance (one-way layout). 
KW: Analysis by応uskal-Wallis'test(one-way layout) 
DU: Analysis by Dunnett's test 

mg/dL 

55 

43 

46 

41 

58 

5 

49 

8 

NS 

KW 

Triglyceride Phospholipid 

mg/dL mg/dL 

20 83 

28 75 

19 77 

31 70 

21 84 

5 5 

24 78 

6 

NS 

DU KW 

UA: Unable to be ruialyzed because the value in the a・eated group was the same as the value in the control group 

B-CH I 000 mg/kg 

Male No Inorgruuc phosphoms Ca Na 

mg/dL mg/dL mEq/L 
M04037 5.9 90 143.7 

M04038 53 94 143 6 

M04039 5 I 8.9 143.6 

M04040 52 9 I 145.3 

M04041 54 8 5 144.9 

Number of males 5 5 

Mean 5.4 9.0 144.2 

SD 03 03 0.8 

S屯111ficru1ce NS NS NS 

Statistical method DU AN AN 

Significantly different from the contt・ol group(*: P<0.05, **: P<O.O I) 

NS: Not si6mificantly different from the control group 

AN: Analysis by va1-iance (one-way layout) 
KW: Analysis by Kruskal-Wallis'test (one-way layout). 
DU: Analysis by Dunnett's test. 

K Cl 

mEq/L mEq/L 
4.07 104 5 

3 98 106 7 

4.22 106 8 

3 87 108.3 

3.63 108 2 

5 5 

3.95 106 9 

0 22 1.5 

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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AST ALT y-GTP LOH Bileacid BUN Creatinine Total bilimbin ALP 

U/L U/L U/L U/L μmol/L mg/dL mg/dL mg/dL U/L 

66 38 

゜
265 7.3 17 0.6 0 04 390 

80 44 

゜
301 47 13 06 0 08 404 

55 30 

゜
118 42 18 06 0 05 287 

89 47 

゜
275 6.5 16 05 0.06 336 

64 36 

゜
146 50 17 05 0 07 298 

5 5 5 5 5 

71 39 

゜
221 5 5 16 06 0 06 343 

14 7 

゜
83 I 3 2 0 I 0 02 53 

NS NS NS NS NS NS NS NS NS 

AN AN AN AN KW AN AN AN AN 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 27-2-1. Biochemical findings of male rats at the end of the recovery period 

Conn・ol (vehicle water for in ection) 

Male No. Total protein Albumin NG  Glucose Total cholesterol Ttiglyceride Phospholipid AST ALT y-GTP LOH Bile acid BUN Creatinine Total bilirubin 

g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L μmol/L mgldL mg/dL mg/dL 

M01008 58 3.8 I 90 145 38 35 70 68 26 

゜
I JO 51 3 16 05 0.07 

MOI009 5.8 40 2.22 142 48 47 79 73 27 

゜
315 27.4 l 2 05 0 07 

MOIOIO 5.7 3,7 1 85 159 40 49 73 57 23 

゜
182 12 4 l 5 05 0.05 

MOIOII 56 3.6 I 80 l 32 51 48 83 63 27 

゜
228 49 16 05 0 02 

M01012 5 6 36 I 80 125 45 24 76 64 33 

゜
195 24 3 15 0,5 0,06 

Number of males 5 5 5 5 5 5 

Mean 57 3 7 I 91 141 44 41 76 65 27 

゜
206 24.1 15 0,5 0.05 

SD 0 I 02 0.18 13 5 II 5 6 4 

゜
75 17.7 2 0,0 0.02 

Control (vel11cle water for mjectwn) 
Male No. Inorganic phosphorus Ca Na K Cl 

mg/dL mg/dL mEq/L mEq/L mEq/L 
MOI008 8 I 98 142.5 4 50 103 8 

M01009 60 95 143 7 3 84 106.9 

MOIOIO 6.8 9.4 143 8 3 71 107 9 

M01011 6.3 93 144 9 3 61 109 4 

MOI012 54 92 143 9 3 65 107.7 

Number of males 5 5 5 5 5 

Mean 65 94 143 8 3 86 107 I 

SD I 0 02 09 0.37 2 I 

237 

ALP 

U/L 

221 

286 

204 

201 

237 

5 

230 

35 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

B-CH I 000 mg/kg 
Male No Total protein Albumm A/G Glucose Total cholesterol Triglyceride Phospholipid 

g/dL 糾L mg/dL mg/dL mg/dL 

M04044 5,9 3,9 1.95 142 53 44 

M04045 54 3 5 I 84 137 39 22 

M04046 5 I 34 2 00 153 43 26 

M04047 5 7 37 I 85 137 52 16 

M04048 5 7 3 7 1.85 l 35 49 42 

Number of males 5 5 5 5 5 

Mean 56 36 I 90 141 47 30 

SD. 0,3 0.2 0.07 7 6 12 

Significru,ce NS NS NS NS NS NS 

Statistical method AW TI TT TI Tr TT 

Significantly different from the conn・ol group(* P<O 05, ••. P<O.O I). 
NS Not significru1tly different from the conu・ol group 
AW  Analysis by Aspin-Welch Hest 
TT Analysis by Student's I-test 
UA・ Unable to be ru1alyzed because the value in the treated group was the same as the value m the conn・ol group 

B-CH 1000 mg/kg 
Male No Inorganic phosphorus Ca Na 

m駆dL m!i_dL mEg/L 
M04044 66 95 143 0 

M04045 7.0 95 144.2 

M04046 5.9 88 145 0 

M04047 6.1 9 1 144.4 

M04048 60 95 144 4 

Number of males 5 5 5 

Mean 63 93 144.2 

SD 0.5 03 07 

Significance NS NS NS 

Stallstical method TT TT TT 

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 t-test 
TI: Analysis by Student's t-test 

K Cl 

mEg/L mEq/L 
3 99 105 9 

3 89 106 3 

3 45 107 9 

3 56 109 2 

3 52 107 9 

5 5 

3 68 107 4 

0 24 I 3 

NS NS 

TT 1T 

mg/dL 

86 

65 

70 

76 

84 

76 ， 
NS 

TT 

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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AST ALT y-GTP LDH Bileacid BUN Creatinine Total bilirubin 

U/L U/L U/L U/L fllllOI/L mg/dL mg/dL mg/dL 

70 29 

゜
284 94 l 6 06 0 05 

68 27 

゜
272 13.7 15 05 0 06 

58 25 

゜
205 I I 8 13 05 0 04 

74 30 

゜
310 9.0 12 0,5 0 07 

60 27 

゜
96 79 17 05 0 04 

5 5 5 5 5 

66 28 

゜
233 104 15 05 0 05 

7 2 

゜
86 24 2 00 0 01 

NS NS NS NS NS NS NS NS 

TT TT TI IT AW TI TT TI 

ALP 

U/L 

265 

275 

243 

174 

203 

5 

232 

43 

NS 

TI 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 28-1-1. Biochemical findings of female rats at the end of the dosing period 

Control (vehicle water for injection) 
Female No Total protein Albumin NG Glucose Total cholesterol Triglycende Phospholipid AST ALT y-GTP LDH Bile acid BUN -Creatmine Total b1!11ubin 

g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L fllllOI/L mg/dL mg/dL mg/dL 

FOI003 62 4 I I 95 151 61 40 123 72 46 

゜
71 13.2 I 5 0,5 0 11 

F01005 62 42 2 10 151 54 42 112 57 36 

゜
50 13 7 12 0,5 0 09 

F01007 60 42 2 33 148 62 84 140 62 41 

゜
46 19 3 17 06 0.11 

FOIOIO 62 43 2 26 146 65 93 149 81 56 

゜
123 21 3 14 06 0 10 

F01012 6.1 42 2 21 137 61 51 124 107 46 

゜
49 22 I 15 06 0.09 

Number of females 50 5 5 5 5 s 5 5 

Mean 6 I 42 2 17 147 61 62 130 76 45 

゜
68 17 9 15 06 0 IO 

SD 0 I 0.1 0 15 6 4 25 15 20 7 

゜
32 42 2 0 I 001 

Control (velucle water for injection) 
Female No Inorganic phosphorns Ca Na K Cl 

mg/dL mg/dL mEq/L mEq/L mEq/L 
F01003 6.5 95 139.5 4 14 101 3 

FOI005 55 10 2 140 0 4 42 105 4 

F01007 74 94 140 8 3 87 104 I 

F01010 5 3 97 139 8 3.87 104 8 

FOIOl2 72 9.5 142 0 3 86 107.1 

Number of females 5 5 5 5 5 

Mean 64 97 140.4 4.03 104.5 

SD I 0 0.3 1.0 0 25 2.1 

239 

ALP 

U/L 

130 

Ill 

176 

139 

244 

l60 

53 



試験番号： R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodex打in,2-hydroxypropyl ethers by oral administration in rats 

Appendix 28-1-2. Biochemical findings offemale rats at the end of the dosing period 

B-CH I 00 mg/kg 

Female No Total protein Albumm A/G Glucose Total cholesterol Triglyceride Phosphohpid 

g/dL g/dL mg/dL 

F02014 5 7 4.0 2.35 139 

F02015 60 4.0 2 00 145 

F02016 62 4.2 2 10 149 

F02019 54 3.7 2 18 JOI 

F02021 62 4,3 2 26 143 

Number offemales 5 5 

Mean 5.9 40 2.18 135 

SD 0,3 02 0 14 20 

Sigmficattce NS NS NS NS 

Statistical method AN AN AN AN 

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

NS: Not significru1tly different from the conn・ol group 

AN: Analysis by variance (one-way layout) 

KW: Analysis by Kmskal-Wallis'test (one-way layout). 

mg/dL mg/dL 

53 32 

72 41 

57 37 

74 32 

66 78 

s 

64 44 ， 19 

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 

8-CH I 00 mg/kg 
----

Female No lnorgru1ic phosphorns Ca Na K 

mg/dL mg/dL mEg/L 

F02014 65 95 140,6 

F02015 77 97 141 6 

F02016 64 98 142 2 

F02019 60 93 142 0 

F02021 67 l o l 1419 

Number offemales 5 5 

Mean 67 97 141 7 

SD 06 03 06 

S1gmficance NS NS NS 

Statistical method AN AN AN 

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

NS: Not significatttly different from the control group 

AN: Analysis by vru・iance (one-way layout) 

KW: Analysis by Kruskal-Wallis'test (one-way layout) 

mEg/L 

3 73 
4 08 

3 97 

3 60 

3.73 

5 

3.82 

0.20 

NS 

AN 

Cl 

mEg/L 

106 5 

105 4 

106 7 

107.2 

103 2 

5 

105.8 

I 6 

NS 

AN 

UA: Unable to be analyzed because the value in the treated group was the srune as the value in the control group 

mg/dL 

104 

146 

121 

l37 

132 

128 

16 

NS 

AN 

240 

AST ALT y-GTP LDH Bile acid BUN Creatinine Total bihmbm ALP 

U/L U/L U/L U/L μmol/L mg/dL mg/dL mg/dL U/L 

79 54 

゜
IOI 10 4 13 0,5 006 l59 

93 46 

゜
68 10.0 2l 07 006 2lo 

55 39 

゜
46 11 5 13 0 5 0,07 125 

77 36 

゜
46 12,9 16 0 5 0 12 225 

89 40 

゜
180 13 8 18 07 0 12 271 

5 5 5 5 5 5 

79 43 

゜
88 11 7 16 06 0 09 198 

15 7 

゜
56 1.6 3 0 I 0.03 57 

NS NS NS NS NS NS NS NS NS 

AN AN AN AN KW AN AN KW AN 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 28-1-3. Biochemical findings of female rats at the end of the dosing period 

B-CH 300 mg/kg 

Female No. Total protem Albumm NG  Glucose Total cholesterol Triglyceride Phospholipid 

g/dL 鮒L mg/dL mg/dL mg/dL 

F03027 6 I 4.0 I 90 119 59 35 

F03028 5,3 3 8 2.53 141 58 60 

F03030 5 8 4 I 2 41 142 56 54 

F03032 5 9 39 1.95 157 62 49 

F03035 6.2 44 2.44 145 51 44 

Number of females 5 

MeaJ1 59 40 2 25 141 57 48 

SD. 04 02 0 30 14 4 10 

Significance NS NS NS NS NS NS 

Stat1st1cal method AN AN AN AN AN AN 

Significantly different from the control group(*. P<0.05, •• P<O 01) 
NS・ Not significantly different from the conn・o] group 

AN・ Analysis by variance (one-way layout). 
KW・ Analysis by知uskal-Walhs'test(one-way layout) 
UA Unable to be analyzed because the value 111 the tt・eated group was the same as the value in the control group. 

B-CH 300 mg/kg 

Female No Inorganic phosphorus Ca Na K 

m!idL mg/dL mEg/L mEq/L 
F03027 67 94 140 2 

F03028 7.2 95 143 8 

F03030 6 I 92 142.6 

F03032 54 94 141.9 

F03035 5,9 97 140,8 

Number of females 5 5 5 

Mean 6,3 94 141 9 

SD 07 02 14 

Significance NS NS NS 

Statistical method AN AN AN 

Significat1tly different from the control group(*: P<0.05, **: P<O.O I). 

NS: Not significantly different from the control group 

AN: Analysis by variance (one-way layout) 
KW: Analysis by Kmskal-Wallis'test (one-way layout) 

3 68 

4 21 

4 I I 

3.64 

4 04 

3 94 

0 26 

NS 

AN 

CI 
1nE9IL 
107.5 

105.5 

107 9 

106 3 

106 2 

5 

106 7 

I 0 

NS 

AN 

UA: Unable to be analyzed because the value in the tJ・eated group was the same as the value in the contJ・ol group 

mg/dL 

112 

112 

Ill 

122 

107 

5 

113 

6 

NS 

AN 

241 

AST ALT y-GTP LOH Bile acid BUN Creatinine Total bilimbin 

U/L U/L U/L U/L μmol/L rng/dL mg/dL mg/dL 

70 42 

゜
162 21 5 18 05 0、08

59 46 

゜
44 9.4 10 05 007 

65 43 

゜
62 25 2 19 05 0 IO 

85 52 

゜
I 19 6,0 12 0.5 0 07 

103 82 

゜
97 12.6 16 06 0 07 

5 5 5 5 5 

76 53 

゜
97 14 9 15 05 0 08 

18 17 

゜
47 8 l 4 00 001 

NS NS NS NS NS NS NS NS 

AN AN AN AN KW AN AN KW 

AしP

U/L 

247 

245 

153 

232 

193 

5 

214 

40 

NS 

AN 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 28-1-4. Biochemical findings of female rats at the end of the dosing period 

B-CH !000 mg/kg 

Female No Total protein Albumin NG  Glucose Total cholesterol Triglyce1ide Phospholipid 

g/dL g/dL mg/dL 

F04038 60 42 2 33 138 

F04041 6.0 4 I 2.16 144 

F04043 5.6 38 2.11 110 

F04045 60 4 I 2.16 137 

F04047 5 9 42 2 47 131 

Number offemales 5 5 

Mean 59 4 I 2 25 132 

S.D. 02 02 0 15 13 

S1gi11ficance NS NS NS NS 

Statistical method AN AN AN AN 

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

NS: Not significantly different from the conti・ol group 

AN: Analysis by variance (one-way layout). 
KW:細 alysisby応uskal-Wallis'test(one-way layout) 

mg/dL mg/dL 

47 58 

50 76 

51 14 

78 39 

57 36 

57 45 

13 23 

NS NS 

AN AN 

UA: Unable to be analyzed because the value in the ti・eated group was the srune as the value in the control group 

B-CH 1000 mg/kg 

Female No Inorganic phosphorus Ca Na 

m~dL mg/dL 1nE9/L 

F04038 5 7 96 140,0 

F04041 63 10 0 140 5 

F04043 6,6 94 144 3 

F04045 6 I 94 143 8 

F04047 6.3 9.9 143 3 

Number of females 5 5 5 

Mean 62 9.7 142 4 

SD 03 03 20 

Significance NS NS NS 

Statistical method AN AN AN 

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

NS: Not signific皿tlydifferent from the control group. 

AN: Analysis by variance (one-way layout) 
KW: Analysis by Krnskal-Wallis'test (one-way layout) 

K Cl 

1nEq/L mEq/L 
4 65 105 3 

401 104 7 

4,12 1102 

3 67 109.5 

3 13 108 5 

5 5 

3 92 107 6 

0 56 25 

NS NS 

AN AN 

UA: Unable to be analyzed because the value in the n・eated group was the same as the value in the cona・ol group 

mg/dL 

102 

I 13 

92 

148 

119 

115 

21 

NS 

AN 

242 

AST ALT y•GTP LDH Bile acid BUN Creatinine Total bilimbin ALP 

U/L U/L U/L U/L μmol/L mg/dL mg/dL mg/dL U/L 

65 46 59 10 6 12 OS 0 09 100 

80 70 

゜
39 16 9 14 0.5 0 08 118 

67 31 

゜
47 10.7 14 06 0 07 158 

96 56 

゜
59 10 2 17 0.6 0 08 354 

7l 46 

゜
104 7,8 14 06 007 160 

5 5 5 5 5 

76 50 

゜
62 II 2 14 06 0 08 178 

13 14 

゜
25 34 2 0 I 0 01 102 

NS NS NS NS NS NS NS NS NS 

AN AN AN AN KW AN AN KW  AN 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-CyclodextJ・in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 28-2-1. Biochemical findings of female rats at the end of the dosing period, satellite group 

Contt・o] (vehicle water for mJection) 
Female No Total protein Albumin NG Glucose Total cholesterol Triglyceride Phospholiptd AST ALT y-GTP LDH Bile acid BUN Creatinine Total b1lirubin 

g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L μmol/L mg/dL mg/dL mg/dL 

F05049 6 I 42 2 21 113 62 13 113 79 49 

゜
69 29.4 l8 06 0 07 

F05050 6.3 45 2 50 145 56 15 110 52 21 

゜
44 14 2 15 0,6 0 07 

F0505 I 57 4 I 2,56 I 15 66 14 119 65 24 

゜
42 95 16 06 0 JO 

F05052 59 3,9 1.95 l03 63 12 113 65 25 

゜
71 27.3 19 05 0 06 

F05053 62 42 2 IO 123 69 18 131 69 27 

゜
92 15 4 21 07 0.08 

Number of females 5 5 5 5 

Mean 60 42 2 26 120 63 14 117 66 29 

゜
64 19,2 18 06 0,08 

SD 02 02 0 26 16 5 2 8 10 II 

゜
21 8,7 2 0 I 0 02 

Control (vehicle water for 111jection) 
Female No Inorganic phosphorus Ca Na K 

~~一 Cl 

mgldL mg/dL mEq/L mEq/L mEq/L 
F05049 40 9 I 143 2 3 74 108 1 

F05050 46 9 1 144 4 3.47 107 6 

F05051 4 I 90 141 8 3.75 106 2 

F05052 4,2 94 142 7 3、71 108 5 

F05053 50 9,1 142 6 3 68 106 9 

Number of females 5 5 5 5 

Mean 44 9 I 142 9 3 67 107 5 

SD 04 02 I 0 0 12 0.9 

243 

ALP 

U/L 

147 

240 

207 

215 

176 

197 

36 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

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

B-CH I 000 mg/kg 
Female No Total protein Albumin A/G Glucose Total cholesterol Triglyceride Phospholipid 

g/dL g/dL mg/dL 
F06059 6 I 42 2 21 128 

F06060 62 44 2 44 134 

F0606 I 66 48 2.67 120 

F06062 69 49 2 45 154 

F06063 56 3 8 2 11 153 

Number of females 5 5 5 

Mean 63 4.4 2 38 l 38 

SD 05 04 0.22 15 

Significru1ce NS NS NS NS 

Statistical method TT TT TT TT 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
NS: Not significantly different from the co1111・0I group 
TT: Analysis by Student's t-test 
AW: Analysis by Aspin-Welch t-test 

mg/dL mg/dL 

59 15 

68 17 

66 12 

67 28 

52 18 

5 5 

62 18 

7 6 

NS NS 
TT TT 

UA: Unable to be atialyzed because the value in the treated group was the same as the value in the control group. 

B-CH 1000 m糾kg
Female No Inorgamc phosphorus Ca Na K 

mg/dL mg/dL mEq/L mEq/L 
F06059 46 9.5 141 9 

F06060 34 9 I 142 7 

F06061 4 I 10 0 143.9 

F06062 42 98 143.3 

F06063 48 95 142 9 

Number of females 5 5 5 

Mean 42 96 142 9 

SD. 05 03 0.7 

Significance NS ＊ NS 

Stat,sllcal method TT TI TT 

Significantly different from the control group(*: P<0.05, **: P<0.01). 
NS: Not significantly different from the control group 

TI: Analysis by Student's t-test. 
AW: Analysis by Aspin-Welch t-test 

3 82 

3 44 

3 67 

3 70 

3 39 
5 

3 60 
0.18 

NS 

TI 

Cl 

nlEq/L 
106 4 

106.9 

108 3 

105 9 

105 8 

5 

106 7 

I 0 

NS 

TI 

mg/dL 
113 

132 
133 

134 

104 

123 

14 

NS 

TT 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control gt"Oltp 

244 

AST ALT y-GTP 
U/L U/L U/L 

97 85 

58 29 I 

291 141 

゜186 142 

゜84 61 

143 92 

96 50 

NS 

AW AW TT 

LOH Bile acid BUN Creatinine Total bihrnbm ALP 
U/L μ11101/L mg/dL mg/dL mg/dL U/L 

86 65 15 07 0,08 151 
50 ll 9 19 0.6 008 175 

210 16.1 16 06 0 14 226 
175 20 I 20 07 0 08 164 

54 7,0 16 07 0 07 218 
5 5 5 5 

115 12.3 17 07 0.09 187 
73 59 2 0.1 0 03 33 

NS NS NS NS NS NS 
AW Tr TT TT TT TT 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers 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 m1ect10n) 
Female No Total protein Albumin NG  Glucose Total cholesterol Triglyceride Phospholiptd AST ALT y-GTP LDH Bileacid BUN Creatinine Total bilirubin 

g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L U/L μmol/L mg/dL mg/dL mg/dL 
F05054 66 46 2 30 127 92 49 172 58 23 

゜
155 13 7 19 0.7 007 

F05055 66 46 2 30 118 58 16 117 56 21 

゜
73 10 7 18 06 0 09 

F05056 6,3 44 2.32 115 68 l 3 117 70 42 

゜
77 9.3 18 06 006 

F05057 66 47 2 47 130 73 15 137 68 36 

゜
56 15 9 23 08 o lo 

F05058 5 5 3,9 2 44 105 53 12 97 62 22 

゜
77 11 2 18 06 0,07 

Number of females 5 5 5 5 5 5 5 

Mean 63 44 2 37 119 69 21 128 63 29 

゜
88 12 2 19 07 0 08 

SD 05 03 0 08 10 15 16 28 6 10 

゜
39 2,6 2 0.1 0 02 

Control (vehicle. water for injection) 
Female No Inorga111c phosphorus Ca Na K Cl 

mg/dL mg/dL mEq/L mEq/L mEq/L 
F05054 39 10 2 144 6 3 25 108 I 

F05055 47 96 142 5 3 49 108 3 

F05056 40 93 143 2 3 47 107 9 

F05057 36 98 142 2 3 65 107 0 

F05058 4.1 9.0 145 7 3.08 111,5 

Number of females 5 5 5 5 

Mean 4 I 96 143 6 3 39 108 6 

SD 04 0.5 1.5 0.22 1.7 

245 

ALP 

U/L 

128 

124 

139 

l06 

105 

120 

15 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix28ふ 2.Biochemical findings of female rats at the end of the recovery period 

B-CH 1000 m k• 
Female No Total protein Albumin NG  Glucose Total cholesterol Tiiglyceride Phospholipid 

g/dL g/dL mg/dL 
F06064 57 39 2.17 135 

F06065 6,0 42 2.33 141 

F06066 5 7 4,1 2 56 122 

F06067 59 43 2 69 151 

F06068 60 40 2 00 106 

Number of females 5 

Mem1 59 4 I 2 35 131 

S.D. 02 02 0 28 17 

Significance NS NS NS 

Statistical method AW TT AW TT 

Significantly different from the control group(*: P<0.05, **: P<O.O I) 
NS: Not significantly different from the control group 
AW: Analysis by Aspin-Welch t-test 
TT: Analysis by Student's t-test 

rng/dL mg/dL 

48 13 

61 18 

50 25 

58 14 

62 ll 

5 

56 16 

6 6 

NS NS 

TT TT 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group 

B-CH 1000 mg/kg 
------・ 

Female No Inorganic phosphorns Ca Na K 
mg/dL mg/dL mEq/L 111E9/L 

F06064 47 8.9 143 4 

F06065 25 9, l 143 7 

F06066 30 9.1 144,8 

F06067 3 3 89 144 4 

F06068 36 90 145.0 

Number of females 5 5 5 

Mean 3.4 90 144 3 

SD 08 0 1 07 

Sig111ficance NS ＊ NS 

Statistical method TI AW  TI 

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

NS: Not significantly different仕omthe control group 

AW: Analysis by Aspin-Welch t-test 

TT: Analysis by Student's t-test 

3.22 

3 40 

3 06 

2 86 

3 06 

5 

3 12 

0.20 

NS 

TT 

Cl 

mEg/L 
108 8 

109 I 

109 5 

110 6 

11 I 0 

5 

109 8 

I 0 

NS 

TT 

mg/dL 

99 

103 

101 

101 

123 

105 

IO 

NS 

TT 

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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AST 

U/L 

106 

65 

65 

73 

58 

5 

73 

19 

NS 

AW 

ALT y-GTP LDH Bile acid BUN Creatinine Total bilnubin ALP 

U/L U/L U/L (IITIOliL mg/dL mg/dL mg/dL U/L 

63 

゜
149 6.2 16 07 0 13 139 

22 

゜
200 5 5 15 07 0.06 119 

30 

゜
102 62 l9 06 009 124 

34 

゜
88 62 l 5 06 0 07 107 

24 

゜
48 12.2 !8 0.6 0 08 l56 

5 5 5 5 

35 

゜
117 7,3 17 0,6 0 09 129 

17 

゜
59 28 2 0,1 0 03 19 

NS NS NS NS NS NS NS 

TI TT TI TT TT TT TT TT 



試験番号： R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodext r in, 2-hydroxypropyl ethers by oral administration in rats 

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

Control (vehicle water for injection 
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 

wei~h t (~) (mgi (m~/~) (mgJ (mg/g) (mg) (mg/~) (m~) (m訥g) (mg) (mg/~) (mg) (mg/~) (m~) (mg/尉 (mg) 
MOIOOI 507 0 2122 3 4 186 262 I 0 517 1563 5 3 084 14445 5 28 492 1565 9 3 089 1581 3 3 119 3147 2 6 207 954 5 
M01002 526 2 2152 9 4 091 287 7 0 547 1491 4 2 834 12936 4 24 585 1680 6 3 194 1717 8 3 265 3398 4 6 458 718 3 
MOI003 550.6 2050 9 3 725 274 7 0 499 1638 2 2 975 18260 9 33 165 1790 6 3 252 1793 8 3 258 3584 4 6 510 742 5 
MOI004 478 4 1923 0 4 020 304 J 0 636 I 726 0 3 608 12178 9 25 458 1636 6 3 421 1562 9 3 267 3199 5 6 688 822 7 
MOIOOS 489 I 2007 8 4 105 201 4 0 412 1297 0 2 652 12058 7 24 655 1504 6 3 076 1474 I J 014 2978 7 6 090 624 7 
MOl006 499 8 2002 7 4 007 215 I 0430 1327 I 2 655 12188 7 24 387 1666 8 3 335 1582 5 3 166 3249 3 6 501 848 I 
M01007 502 8 2042 2 4 062 314 2 0 625 1694 2 J 370 15587 I 31 001 1894 I 3 767 2154 7 4 285 4048 8 8 053 865 8 

Number of males 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 
Mean 507.7 2043 I 4 028 265 6 0 524 1533 9 3 025 13950 9 27 392 16770 3 305 1695 J 3 339 3372 3 6 644 796 7 
SD 24 I 77.1 0 146 43 0 0 087 170 8 0 360 2322 I 3 552 Ill 6 0 239 228 6 0 427 354 5 0 653 109 3 

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

Control (vehicle water for mJectron) 
Male No. Testis (R) Testis(L) Testes EEidid別InIS(Rl Epid,dymis (L) EEidIdど皿des

(Ing) (m~/g) (mg} (m昭g) (mg) (mg/g) (mg) (mg/g) (mg) (mglg) {mg) (m~I~) 
MOIOOl 1618 1 3 192 1571 0 3 099 3189.1 6 290 606 6 I 196 598 2 1 180 1204 8 2 376 
MOI002 1572 7 2 989 1642 I 3 121 3214 8 6 109 576 6 I 096 622 7 I 183 1199 3 2.279 
M0!003 1770 3 3 215 1825 6 3 316 3595 9 6 531 713 6 I 296 730 4 I 327 1444 0 2 623 

M01004 1503 2 3 142 1564 2 3 270 3067.4 6 412 6391 1 336 635 5 I 328 1274 6 2 664 

M0¥005 1715 6 3 508 1685 I 3 445 3400. 7 6 953 610 8 I 249 618 7 I 265 1229 5 2.514 
MOI006 1684 3 3 370 1698 5 3 398 3382 8 6 768 641 3 1 283 617 9 I 236 1259 2 2.519 

MOI007 1679 2 3 340 1654 I 3 290 3333 3 6 629 668 6 I 330 668 0 I 329 1336 6 2.658 

Number of males 7 7 7 7 7 7 7 7 7 7 7 

Mean 16491 3 251 1662 9 3 277 3312 0 6 527 636 7 I 255 6416 I 264 1278 3 2 519 

SD 90 7 0 170 88 4 0130 1724 0 287 45 0 0 085 44.6 0067 86 9 0147 

Control (vehicle water for in1ection) 

Male No Prostate, ventral Seminal vesicles T11炉roidsland Adrenal ~land (R) Adrenal ~land (L) Adrenal ~lands 
(m~) (m凶9 (m~) (m凶~) (m6) (m鉛臥 (Ingl (m臨） (m~) (m'I!!.g) (ms) (m臨｝

MOJOOJ 540 0 I 065 1257 9 2 481 18 0 0 036 26 6 0 052 29 I 0 057 55 7 0 110 

M01002 453 9 0 863 2058 4 3 912 17 6 0 033 28 3 0 054 28 8 0 055 57 I 0 109 

MOI003 679 2 I 234 2123 I 3 856 18 8 0 034 28 1 0 051 29 3 0 053 57 4 0 104 

M0¥004 538 7 I 126 1455 4 3 042 19 4 0 041 24 7 0 052 21 2 0044 45 9 0 096 

M01005 5¥9 6 1 062 1551 8 3 173 14 I 0 029 32 2 0 066 32 4 0 066 64 6 0 132 

M01006 645 6 I 292 2186 3 4 374 12 9 0 026 264 0 053 30 6 0 061 57 0 0 114 

M01007 726 8 I 446 2252 3 4 480 24 6 0 049 23 7 0 047 28 0 0 056 51 7 0 103 

Number of males 7 7 7 7 7 7 7 7 7 

Mean 586 3 1 155 1840 7 3 617 17 9 0 035 27 I 0 054 28 5 0 056 55 6 0 I IO 

SD 98 6 0 188 405 7 0 739 3 8 0 008 28 0 006 3 5 0 007 5 7 0 011 

247 

[m辿；）
I 883 

I 365 

I 349 

I 720 

I 277 
I 697 

I 722 
7 

I 573 

0 237 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 29-1-2. Organ weights of male rats at the end of the dosing period 

B-CH IOO Ing 

Male No Body Brain 

weight(g) (mg) (111/lill) 
M02013 557.9 1992 7 3 572 

M02014 509 9 I 945 0 3 814 

M020l5 484 6 2032 0 4 193 

M02016 472 0 2021 0 4 282 

M02017 491 2 1940 4 J 950 

M020!8 443 0 2024 9 4 571 

M020l9 544 7 2097 8 J 851 

M02020 579 4 2296 9 3 964 

M0202I 482 2 1972 I 4 090 

M02022 523 4 1967 7 3 759 

M02023 404 3 2024 5 5 007 

M02024 466 I 1986 5 4 262 

Number.of males 12 12 12 

Mean 496 6 2025 I 4 110 

SD 49 7 960 0 392 

Sigmficru1ce NS NS NS 

Statistical method KW  AN KW 

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

NS: Not significantly different from the control group. 

KW: Analysis by Kruskal-Wallis'test (one-way layout) 
AN: Analysis by variai1ce (one-way layout) 

Thymus Heart 

(mg) (mg/g) (m~) 
260 I 0 466 1646 8 

476 7 0 935 1534 6 

377.4 0 779 1530 2 

258 4 0 547 1534 2 

306 3 0 624 1453 I 

363 5 0 821 1170 5 

329 6 0 605 1714 3 

393 7 0 679 1662 9 

190.6 0 395 1309 I 

338 9 0 647 1469 9 

88 0 0 218 1259 6 

507 6 I 089 1602 5 

12 12 12 

324 2 0 650 1490 6 

116 3 0 237 168 6 

NS NS NS 

AN AN AN 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control g『oup

Liver 

(m!l:'./a) (mg) 

2 952 15787 6 

3 010 15513 3 

3 158 I 3569 2 

3 250 11439 6 

2 958 11888 2 

2 642 11501 6 

3 147 17021 9 
2 870 16206 6 

2 715 11526 8 

2 808 14772 0 

3 116 9041 I 

3 438 12281 3 

12 12 

3 005 13379 I 

0 230 2459 9 

NS NS 

KW AN 

248 

Kidney (R) Kidney (L) Kidneys Spleen 

(mg/g) (mg) {mg/~) (m~) (mg/g) (mg) (mg/g) (mg) (mg/g) 

28 298 1629 4 2 921 1751 1 3 139 3380 5 6 059 733 5 I 315 

30 424 1985 0 3 893 2055 7 4 032 4040 7 7 924 857 2 I 681 

28 001 1502 7 3 101 1475 S 3 045 2978 2 6 146 734 0 I 515 

24 236 1717 4 3 639 1728 4 3 662 3445 8 7 300 1091 4 2 312 
24 202 1550 6 3 157 1449 I 2 950 2999 7 6 107 695 8 I 417 

25 963 1708 0 3 856 1585 9 3 580 3293 9 7 435 726 8 I 641 

31 250 1680 4 3 085 1764 8 3 240 3445 2 6 325 839 9 I 542 

27 971 1794 0 3096 1889 5 3 261 3683 5 6 357 917 4 I 583 

23 905 16450 3 41 I 1654 9 3 432 3299 9 6 843 847 3 I 757 

28 223 1683 4 3 216 1637 2 3 128 3320 6 6 344 972 0 I 857 

22 362 1403 0 3 470 1368 7 3 385 2771 7 6 856 622 4 I 539 

26 349 1821 0 3 907 1849 9 3 969 3670 9 7 876 860 6 I 846 

12 12 12 12 12 12 12 12 12 
26 765 1676 7 3 396 1684 2 3 402 3360 9 6 798 824 9 I 667 

2 735 152 7 0 353 198 I 0 349 345 2 0 685 130 8 0 260 

NS NS NS NS NS NS NS NS NS 

AN AN AN AN AN AN AN AN AN 



試験番号： R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration  in rats 

Appendix 29-1-2 (continued). Organ weights of male rats at the end of the dosing period 

B-CH IOOnlg/kg 
Male No TestlS (R} Testis(L) 

(mg) (mg/g) (mg) (mg/g) 
M02013 1586 9 2 844 1565 0 

M020!4 1591 6 3 121 1592 2 

M02015 1531 7 J 161 1546 5 

M02016 1648 3 3 492 1637 7 

M02017 1739 6 3 542 1725 I 

M02018 1792 6 4 047 1841 5 

M02019 1585 5 2 911 1529 5 

M02020 1612 I 2 782 1624 7 

M02021 1852 3 3 841 1800 6 

M02022 1651 5 3 155 1644 5 

M02023 1738 7 4 301 1635 5 

M02024 1695 8 3 638 1768 4 

Number of males 12 12 12 

Mean 1668 9 3 403 1659 3 

SD 96 3 0 489 102 2 

S1gmficru1ce NS NS NS 

Statistical method AN AN AN 

Significantly different from the control group(': P<0.05, ": P<0.01) 
NS: Not significantly different from the control group. 
KW:紐 alysisby Kruskal-Wallis'test (one-way layout) 
AN: Analysis by variance (one-way layout). 

2 805 

3 123 

3 191 

3 470 

3 512 

4 157 

2808 

2 804 

3 734 

3 142 

4 045 

3 794 

12 

3 382 

0 478 

NS 

KW 

Testes E2ididr111is (Rl 

(mg) (mg/g) (mg) (mg/g) 
3151 9 5 650 612 3 I 098 

3183 8 6.244 636 8 I 249 

3078 2 6 352 620 6 I 281 

3286 0 6.962 649 8 I 377 

3464 7 7 054 630 0 I 283 

3634 I 8 203 675 5 I 525 

3115 0 5 719 625 0 I 147 
3236 8 5 586 599 I I 034 

3652 9 7 575 683 I 1417 

3296 0 6 297 756 0 1444 

3374 2 8 346 615 5 I 522 

3464 2 7 432 636 I I 365 

12 12 12 12 

3328 2 6 785 645 0 I 312 

192 9 0962 42 8 0 160 

NS NS NS NS 

AN KW 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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Eeididym!S (L) 
(mg) (my/g) 

662 6 I 188 
651 4 I 278 

594 6 I 227 

639 5 I 355 

624 0 I 270 

586 5 I 324 

620 0 I 138 

590 6 I 019 

701 0 I 454 

739 6 I 413 

576 6 I 426 

619 9 I 330 

12 12 

633 9 I 285 

48 9 0 127 

NS NS 

AN AN 

Epididymides 
(mg) (mg/g) 

1274 9 2 285 

1288 2 2 526 

1215 2 2 508 

1289 3 2 732 

1254 0 2 553 

1262 0 2 849 

1245 0 2 286 

1189 7 2 053 

1384 I 2 870 

1495 6 2 857 

1192 1 2 949 

1256 0 2 695 

12 12 

1278 8 2 597 

85 5 0 280 

NS NS 

AN AN 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 29-1-2 (continued). Organ weights of male rats at the end of the dosing period 

B-CH I 00 mg/kg 

Male No Prostate, ventral Seminal vesicles 

(mg) (mglg) (mg) (mg/g) 

M02013 599 2 I 074 1605 0 

M02014 746 5 I 464 2297 2 

M02015 558 8 I 153 1572 5 

M02016 819 I I 735 2058 2 

M02017 699 6 I 424 2122 I 

M02018 604 3 I 364 1757 9 

M02019 598 3 I 098 1506 0 

M02020 830 0 I 433 1754 5 

M02021 683 5 I 417 1954 0 

M02022 519 7 0 993 1618 2 

M02023 537 I I 328 1244 7 

M02024 440 I 0 944 1480 7 

Number of males 12 12 12 

Mean 636 4 I 286 1747 6 

SD 121 0 0 233 306 3 

Significance NS NS NS 

Statistical method AN AN AN 

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

NS: Not significantly different from the control group. 

KW: Analysis by Kruskal-Wallis'test (one-way layout) 
AN: Analysis by variance (one-way layout). 

2 877 

4 505 

3 245 

4 361 

4 320 

3 968 

2 765 

3 028 

4 052 

3 092 

3 079 

3 177 

12 

3 539 

0 646 

NS 

AN 

Thyroid gland Adrenal gland (R) 

(mg) (mg/g) (mg) (mg/g) 

22 5 0.040 21 3 0 038 

24 8 0 049 27 5 0 054 

15 0 0 031 20 4 0 042 

16 7 0 035 27 8 0 059 

19 9 0 041 24 6 0 050 

23 2 0 052 29 9 0 067 

19 3 0 035 25 0 0 046 

19 0 0 033 33 9 0 059 

141 0029 22 0 0 046 

21 2 0041 27 9 0 053 

19 9 0 049 32 7 0 081 

23 2 0 050 24 I 0 052 

12 12 12 12 

19 9 0 040 26 4 0 054 

33 0 008 4 3 0 012 

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 
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Adrenal gland (L) Adrenal glands 

(mg) (mg/g) (mg) (mg/g) 

219 0 039 43 2 0 077 

26 I 0 051 53 6 0 105 

22 3 0 046 42 7 0 088 

30 I 0 064 57 9 0123 

24 8 0 050 494 0 IOI 

34 5 0 078 64 4 0 145 

22 4 0 041 47 4 0 087 

37 8 0 065 717 0 124 

27 I 0 056 49 I 0 102 

28 0 0 053 55 9 0 107 

39 6 0 098 72 3 0 179 

25 0 0 054 49 I 0 l05 

12 12 12 12 

28 3 0 058 54 7 0 112 

6.0 0 017 JO I 0 028 

NS NS NS NS 

AN AN AN AN 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 29-1-3. Organ weights of male rats at the end of the dosing period 

B-CH 300 mg/kg 
Male No Body Brain 

weight (g) (mg) (m皿｝
M03025 540 6 2210 0 4 088 

M03026 521 0 2074 4 3 982 

M03027 546 6 1984 6 3 631 

M03028 449 7 2063 6 4 589 

M03029 471 7 1915 8 4 061 

M03030 535 3 1889 7 J 530 

M0303 l 497.2 2154 4 4 333 

M03032 491 8 2069 2 4 207 

M03033 575 3 1852 2 3 220 

M03034 489 0 2038 7 4 169 

M03035 497 5 1911 7 3 843 

M03036 475 4 1974 8 4 154 

Number of males 12 12 12 

Mean 507 6 2011 6 3 984 

SD 36 5 l09 5 0 376 

Significance NS NS NS 

Statist,cal method KW  AN KW  

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

NS: Not significantly different from the control group. 
KW: Analysis by Kruskal-Wallis'test (one-way layout) 
AN: Analysis by variance (one-way layout). 

Thymus Heart 

(mg) (mg/g) (mg) 
219 8 0407 1554 I 

317 I 0 609 1551 6 

487 2 0 891 1504 3 

168 5 0 375 1308 9 

219 4 0 465 1451 2 

184 8 0 345 1430 3 

383 7 0 772 1449 8 

244 6 0 497 1442 I 

337 5 0 587 1712 3 

23 I 9 0 474 1398 6 

195 7 0 393 1492 3 

367 9 0 774 1377 9 

12 12 12 

279 8 0 549 1472 8 

98 0 0 179 103 0 

NS NS NS 

AN AN AN 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control g『oup

Liver 

(m~/g) (mg) 
2 875 16454 0 

2 978 13749 4 

2 752 14253 4 

2 911 12189 9 

3 077 13582 7 

2 672 13224 8 

2 916 12732 0 

2 932 13053 2 

2 976 18268 4 

2 860 15202 6 

3 000 13580 8 

2 898 12474 7 

12 12 

2 904 14063 8 

0 109 1779 3 

NS NS 

KW  AN 

251 

Kidney (R) Kidney (L) Kidneys Spleen 

[m幽） (mg) (m辿g) (mg) (~1g/g) (mg) {mg/gi (mg) (m幽）
30 437 1580 8 2 924 1573 3 2 9!0 3154 I 5 834 10103 I 869 
26 390 1661 9 3 190 1688 5 3 241 3350 4 6 431 783 I I 503 
26 076 1619 3 2 962 1619 3 2 962 3238 6 S 925 844 3 I 545 

27.107 1532 3 3 407 1460 6 3 248 2992 9 6 655 827 0 I 839 
28 795 1707 6 3 620 1704 5 3 614 3412 I 7 234 858 4 I 820 
24 705 1618 3 3 023 1648 3 3 079 3266 6 6 102 909 8 I 700 

25 607 1893 4 3 808 1890 4 3 802 3783 8 7.610 1158 8 2 33 I 

26 542 1682 4 3 421 1673 6 3 403 3356 0 6 824 834 0 I 696 

31 755 2101 I 3 652 1954 8 3 398 4055 9 7.050 813 0 I 413 

31 089 1661 I 3 397 1744 5 3 567 3405 6 6 964 641 3 I 311 

27 298 1684 5 3 386 1622 7 3 262 3307 2 6 648 846 6 I 702 

26 240 1498 0 3 151 1474 6 3 102 2972 6 6 253 908 2 I 910 

12 12 12 12 12 12 12 12 12 

27.670 1686 7 3 328 1671 3 3 299 3358 0 6 628 869 6 I 720 

2 302 164 I 0 284 145 7 0 270 304 8 0 543 125 7 0 269 

NS NS NS NS NS NS NS NS NS 

AN AN AN AN AN AN AN AN AN 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-CyclodextJ.·in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 29-1-3 (continued). Organ weights of male rats at the end of the dosing period 

B-CH 300 mgn,g 

Male No Testis(R) Testis(L) 

(mg) (mg/g) (mg) (mg/g) 

M03025 1783 6 3 299 1787.2 

M03026 1617 0 3 104 1620 2 

M03027 1724 8 3 156 17777 

M03028 1403 I 3 120 1445 2 

M03029 1636 9 J 470 1593 5 

M03030 1870 4 3 494 1827 8 

M03031 2045 4 4 114 2037 2 

M03032 1657 I 3 369 1566 2 

M03033 1862 7 3 238 1790 I 

M03034 1714 0 3 505 1781 3 

M03035 1499 2 3 013 1468 3 

M03036 1838 7 3 868 1819 2 

Number of males 12 12 12 

Meru1 1721 I 3 396 1709 5 

SD 175 2 0 326 172 I 

S1gmficance NS NS NS 

Stat1Stical method AN AN AN 

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

NS: Not significantly different from the control group. 

KW: Analysis by Kruskal-Wallis'test (one-way layout) 
AN: Analysis by variance (one-way layout) 

3 306 

3 110 

3 252 

3 214 

3 378 

3 415 

4 097 

3 185 

3 112 

3 643 

2 951 

3 827 

12 

3 374 

0 330 

NS 

KW 

Testes Epid1dymis (R) 

(mg) (mg/g) (mg) (mg/g) 

3570 8 6 605 653 4 I 209 

3237 2 6 213 715 6 I 374 

3502 5 6 408 608 4 1113 

2848 3 6 334 629 I I 399 

3230 4 6 848 656 8 I 392 

3698 2 6 909 704 8 I 317 

4082 6 8 211 744 2 I 497 

3223 3 6 554 564 9 I 149 

3652 8 6 349 630 0 I 095 

3495 3 7 148 543 2 I 111 

2967 5 5 965 649 8 I 306 

3657 9 7 694 736 5 I 549 

12 12 12 12 

3430 6 6 770 653 I I 293 

343 9 0 649 63 8 0 156 

NS NS NS NS 

AN KW 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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EEidid籾mis(L)

(mg) (mglg) 

616 3 I 140 

691 I I 326 

639 I I 169 

618 4 I 375 

633 8 I 344 

717 2 I 340 

711 5 I 431 

491 3 0 999 

623 I I 083 

557 9 I 141 

585 6 I 177 

7708 I 621 

12 12 

638 0 I 262 

76 2 0 174 

NS NS 

AN AN 

Ep,didymides 
(mg) (mg/g) 

1269 7 2 349 
1406 7 2 700 

1247 5 2 282 

1247 5 2 774 

1290 6 2 736 

14220 2 656 

1455 7 2 928 

1056 2 2 148 

1253 I 2 178 

I IOI I 2 252 

1235 4 2 483 

1507 3 3 171 

12 12 

1291 I 2 555 

136 3 0 324 

NS NS 

AN AN 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 29-1-3 (continued). Organ weights of male rats at the end of the dosing period 

B-CH 300 mg/kg 

Male No Prostate, ventral Senlinal vesicles TI1yro1d gl皿d Adrenal g¥皿d(Rl Adrenal gland (L l Adrenal glands 

(mg) (mg/g) (mg) (mg/g) (mg) (mgig) (mg) (mg/g) (mg) (mglg) (mg) (mglg) 

M03025 864 9 I 600 2269 9 4 199 18 I 0 033 22 4 0 041 23 0 0 043 45 4 0 084 

M03026 647 6 I 243 2050 5 3 936 15 9 0 031 31 8 0 061 35 7 0 069 67 5 0 130 

M03027 566 5 I 036 1886 4 3 451 16 6 0 030 32 2 0.059 31 6 0 058 63 8 0 117 

M03028 629 2 I 399 1573 8 J 500 9 5 0 021 24 3 0.054 29 5 0 066 53 8 0 120 

M03029 619 2 I 313 1905 5 4 040 17.4 0 037 26 I 0 055 27 7 0 059 53 8 0 114 

M03030 384 I 0 718 1436 I 2 683 13 3 0 025 21 3 0 040 22 9 0 043 44 2 0 083 

MOJOJI 661 6 I 331 1909 8 3 841 16 0 0 032 20 9 0 042 22 7 0 046 43 6 0 088 

M03032 535 0 I 088 1660 2 3 376 17 2 0 035 217 0 044 23 2 0 047 44 9 0 091 

M03033 632 I I 099 1628 0 2 830 14 8 0 026 37.6 0 065 38 7 0 067 76 3 0 133 

M03034 399 4 0 817 1716 2 3 510 18 6 0 038 29 4 0 060 30 6 0 063 60 0 0 123 

M03035 598 2 I 202 1711 7 J 441 22 3 0 045 33 7 0 068 37 I 0 075 70 8 0 142 

M03036 707 2 I 488 1516 4 3 190 218 0 046 279 0 059 27 4 0 058 55 3 0 I 16 

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 603 8 I 195 1772 0 3 500 16 8 0 033 27 4 0 054 29 2 0 058 56 6 0 112 

SD 128 6 0 260 239 8 0 459 3 5 0 008 5 5 0 010 58 0 011 11 2 0 020 

S1gmficance NS NS NS NS NS NS NS NS NS NS NS NS 

Statistical method AN AN AN AN AN AN AN AN AN AN AN AN 

Significrultly different from the control group ('P<O 05,*叶'P<OOI)

NS Not significantly different from the cont『olgroup 

KW  AnalyS1s by Kruskal-Wallis'test (one-way layout) 

AN Analysis by variance (one-way layout) 

UA Unable to be analyzed because the value m the treated group was the same as the value 111 the control group. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 29-1-4. Organ weights of male rats at the end of the dosing period 

B-CH 1000 mg/kg 
Male No Body Brain 

weight (g) (mg) (mg/g) 
M04037 485 2 2112 9 4 355 

M04038 519 9 2112 I 4 063 

M04039 503 2 2079 9 4 133 

M04040 501 I 2013 9 4 019 

M04041 490 6 1925 2 3 924 

M04042 511 8 2123 2 4 148 

M04043 502 2 2019 9 4 022 

Number of males 7 7 
Meru, 502 0 2055 3 4 095 

SD. 11 8 72 6 0 137 

Significru1ce NS NS NS 

Stat1Stical method KW  AN KW 

Significantly different from the control group(': P<0.05, ": P<0.01) 
NS: Not significru1tly different from the control group 
KW: Analysis by Kruskal-Wallis'test (one-way layout) 
AN: Analysis by variance (one-way layout). 

Thymus Heart 

(mg) (mg/g) (m~) 
263 3 0 543 1524 0 

307.3 0.591 1437.0 

410 I 0 815 1674 I 

235 5 0470 1375 5 

298 2 0 608 1262 6 

250 8 0 490 1405 3 

250 6 0 499 1403 4 

7 7 

288 0 0 574 1440 3 

59.9 0 118 129 I 

NS NS NS 

AN AN AN 

UA: Unable to be analyzed because the value in the treated g『oupwas the same as the value in the control group 

Liver 
(mg/g) (mg) 
3 141 13656 3 

2 764 13070.2 

3 327 14750 8 

2 745 12502 7 

2 574 12964 2 

2 746 14138 6 

2 795 12935 5 

7 7 

2 870 13431 2 

0 264 790 4 

NS NS 

KW  AN 

254 

Kidney(R) Kidney (L) Kidneys Spleen 

(m凶囮 {mg) (mg/g) (mg) (m~/g) (mg) (mg/g) (mg) iIngJgl 
28 146 1790 1 3 689 1658 9 3 419 3449 0 7 108 876 6 I 807 

25 140 1547.6 2 977 1592 3 3 063 3139 9 6,039 697.3 I 341 
29 314 1542 5 3 065 1576 4 l Ill 3118 9 6 198 998 7 I 985 

24 951 1563 7 3 121 1582 3 3 158 3146 0 6 278 862 7 I 722 
26 425 1469 8 2 996 1502 8 3 063 2972 6 6 059 699 2 I 425 
27 625 1885 8 3 685 1815 7 3 548 3701 5 7 232 840 4 I 642 
25 758 1663 4 3 312 1628 4 J 243 3291 8 6 555 713 6 I 421 

7 7 7 7 7 7 7 7 7 
26 766 1637 6 3 264 1622 4 3 232 3260 0 6 496 812 6 I 620 
I 643 150 7 0 309 98 0 0 186 245 5 0 493 114 0 0 236 

NS NS NS NS NS NS NS NS NS 
AN AN AN AN AN AN AN AN AN 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 29-1-4 (continued). Organ weights of male rats at the end of the dosing period 

B-CH 1000 mg/kg 

Male No Testis(R) Testis(L) 

(mg) (mg/g) (m~) (mg/g) 

M04037 1620 2 3 339 1632 0 

M04038 1629.0 3 133 1668.1 

M04039 1724 8 3 428 1667.2 

M04040 1559 9 3 I 13 1542 9 

M04041 1920 5 3 915 1940.1 

M04042 1746 5 3 412 1732 6 

M04043 1826 5 3 637 1805 6 

Number of males 7 7 7 

Mean 1718 2 3 425 1712 6 

S.D. 126.6 0.281 129.2 

Sign ifi ca nee NS NS NS 

Statistical method AN AN AN 

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

NS: Not significantly different from the control group. 

KW: Analysis by Kruskal-Wallis'test (one-way layout) 
AN: Analysis by variance (one-way layout). 

3 364 

3 209 

3 313 

3 079 

3 955 

3 385 

3 595 

7 

3 414 

0.287 

NS 

KW  

Testes Ep1d1dymis (R) 

(m~) (mg/g) (mg) (mg/g) 

3252 2 6 703 652 5 I 345 
3297 I 6.342 591 6 I 138 

3392 0 6 741 627 0 I 246 
3102 8 6192 601 2 I 200 
3860 6 7 869 642 7 1 310 

3479 I 6 798 655 0 I 280 

3632 I 7 232 722 6 1 439 

7 7 7 7 

3430 8 6 840 641 8 I 280 
253 8 0.564 43 2 0.098 

NS NS NS NS 

AN KW AN AN 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group 

B-CH 1000 mg/kg 

Male No Prostate, ventral Seminal vesicles 

(mg) (In辿g) (mg) (mg/g) 

M04037 371 3 0 765 1525 I 

M04038 592 2 I 139 1941 3 

M04039 680 3 I 352 1828 2 

M04040 637 I I 271 1818 9 

M04041 501 4 I 022 1481 6 

M04042 659 7 I 289 173 I 3 

M04043 393 3 0 783 2024.6 

Number of males 7 7 

Mean 547 9 1 089 I 764.4 

SD 127 3 0 241 201 8 

Significance NS NS NS 

Statistical method AN AN AN 

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

NS: Not significantly different from the control group. 

KW: Analysis by Kruskal-Wallis'test (one-way layout) 
AN: Analysis by variance (one-way layout) 

3 143 

3 734 

3 633 

3 630 

3 020 

3 3 83 

4 031 

7 

3 511 

0 352 

NS 

AN 

Thyroid gland Adrenal gland (R) 

img) (mg/g) (m~) (mg/g) 
241 0 050 25 6 0 053 

22 8 0 044 31 3 0 060 

20 6 0041 27 0 0 054 

14 2 0 028 32 3 0.064 

18 2 0 037 264 0.054 

21 I 0 041 24 9 0.049 

18 3 0 036 34 5 0.069 

7 7 7 7 

19 9 0 040 28 9 0 058 

3 3 0 007 3 8 0 007 

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 g『OUP
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Epid1dymis (L) Epid,dymides 

(m~) (mg/g) (111£) (mg/g) 

679 5 I 400 1332 0 2 745 

587.9 1 131 1179.5 2.269 

646 2 I 284 1273 2 2 530 

606.7 I 211 1207.9 2410 

636 4 I 297 1279. ! 2 607 

614 I I 200 12691 2 480 

719 4 I 432 1442 0 2 871 

7 7 7 

641 5 I 279 1283 3 2 559 

45 5 0 !09 86 0 0 203 

NS NS NS NS 

AN AN AN AN 

Adrenal gland (L) Adrenal glands 

(mg) (mg/g) (m~) (mg/g) 

25 9 0 053 51 5 0 106 

31 2 0060 62 5 0 120 

28 2 0 056 55 2 0 110 

36 3 0 072 68 6 0 137 

26 5 0 054 52 9 0 108 

26 7 0 052 51 6 0.101 

33 9 0 068 68 4 0 136 

7 7 7 7 

29 8 0059 58 7 0 117 

41 0 008 77 0 015 

NS NS NS NS 

AN AN AN AN 



試験番号： R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 29-2-1. Organ weights of male rats at the end of the recove1y period 

Control (vehicle water for 111.1ect1on) 
Male No Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) 
MOI008 541 5 2101 3 3 881 288 5 0 533 1602 4 2 959 13844 0 25 566 1623 2 2 998 1606 2 2 966 3229 4 5 964 902 8 
MOI009 526 9 2076 9 3 942 353 I 0 670 1501 0 2 849 13627 9 25 864 1563 8 2 968 1614 I 3 063 3177 9 6 03 I 906 5 
MOIOIO 555 4 2061 7 J 712 3377 0 608 1608 8 2 897 17873 I 32 181 1765 6 J 179 1688 7 3 041 3454 3 6 219 1026 5 
MOIOII 550 5 1882 6 3 420 388 6 0 706 14892 2 705 14850 7 26977 1628 2 2 958 1603 9 2 914 3232 I 5 871 856 8 
MOIOl2 5772 2184 3 3 784 411 5 0 713 1573 8 2 727 14217 6 24 632 1575 0 2 729 1596 2 2 765 3171 2 5 494 964 4 

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 
Mean 550 3 2061 4 3 748 355 9 0 646 1555 0 2 827 14882 7 27 044 1631 2 2 966 1621 8 2 950 3253 0 5 916 931 4 
SD 18 5 1106 0 203 47 5 0 076 56 4 0 109 1734 9 2 991 80 4 0 160 37 9 0 119 116 0 0 268 65 5 

Appendix 29-2-1 (continued). Organ weights of male rats at the end of the recovery period 

Control (vehicle water for in"ection 

Male No Testis[R) Testis (L) Testes EEidid罰mis(R) 恥ididlmis(L) 亜idid籾mides

(ms) (mfill) (m~) (ms/~) (ms) (m幽） (ms) (m叫g) (m~) (m臨） (m~) (m~) 
MOI008 1710 5 3 159 1753 3 3 238 3463 8 6 397 586 9 1 084 586 2 I 083 1173 1 2 166 

M01009 1770 8 3 361 1758 7 3 338 3529 5 6 699 733 S 1 392 711 9 1 351 1445 4 2 743 

MOIOIO 1647 2 2 966 1665 2 2 998 3312 4 5 964 804 5 I 449 800 6 I 441 1605 I 2 890 

MOIOII 1576 3 2 863 1612 5 2 929 3188 8 5 793 611 2 I I 10 567 2 I 030 1178 4 2 141 

M010!2 1600 2 2 772 1606 4 2 783 3206 6 5 555 710 9 I 232 693 3 I 201 1404 2 2 433 

Number of males 5 5 5 5 5 5 5 5 5 

Mean 1661 0 3 024 1679 2 3 057 3340 2 6 082 689 4 I 253 671 8 1221 1361 2 2 475 

SD 79 9 0 237 73 7 0 227 152 2 0 462 89 8 0 164 96 I 0 174 185 2 0 336 

Control (vehicle water for in1ection) 
Male No Prostate, ventral Seminal vesicles Thrroid ~land Adrenal aiand (R) Adrenal ~land (L) Adrenal ~lands 

(m図 (nl凶9 (m且｝ (m!ill) (m6) (m~) (ms) (m臨） (mil) (m幽） (ms) (m!.i!l) 
MOI008 594 9 I 099 1622 8 2 997 214 0 040 23 6 0 044 21 I 0 039 44 7 0 083 

M01009 661 9 I 256 1734 2 3 291 20 0 0 038 29 0 0 055 31 2 0 059 60 2 0 I 14 

MOIOIO 702 7 I 265 1621 3 2 919 22 2 0 040 25 4 0 046 27 3 0 049 52 7 0 095 

M01011 765 5 I 391 1526 8 2 773 25 9 0 047 23 9 0 043 27 0 0 049 50 9 0 092 

M01012 343 4 0 595 1570 4 2 721 15 1 0 026 28 I 0 049 29 2 0051 57 3 0 099 

Number of males 5 5 5 5 5 5 5 

Mean 613 7 I 121 1615 1 2 940 20 9 0 038 26 0 0 047 27 2 0 049 53 2 a 097 

SD 163 3 0 312 77 6 0 225 39 0 008 24 0 005 3 8 0 007 60 0 011 

256 

(mg/g) 
I 667 

I 720 

I 848 

I 556 

I 671 

5 

I 692 

0 l06 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

B-CH 1000 mg/kg 
Male No Body Brain 

weight (g) (mg) (mg/g) 
M04044 536 I 2075 I 3 871 

M04045 544 0 2133 9 J 923 

M04046 519 5 2093 2 4 029 

M04047 553 8 2077 5 3 751 

M04048 564 6 2140 7 3 792 

Number of males 5 5 5 

Mean 543 6 2104 I 3 873 

SD 17 2 31 2 0 110 

Significance NS NS NS 

Statistical method TT AW  TT 

Significantly different from the control group(': P<0.05, ": P<0.01) 
NS: Not significantly different from the control group 
TT: Analysis by Student's t-test. 
AW: Analysis by Aspin-Welch t-test 

Thymus Hean 

(mg) (mg/g) (mg) 

357 8 0 667 1537 I 

288 2 0 530 1474 5 

242 6 0 467 1477 I 

234 2 0 423 1451 5 

174 2 0 309 1399 6 

5 5 5 

259 4 0 479 1468 0 

68 4 0 132 49 6 
＊ ＊ ＊ 

TT TT TT 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group 

(mg/g) 
2 867 

2 710 

2 843 

2 621 

2 479 

5 

2 704 

0 161 

NS 

TT 

Liver Kidney (R) Kidney (L) Kidneys Spleen 
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) 

13847.1 25 829 1533 2 2 860 1611 5 3 006 3144 7 5 866 860 I 

138267 25 417 1741 7 3 202 1840 2 3 383 3581 9 6 584 859 8 

14323 9 27 572 1742 7 3 355 1735 7 3 341 3478 4 6 696 1039 6 

15187.4 27 424 1619 I 2 924 1552 9 2 804 3172 0 5 728 893 8 

15477 4 27 413 1565 6 2 773 1596 4 2 827 3162 0 5 600 965 6 

5 5 5 5 5 5 5 s 
14532 5 26 73 I 16405 3 023 1667 3 3 072 3307 8 6 095 923 8 

763 7 I 024 97 8 0 246 118 1 0 276 206 5 0 508 77 8 

NS NS NS NS NS NS NS NS NS 

TT Tr TT TT AW TT TT TT TT 
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(mg/g) 
I 604 

I 581 

2 001 

I 614 

I 710 

5 

I 702 

0 174 

NS 

TT 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

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

B-CH 1000 m鮒k~

Male No Testis(R) Testis(L) Testes Eeidid籾mis(R)
(m~) (mlliJl) (nlg) (m!!:'.ll) (ml,l) (m幽） (m~) (m!is) 

M04044 1675 5 3 125 1678 6 3 131 3354 I 6 256 763 8 I 425 
M04045 1692 4 3 111 1703 8 3 132 3396 2 6 243 659 4 1212 

M04046 1533 0 2 951 1483 7 2 856 3016 7 5 807 594 4 I 144 
M04047 1825 6 3 296 1806 3 3 262 3631 9 6 558 680 5 I 229 
M04048 1774 5 3 143 1726 9 3 059 3501 4 6 202 688 9 1220 

Number of males 5 5 5 5 5 5 5 

Mean 1700 2 3 125 1679 9 3 088 3380 I 6 213 677 4 I 246 

SD 111 7 0 123 119 6 0 149 229 7 0 268 60 9 0 106 

Significance NS NS NS NS NS NS NS NS 

Statistical method TT TI TT IT TT TT 1T TT 

Significantly different from the control group (* P<O 05, •• P<O O I) 

NS Not significantly different from the control group 
TT Analysis by Student's !-test 
AW  Analysis by Aspin-Welch t-test 
UA Unable to be analyzed because the value in the treated group was the same as the value in the control group 

B-CH 1000 m k> 
Male No Prostate, ventral Seminal vesicles 

(ma) (m辿｝ (ma) (m辿；）
M04044 880 0 I 641 19060 3 555 

M04045 856 1 I 574 17461 3 210 
M04046 576 5 1 110 14199 2 733 

M04047 678 7 I 226 2452 9 4 429 

M04048 649 0 I 149 1971 5 3 492 

Number of males s 5 5 5 

Mean 728 I I 340 1899 3 3 484 

SD 133 4 0 249 375 8 0 620 

Significance NS NS NS NS 

Statistical method TT TT AW TT 

Significantly diffe「entfrom the control group(*: P<0.05, **: P<0.01) 
NS: Not significantly different from the control group 
TT: Analysis by Student's t-test 

AW: Analysis by Aspin-We¥ch t-test 

Th籾roidsland Adrenal gland (R) 

(ml!) (msls) (ms) (m叫P
22 7 0 042 23 4 0 044 

18 3 0034 38 5 0 071 

16 5 0 032 22 6 0044 

18 0 0 033 28 8 0052 

22 2 0 039 23 S 0042 

5 5 

19 5 0 036 27 4 0 051 

27 0 004 67 0 012 

NS NS NS NS 

TT TT TI TT 

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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Eeidid別mis(L) 恥idid囲mides

(m~) (m幽） (mg) (m!.i£1) 
748 7 I 397 1512 5 2 821 
662 2 1 217 1321 6 2 429 

598 2 I 151 I 192 6 2 296 

646 9 1 168 1327 4 2 397 

693 0 I 227 1381 9 2 448 

5 5 5 s 

669 8 I 232 1347 2 2 478 

55 8 0 098 115 6 0 200 

NS NS NS NS 

TT TT TT TT 

Adrenal Bland四 Adrenal Biands 
(ms) (m~) (m~l (m!ill) 
28 3 0 053 51 7 0 096 

39 6 0 073 78 I 0 144 

214 0041 44 0 0 085 

32 I 0 058 60 9 0 110 

25 6 0 045 49 I 0 087 

5 5 5 5 

294 0 054 56 8 0 104 

69 0 013 13 4 0 024 

NS NS NS NS 

TT TT TT TT 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 3 0-1-1. Organ weights of female rats at the end of the dosing period 
Control (vehicle water for mjection 

Female No Body Brain Thymus Heart Liver Kidney (R) Kidney (L) 恥dneys Spleen 

weight(g) (nlg} (m辿g) (mg) (mg/~) (mg) (mg/g) (mg) (m即） (mg) (mg/g) (m~) (mg/g) (mg) (mg/g) [m~) (m幽）
FOIOOI 292 7 1939 I 6 625 122 9 0 420 943 4 3 223 I 0767 7 36 787 889 7 3 040 988 9 3 379 1878 6 6 418 587 6 2 008 

FOI002 308 2 1817 7 5 898 186 3 0 604 1042 6 3 383 10244 4 33 239 883 2 2 866 852 6 2 766 17358 5 632 736 I 2 388 

FOI003 302 0 1928 2 6 385 158 I 0 524 977.8 3 238 9807 8 32 476 1078 4 3 571 1034 5 3 425 2112 9 6 996 649 2 2 150 

FOI004 317 3 1852 8 5 839 255 I 0 804 1116 0 3 517 11064 2 34 870 1179 9 3 719 1199 9 3 782 2379 8 7 500 814 2 2 566 

FOIOOS 304 7 1805 5 5 926 388 9 I 276 893 5 2 932 9324 I 30 601 977 4 3 208 909 6 2 985 1887 0 6 193 557 9 I 831 

FOI006 294 8 1804 4 6 121 218 2 0 740 1032 I 3 501 8983 0 30.472 937 6 3 180 915 I 3 104 1852 7 6 285 640 I 2 171 

FOl007 327 5 1855 5 5 666 201 0 0 614 969 6 2 961 10122 I 30 907 934 I 2 852 963 3 2 941 1897 4 5 794 660 5 2 017 

FOI008 280 0 1887 6 6 741 168 5 0 602 931 9 3 328 9410 I 33 608 988 2 J 529 l042 4 3 723 2030 6 7 252 609 0 2 175 

FOl009 316 6 1891 5 5 974 185 6 0 586 936 6 2 958 10078 3 31 833 937 6 2 961 950 9 3 003 1888 5 5 965 598 4 I 890 

FOIOIO 336 7 1938 7 5 758 196 7 0 584 1032 4 3 066 11750 3 34 898 l0151 3 015 992 3 2 947 2007 4 5 962 702 8 2 087 

FOIOII 303 0 1854 0 6 119 188 6 0 622 939 6 3 IOI 9227 0 30 452 926 7 3 058 967 4 3 193 1894 I 6 251 656 6 2 167 

F01012 318 8 1896 4 5 949 153 8 0 482 1025 3 3 216 I 0277 6 32 238 977 4 3 066 910 7 2 857 1888 I S 923 5479 I 719 

Number offemales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Meal 308 S 1872 6 6 083 202 0 0 655 986 7 3 202 10088 I 32 698 977 I 3 172 977 3 3 175 1954 4 6 348 646 7 2 097 

SD 15 8 48 8 0 337 67 7 0 221 63 4 0 204 816 0 2 045 83 6 0 285 88 9 0 333 164 8 0596 76 5 0 233 

Appendix 30-1-1 (continued). Organ weights of female rats at the end of the dosing period 
Control (vehicle water for in ection) 

Female No Ova立(R) Ova立[L) Ovanes Uterus Th炉roid~land Adrenal ~land (R) Adrenal gland (L) Adrenal glands 

[m~) (mg/g) (mg) [mg/~) (mg) (mg/g) (m~) (mg/g) (mg) (mg/g) (mgJ (mg/~) (mg) (mgig) {mgl (mg/g) 

FOIOOI 484 0 165 52 a 0 178 1004 0 343 521 0 I 780 13 8 0.047 44 6 0. 152 42 8 0146 87 4 0 299 

FOI002 60.4 0196 520 0 169 112 4 0 365 511 7 I 660 11 3 0.037 39 9 0 129 442 0 143 84 I 0.273 

FOI003 42.6 0 141 49 5 0 164 92 I 0.305 541 8 I 794 14 4 0.048 36 2 0 120 37 9 0 125 741 0.245 

F0¥004 54 3 0 171 55 5 0 175 109 8 0.346 658 3 2 075 15 7 0 049 39 7 0 125 45 7 0 144 85 4 0.269 

FOIOOS 54 8 0 180 36.4 0 119 912 0.299 554 2 1 819 17 4 0 057 31 5 0 103 31 6 0 104 63 I 0.207 

F01006 48 5 0 165 41 I 0 139 89.6 0.304 483 8 I 641 13 2 0 045 34 6 0 I 17 402 0 136 74 8 0 254 

FOI007 39 7 0 121 54.0 0 165 93 7 0.286 556 9 1 700 82 0 025 39 I 0 I 19 404 0 123 79 5 0 243 

FOI008 424 0 151 41 8 0 149 84 2 0.301 440 2 I 572 13 7 0 049 400 0 143 43 3 0.155 83 3 0 298 

F01009 46 2 0 146 65 I 0 206 111 3 0 352 548 6 1 733 19 6 0 062 45 3 0 143 42 S 0.134 87 8 0277 

FOIOIO 54 I 0 161 54 5 0 162 108 6 0 323 545 6 1 620 10 9 0 032 414 0 123 39 9 O.ll9 81 3 0241 

FOlOll 39 4 0130 44 7 0 148 84 I 0 278 469 2 I 549 14 3 0 047 30 4 0.100 32 6 0.108 63 0 0 208 

FOIOl2 54 7 0 172 63 6 0 199 118 3 0 371 597 8 I 875 16 8 0.053 38 3 り．120 43 1 0.135 81 4 0.255 

Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 48 8 0 158 50 9 0 164 99 6 0.323 535 8 I 735 141 0.046 38 4 0 125 40 4 0 131 78 8 0.256 

SD 69 0 021 87 0 024 12 0 0.032 58 0 0 147 3 I 0.010 46 0 016 44 0 016 85 0.030 

259 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 30-1-2. Organ weights of female rats at the end of the dosing period 

B-CH 100 ni, 

Female No Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (n溜g) (mg) (mg/g) (mg) (mg/g) (m~) (m~/~) (mg) 

F02013 287.0 1906 5 6 643 146 8 0 51 I 1053 4 3 670 10756 5 37 479 1036 5 3 611 !021 I 3 558 2057 6 7.169 802 4 

F02014 326 8 1880 5 5 754 159 7 0 489 937 7 2 869 10218 2 31 267 1005 5 3 077 1010 6 3 092 2016 I 6 169 841 9 

F02015 290 2 1838 I 6 334 246 8 0 850 891 4 3 072 9895 9 34 100 1007 0 3 470 956 5 J 296 1963 5 6 766 780 8 

F02016 JOI 4 1820 6 6 040 376 5 I 249 1088 3 3 611 10864 I 36 045 1090.6 3 618 1039 6 3 449 2130 2 7 068 669 8 

F020 I 7 288 9 1810 6 6 267 196 0 0 678 901 5 3 120 9998 6 34 609 945 4 3 272 890 6 3 083 1836 0 6 355 668 3 

F02018 321 6 1948 7 6 059 242 7 0 755 1040 9 3 237 10701 7 33 276 1046 I 3 253 1019 I 3 169 2065 2 6 422 704 5 

F02019 340 6 1990 5 5 844 251 7 0 739 1078 3 3 166 9898 6 29 062 1002 6 2 944 1042 8 3 062 2045 4 6 005 805 6 

F02020 336 7 1797 5 5 339 225 7 0 670 1211 5 3 598 11408 9 33 884 1164 8 3 459 1170 3 3 476 2335 I 6 935 658 7 

F02021 329 4 1830 I 5 556 196 7 0 597 1053 I 3 197 10331 1 31 363 973 2 2 954 931 5 2 828 1904 7 5 782 712 7 

F02022 319 5 1999 2 6 257 171 I 0 536 1063 5 3 329 10283 6 32 187 998 6 3 126 965 3 3 021 1963 9 6 147 599 5 

F02023 302 7 1922 6 6 352 272 3 0 900 998 0 3 297 9552 4 31 557 1136 I 3 753 1159 3 3 830 2295 4 7.583 695 5 

F02024 321 2 1900 5 S 917 291 3 0 907 978 6 3 047 10495 7 32 677 1067 I J 322 1044 4 3 252 2111 5 6 574 589 2 

Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 313 8 1887 I 6 030 231 4 0 740 1024 7 3 268 10367 I 33 126 1039 5 3 322 1020 9 3 260 2060 4 6 581 710 7 

SD 19 0 69 3 0 370 64 3 0 216 89 7 0 248 512 0 2 293 65 3 0 267 82 7 0 278 145 8 0.535 81 5 

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 AN AN AN AN AN AN AN AN AN KW  

Significantly different from the control g『oup('P<O 05," P<O 01) 

NS Not significantly different from the control group 
AN Analysis by vari田1ce(one-way layout) 
KW  AnalyS1s by Kruskal-Walhs'test (one-way layout) 
UA Unable to be analyzed because the value m the treated group was the same as the value in the control group 
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(mgig) 
2 796 

2 576 

2 691 

2 222 

2 313 

2 191 

2 365 

I 956 

2 164 

I 876 

2 298 

I 834 

12 

2 274 

0 305 

NS 

KW 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 30-1-2 (continued). Organ weights offemale rats at the end of the dosing period 

B-CH 100 mg/kg 

Female No Ovary (RJ Ovary (L) 
(mg) (mg/g) (m~) [m辿g)

F02013 45 5 0 159 55 8 

F02014 57 9 0 I 77 53 0 

F02015 45 2 0 156 60 6 

F02016 39 9 0 132 47 0 

F02017 47 3 0 164 65 0 

F02018 36 8 0 114 59 3 

F02019 59 4 0 174 44 9 

F02020 62 0 0 184 462 

F02021 63 0 0 I 91 50 5 

F02022 53 5 0 167 50 9 

F02023 47 2 0 156 45 8 

F02024 66 5 0 207 45 8 

Number offemales 12 12 12 

Mean 52 0 0.165 52 I 

SD 97 0 025 67 

S 1gn I ficance NS NS NS 

Stausucal method AN AN AN 

Significantly diffe『entfrom the control group(*: P<0.05, ": P<0.01) 

NS: Not significantly different from the control group 
AN: Analysis by variance (one-way layout). 
KW: Analysis by Kruskal-Wallis'test (one-way layout) 

0 194 

a 162 
0 209 

0 156 

0.225 

0.184 

0.132 

0.137 

0.153 

0.159 

0.151 

0 143 

12 

0.167 

0 029 

NS 

AN 

Ovaries Uterus 

[mg) (mg/g) (m~) 
IOI 3 0 353 539 2 

I 109 0 339 550 2 

105 8 0 365 520 2 

86 9 0 288 760 8 

112 3 0 389 559 4 

961 0 299 551 7 

104 3 0 306 613 3 

108 2 0 321 557 8 

I 13 5 0 345 607 7 

1044 0 327 574 8 

93 0 0 307 653 7 

112 3 0 350 625 2 

12 12 12 

1041 0 332 592 8 

84 0 030 66 0 

NS NS NS 

AN AN AN 

UA: Unable to be analyzed because the value in the treated g『oupwas the same as the value in the control group 

Thyroid gland 

(mg/g) (mg) (mg/g) 

I 879 12.8 0 045 

I 684 11 3 0 035 

I 793 19.7 0 068 

2 524 12.9 0 043 

I 936 15 0 0 052 

I 715 20 8 0 065 

I 801 11 7 0 034 

I 657 10 6 0 031 

I 845 13 9 0042 

I 799 14 3 0 045 

2 160 15 2 0 050 

I 946 17 6 0 055 

12 12 12 

I 895 14.7 0 047 

0 240 32 0 012 

NS NS NS 

AN AN AN 
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Adrenal gland (R) Adrenal gland (L) Adrenal glands 

(mg) (mglg) {mg) (m~/g) (mg) (mg/g) 

407 0.142 42 9 0 149 83 6 0 291 

33 2 0.102 35 4 0 108 68 6 0 210 

42 I 0.145 49 0 0 169 91 I 0 314 

42 I 0.140 44 0 0 146 86 I 0 286 

35 4 0 123 39 I 0135 74 5 0 258 

43 2 0 134 47 9 0 149 91 I 0 283 

42 I 0 124 43 5 0 128 85 6 0 251 

33 I 0 098 35 8 0 106 68 9 0 205 

45 0 0 137 46.8 a 142 91 8 0 279 

36 8 0 115 33 8 0 !06 706 0 221 

30 6 0101 33 8 0 112 644 0 213 

41 I 0 128 45 I 0 140 86 2 0 268 

12 12 12 12 12 12 

38 8 0 124 41 4 0 133 80 2 0 257 

47 0 017 5 6 0 021 IO I 0 037 

NS NS NS NS NS NS 

AN AN AN AN AN AN 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 30-1-3. Organ weights of female rats at the end of the dosing period 

B-CH JOO mg/kg 
Female No Body Brain Thymus Heart Liver Kidney (R) Kidney(L) Kidneys Spleen 

wei且ht(~) 仰g) (m幽） (m且） (mg/g) (m~) (mg/g) (mg) (m即） (mg) (m凶g) (mg) (mg/g) (mgJ [m£i£) (mg) 
F03025 301 6 1877 8 6 226 211 7 0 702 974 I 3 230 103390 34 281 935 I 3 100 980 6 3 251 1915 7 6 352 686 4 

F03026 294 8 1817 0 6 164 254 2 0 862 1045 2 J 545 10123 5 34 340 1067 0 3 619 1025 6 3 479 2092 6 7 098 763 3 

F03027 309 5 1979 3 6 395 266 3 0 860 975 6 3 152 9769 3 31 565 898 7 2 904 830 6 2 684 1729 3 5 587 847 0 
FOJ028 267 8 1921 I 7 174 98 6 0 368 929 7 3 472 10521 8 39 290 912 9 3 409 863 8 3 226 1776 7 6.634 588 5 

F03029 312 7 1918 8 6 136 213 9 0 684 968 6 3 098 9631 4 30 801 1057.3 3 381 IOI! I 3 233 2068 4 6 615 750 6 

F03030 298 7 1860 3 6 228 1116 0 374 947 6 3 172 9418 0 3 I 530 962 0 3 221 961 4 3 219 1923 4 6 439 734 4 

F0303 I 31 SI 1898 6 6 025 148 7 0 472 982 4 3 118 9729 6 30 878 941 2 2 987 964 4 3 061 1905 6 6 048 776 0 

F03032 3224 1833 4 5 687 274 6 0 852 IOOO 8 3 104 10999 9 34 119 1099 3 3 410 1023 4 3 174 2122 7 6 584 817 3 

F03033 297 0 1808 0 6 088 165 8 0 558 1039 I 3 499 10583 0 35 633 1030.5 3 470 985 2 3 317 2015 7 6 787 919 0 

F03034 295 5 a) 1824 2 a) 6 173 a) 235 9 a) o 798 a) 877 O a) 2 968 a) I 0512 6 a) 3 5 576 a) I 057 2 a) 3 578 a) 1019 2 a) J 449 a) 2076 4 a) 7 027 a) 502 0 a) 

F03035 292 I 1945 9 6 662 164 6 0 564 915 5 3 134 9446 I 32 339 995 0 3 406 976 7 3 344 1971 7 6 750 548 6 

F03036 327 8 1847 9 5 637 395 9 I 208 1060 5 3 235 9796 3 29 885 1099 2 3 353 1057 4 3 226 2156 6 6 579 553 8 

Number of females II II II II 11 II II 11 II II II II II II II 11 

Mean 303 6 1882 6 6 220 209 6 0 682 985 4 3 251 I 0032 5 33 151 999 8 3 296 970 9 3 201 1970 8 6 498 725 9 

SD 16 6 55 2 0 427 85 9 0 252 47 2 0 170 517 7 2 732 74 4 0 218 68 2 0201 137 7 0 401 121 0 

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Statist1cal method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN KW  

a) Excluded from data analysis (not copulated) 
S,gmficantly different from the control group ('P<O OS, *'P<O O I) 

NS Not significantly different from the control group 
AN Analysis by vanance (one-way layout) 
KW  Analysis by Kruskal-Wallis'test (one-way layout) 
UA Unable to be analyzed because the value m the treated group was the same as the value in the control g『oup
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(m~/g) 
2 276 

2 589 

2 737 

2 198 

2 400 

2 459 

2 463 

2 535 

3 094 

I 699 a) 

I 878 

I 689 

II 

2 393 

0 386 

NS 

KW 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 30-1-3 (continued). Organ weights offemale rats at the end of the dosing period 

B-CH 300 m /kg 

Female No Ova立(R) Ova立(L} Ovaries Uterus Th四roidgland Adrenal gland (R) Ad『enal~land [L) Adrenal glands 

(mg) (m~/g) (mg) (mglgJ (mg) (mg/g) (mg) (mg!gl [mg) (mg/g) (m~) (m辿g) (mg) (mg/g) [mg) (m辿g)
F03025 44 0 0 146 50 0 0 166 940 0 312 550 7 I 826 13 7 0 045 36 S 0 121 35 3 0117 71 8 0 238 

F03026 40 0 0 136 55 I 0.187 95 I 0 323 438 I I 486 15 8 0 054 39 0 0 132 45 4 0 154 84 4 0 286 

F03027 53 0 0 171 57 9 0.187 110 9 0 358 S2S 7 1 699 17 4 0 056 36 2 0 117 39 2 0 127 75 4 0 244 

F03028 54 6 0 204 48 4 0.181 103 0 0 385 594 I 2 218 83 0 031 36 8 0 137 41 4 0 155 78 2 0.292 

F03029 41 2 0 132 51 9 0.166 93 I 0 298 545 4 I 744 16 9 0 054 38 3 0 122 42 2 0135 80 5 0 257 

F03030 37 3 0 125 52 8 0.177 90 I 0 302 570 4 I 910 13 8 0 046 30 9 0 103 34 3 0 I 15 65 2 0 218 

F0303! 514 0 163 44 2 0.140 95 6 0 303 598 0 1 898 91 0 029 37 7 0 120 38 8 0 123 76 5 0 243 

F03032 42 7 0 132 62 7 0.194 105 4 0 327 592 2 I 837 19.¥ 0 059 so 5 0 157 so 8 0 158 IOI 3 0 314 

F03033 59 8 0 201 56 9 0.192 116.7 0 393 635 0 2 138 12 8 0 043 39 0 0.131 41 7 0 140 80 7 0 272 

F03034 41 6 a) 0 141 a) 39 2 a) 0.133 a) 80.8 a) O 273 a) 964 9 a) 3 265 a) 90 a) 0 030 a) 27 8 a) 0.094 a) 26 I a) 0 088 a) 53 9 a) O 182 a) 

F03035 47 I 0 161 50 8 0.174 97.9 0 335 466 7 I 598 14 0 0 048 37 0 0.127 38 8 0 133 75 8 0 260 

F03036 55 0 0 168 360 0.110 91 0 0 278 594 3 I 813 I 5 9 0 049 35 3 0.108 38 0 0.116 73 3 0 224 

Number of females 11 11 11 11 II 11 11 11 II 11 11 11 11 II II 11 

Mean 47 8 0 158 51 5 0 170 99.3 0 329 555 5 I 833 14 3 0 047 37 9 0.125 40 5 0 134 78 5 0 259 

SD 73 0 027 72 0 025 86 0 037 59 5 0.213 3 3 0 010 47 0 015 46 0016 91 0 030 

Sig111ficance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 

Staust1cal method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN 

a) Excluded from data analysis (not copula!叫）

Significantly different from the control group('P<O 05, ** P<O 01) 
NS Not significantly different from the control group 

AN Analysis by variance (one-way layout) 
KW  Analysis by Kruskal-Wallis'test (one-way layout) 
UA Unable to be analyzed because the value in the treated group was the same as the value in the control group 

263 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 30-1-4. Organ weights offemale rats at the end of the dosing period 

B-CH I 000 mg/k 

Female No Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 
weight(M) (m~) (mg/g) (mg) (mg/g) (Ing} (mg/g) (mg) (mg/g) (mg) (mg/~) (mg) (m鮒g) (mg) (m!i~) (mg) 

F04037 318 2 1914 2 6 016 236 7 0 744 1000 3 3 144 10276 5 32 296 1005 8 3 161 994 6 3 126 2000 4 6 287 669 6 

F04038 336 8 1827 3 5 425 309 3 0 918 I 108 0 3 290 I 0739 0 3 I 885 1044 3 3 101 1034 6 3 072 2078 9 6 173 812 9 

F04039 299 4 1864 2 6 226 214 2 0 715 928 8 3 102 10035 3 33 518 1099 5 3 672 1028 7 3 436 2128 2 7 108 595 5 

F04040 299 5 1929 I 6 441 135 8 0 453 897 0 2 995 9737 I 32 511 982 6 3 28! 1011 5 3 377 1994 I 6 658 676 0 

F04041 345 I 1901 9 S SI I 1677 0 486 1167 8 3 384 11399 8 33 033 1221 7 3 540 1112 4 3 223 2334 I 6 764 713 I 

F04042 295 0 1866 I 6 326 253 0 0 858 990 I 3 356 9845 7 33 375 !035 0 3 508 966 0 3 275 2001 0 6 783 703 9 

F04043 297 I 1948 5 6 558 188 8 0 635 967.2 3 255 9127 3 30 721 1003 I 3 376 1006 8 3 389 2009 9 6 765 629 I 

F04044 316 0 1947 6 6 163 183 8 0 582 1017 6 3 220 10241 4 32 409 1157.6 3 663 1103 2 J 491 2260 8 7 154 733 7 

F04045 293 5 1853 4 6 315 168 7 0 575 1030 6 3 511 I 0730 5 36 560 1058 7 3 607 1021 S 3 480 2080 2 7 088 1763 I 

F04046 297.1 1816 4 6 114 193 7 0 652 1013 8 3 412 10294 I 34 649 953 4 J 209 950 7 3 200 1904 I 6 409 731 6 

F04047 302 9 1900 7 6 275 171 I 0 565 993 5 3 280 9489 9 31 330 887 6 2 930 786 2 2 596 1673 8 5 526 712 I 

F04048 302 4 1866 2 6 171 166 4 0 550 950 6 3 144 10167 6 33 623 1005 0 3 323 1001 4 3 312 2006 4 6 635 708 2 

Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Mean 308 6 1886 3 6 128 199 I 0 644 1005 4 3 258 10173 7 32 993 1037 9 3 364 1001 5 3 248 2039 3 6 613 787.4 
SD 17.0 441 0 341 47 5 0 142 74 0 0 146 606 2 I 552 89 7 0 239 82 7 0 246 166 8 0 464 312 I 

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 AN AN AN AN AN AN AN AN AN KW  

Significa,1tly different from the control group ('P<O 05, •• P<O O I) 

NS Not significantly different from the control g『OUP

AN Analysis by variance (one-way layout) 
KW  Analysis by Kruskal-Wallis'test (one-way layout) 
UA Unable to be analyzed because the value in the treated group was the same as the value in the control group 

264 

(m凶）
2 104 

2 414 

I 989 

2 257 

2 066 

2 386 

2 117 

2 322 

6 007 

2 462 

2 351 

2 342 

12 

2 568 

1 094 

NS 

KW 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodex廿in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 30-1-4 (continued). Organ weights offemale rats at the end of the dosing period 

B-CH 1000 mg/k9 

Female No Ova!}:(R) Ovaiy (L) 
(mg) (mg/g) (mg) (mg/g) 

F04037 47 4 0 149 45 I 

F04038 46 0 0 137 44 6 

F04039 62 2 0 208 46 5 

F04040 49 2 0 164 49 7 

F04041 69 5 0 201 54 7 

F04042 38 5 0 131 45 3 

F04043 52 9 0 178 40 5 

F04044 51 8 0 164 48 3 

F04045 38 8 0 132 42 4 

F04046 54 3 0.183 51 5 
F04047 39 I 0 129 48 9 

F04048 46 2 0 153 56 0 

Number of females 12 12 12 

Mean 49 7 0 161 47 8 

SD. 94 0 027 47 

Sl部,ficance NS NS NS 

Statistical method AN AN AN 

Signific叩tlydifferent from the control group(': P<0.05,'*: P<0.01) 

NS: Not significantly different from the control group 
AN: Analysis by var国ice(one-way layout) 
KW: Analysis by Kruskal-Wallis'test (one-way layout) 

0 142 

0 132 

0 155 

0 166 

0 159 

0 154 

0 136 

0 153 

0 144 

0 173 

0 161 

0 185 

12 

0 155 

0 015 

NS 

AN 

Ovaries Uterus 

(mg) (mglg) (mg) 

92 5 0 291 685 2 

90 6 0 269 754 7 

108 7 0 363 531 0 

98 9 0 330 573 5 

124 2 0 360 728 9 

83 8 0 284 706 7 

934 0 314 622 2 

100 I 0 317 468 9 

812 0 277 585 4 

105 8 0 356 4991 

88 0 0 291 509 9 

102 2 0 338 711 8 

12 12 12 

97.5 0 316 614 8 

12 0 0 034 100 J 

NS NS NS 

AN AN AN 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control g『oup

Thyroid ~land 
(mg/g) (mg) (mg/g) 

2 153 IS 2 0 048 

2 241 15 0 0 045 

I 774 18 5 0 062 

I 915 13 6 0 045 

2 112 164 0 048 

2 396 14 8 0 050 

2 094 15 3 0 051 

I 484 15 3 0 048 

I 995 10 8 0037 

I 680 17 4 0 059 

I 683 14 5 0 048 

2 354 11 8 0 039 

12 12 12 

I 990 14 9 0 048 

0 288 2 I 0 007 

NS NS NS 

AN AN AN 

265 

Adrenal gland (R) Adrenal gland (L) Adrenal ~lands 
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) 

47 7 0 150 53 4 0 168 101 1 0 318 

30 0 0 089 35 6 0 106 65 6 0 195 

42 3 0 141 41 6 0 139 83 9 0 280 

41 7 0 139 46 4 0 155 88 I 0 294 

52 I 0 151 57 I 0 165 109 2 0 316 

39 7 0 135 43 2 0 146 82 9 0 281 

31 0 0 104 32 8 0 110 63 8 0 215 

51 9 0 164 56 7 0 179 108 6 0 344 

42 2 0 144 48 I 0 164 90 3 0 308 

41 3 0 139 44 2 0 149 85 S 0 288 

35 2 0 116 416 0 137 76 8 0 254 

46 8 0 155 52 3 0 173 99 I 0 328 

12 12 12 12 12 12 

41 8 0 136 46 I 0 149 87 9 0 285 

72 0 022 78 0 023 14 9 0 045 

NS NS NS NS NS NS 

AN AN AN AN AN AN 



試験番号： R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 30-2-1. Organ weights of female rats at the end of the dosing period, satellite group 
Control (vehicle water for injecuon) 

Female No Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen 
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) {mg/g) (mg) 

F05049 265 I 1759 7 6 638 305 3 I 152 902 2 3 403 6865 6 25 898 849 3 3 204 868 3 3 275 1717 6 6 479 581 I 
F05050 285 0 1885 3 6 615 275 0 0 965 898 6 3 153 7408 7 25 995 907 7 3 185 904 I 3 172 1811 8 6 357 594 3 
FOSOSI 262.4 1885 3 7 185 237.5 0.905 925 8 3.128 6610.8 25 194 970.1 J 697 924 5 3 523 1894 6 7 220 538 3 
F05052 291 2 1907 5 6 550 286 2 0 983 924 0 3 173 7677 8 26 366 918 3 J 154 895 J 3 075 1813 6 6 228 638 8 
FOSOS3 284 8 1792 4 6 294 291 9 I 025 930 0 3 265 7517 7 26 396 944 8 J 317 913 5 3 208 1858 3 6 525 473 0 

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 
Mean 277.7 1846 0 6 656 279 2 I 006 916 I 3 304 7216 I 25 970 918 0 3 31 I 901 I 3 251 1819 2 6 562 565 I 

SD 13 0 65 6 0 326 25 7 0 092 14 6 0 159 455 6 0 486 45 4 0 224 21 3 0 169 66 4 0 386 62 7 

Appendix 30-2-1 (continued). Organ weights of female rats at the end of the dosing period, satellite group 
Control (vehicle water for i111ection) 

Female No Ova2:(R) Ova立(L) Ovaries Uterus Thrroid jlland Adrenal ~land (R) Adrenal zland (L) Adrenal ~lands 
(m国 (m幽） (mgi (m辿i) (ms) (m辿a (m~) (mffil) (ma) (m辿g) (mg) (m幽） (m~) （叫迎） (ms) (msl!l) 

F05049 38 4 0 145 42 7 0 161 81 I 0 306 420 2 1 585 12 5 0 047 37 2 0 140 34 6 0131 71 8 0 271 

F05050 33 I 0 116 37 4 0 131 70 5 0 247 797 9 2 800 14 S 0 051 35 9 0 126 38 4 0 135 74 3 0 261 

FOSOSl 44 0 0.168 46 3 0 176 90 3 0 344 402 4 I 534 15 0 0.057 36.8 0 140 37 9 0 144 74 7 0 285 

F05052 38 4 0 132 45 4 0 156 83 8 0 288 487 I I 673 16 7 0 057 39 7 a 136 38 0 0130 77 7 0 267 

F05053 42 5 0 149 50 9 0 179 93 4 0 328 409 8 I 439 14 6 0 051 34 8 0 122 36 7 0 129 71 5 0 251 

Number offemales 5 5 5 5 5 5 5 5 5 5 5 5 

Mean 39 3 0 142 44 5 0 161 83 8 0 303 503 5 I 806 14 7 0 053 36 9 0 133 37 I 0 134 74 0 0 267 

SD 43 0 019 50 0019 89 0 038 ]68 0 0 562 1 5 0 004 I 8 0 008 I 5 0 006 2 5 0 013 
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(mg/g) 

2 192 

2 085 

2 051 

2 194 

I 661 

5 

2 037 

0 219 



試験番号： R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 30-2・2. Organ weights offemale rats at the end of the dosing period, satellite group 

B-CH IODDmg/kg 

Female No Body Brain 

weight (g) (mg) (mg/g) 

F06059 322 2 1918 0 5 953 

F06060 290 8 1855 9 6 382 

F06061 290 I 2041 2 7 036 

F06062 266 I I 944 5 7 307 

F06063 303 8 1901 5 6 259 

Number of females 5 5 5 
Mea,1 294 6 1932 2 6 587 

SD 20 6 68 9 0 564 

Si,,nificance NS NS NS 

Statistical method TT TT IT 

Significantly different from the control group(*: P<0.05, ••: P<0.01) 
NS: Not significantly different from the control group 

T「:Analysisby Student's t-test 

AW: Analysis by Aspin-We¥ch t-test 

TI1ymus Heart 
(mg) (mg/g) (mg) 

335 5 I 041 1015 2 
270 5 0 930 854 8 

222 I 0 766 998 2 

234 3 0 880 837 I 

236 0 0 777 1033 7 

5 5 5 

259 7 0 879 947 8 

46 I 0 114 94 0 

NS NS NS 

TT TI AW 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group 

Liver Kidney (R) Kidney (L) 
(mg/g) (mg) (mg/g) (mg) (mg/g) (mg) 
3 151 9093 6 28 223 1080 9 3 355 !040 7 

2 939 8009 0 27 541 933 2 J 209 909 7 

3 441 8234 0 28 383 1017.1 J 506 986 5 

3 146 7328 4 27 540 941 9 3 540 967 6 

3 403 8385 8 27 603 1005 0 3 308 926 2 

5 5 5 5 5 5 

3 216 8210 2 27 858 995 6 3384 966 I 

0 207 638 3 0 411 60 4 0 138 51 9 
NS ＊＊ NS NS ＊ 

TT TT TI TT TI TT 

Appendix 30全 2 (continued). Organ weights of female rats at the end of the dosing period, satellite group 

B-CH 1000 m k, 

Female No Ova!}'.(R) Ova立(L)

(ms) (mw) (m~) (m凶g)
F06059 50 3 0 156 44 4 

F06060 48 6 0 167 51 I 

F0606 I 65 0 0 224 57 3 

F06062 33 6 0 126 33 I 

F06063 51 4 0 169 44 4 

Number offemales 5 5 5 

Mean 49 8 0 168 46 I 

SD 11 2 0 036 90 

Significance NS NS NS 

Statistical method TT TT TT 

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

NS: Not significantly different from the control group 

TT: Analysis by Student's t-test 

AW: Analysis by Aspin-Welch t-test 

0 138 

0 176 

0 198 

0 124 

0 146 

5 

0 156 

0 030 

NS 

IT 

Ovaries Uterus 

¥ms) (m!l:]) (ms) 

94 7 0 294 457 6 

99 7 0 343 495 4 

122 3 0 422 423 S 

66 7 0 251 471 0 

95 8 0315 559 8 

s 5 5 

95 8 0 325 481 5 

19 8 0 064 50 9 

NS NS NS 

TT TT AW 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the cont「O「group

Th炉roidgland Adrenal gland (R) 

(m凶)) (ms) (m'ol_!,) (ms) (m辿i)
I 420 12 7 0 039 38 7 0 120 

I 704 14 I 0 048 30 3 0 104 

I 460 14 8 0 051 31 7 0 109 

I 770 14 0 0 053 29 8 0 112 

I 843 l7 5 0 058 38 3 0 126 

5 5 s 5 

I 639 14 6 0 050 33 8 0 114 

0 189 1 8 0 007 44 0 009 

NS NS NS NS '* 

TT TT TT TT TT 

267 

Kidneys Spleen 

(mg/g) (mg) (mg/g) (mg) 

3 230 2¥21 6 6 585 595 8 
3 128 1842 9 6 337 673 9 

3 401 2003 6 6 907 531 8 

3 636 1909 5 7 176 564 5 

3 049 1931 2 6 357 722 8 

5 5 5 5 

3 289 1961 8 6 672 617 8 

0 234 106 2 0 363 78 9 

NS ， NS NS 

TT TT TT TI 

Ad「enalgland (L) Adrenal glands 

(mz) (m鉛且 (m~) (m!/L!l) 
36 3 0 113 75 0 0 233 

32 8 0 113 63 I 0 217 

33 I 0 I 14 64 8 0 223 

3 I 4 0 118 612 0 230 

40 1 0 132 78 4 0 258 

s 5 5 5 

34 7 0 118 68 5 0 232 

3 S 0 008 77 0016 

NS ** NS ＊＊ 

TT TT TT TT 

(mg/g) 

I 849 

2 317 

I 833 

2 121 

2 379 

5 

2 100 

0 255 

NS 

Tr 



試験番号： R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 30-3-1. Organ weights offemale rats at the end of the recovery period 

Control (velucle water for injection) 
Female No Body Brain Thymus Heart Liver Kidney (R) K,dney(L) Kidneys Spleen 

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) 
F05054 305 0 1935 4 6 346 329 1 I 079 957.0 3 138 7498 3 24 585 948 I 3 109 1023 5 3 356 1971 6 6 464 636 2 
F05055 327 3 1907 0 5 826 260 8 0 797 912 2 2 787 7743 3 23 658 881 I 2 692 888 2 2 714 1769 3 5 406 645 4 
F05056 296.9 1859 7 6 264 352 4 I 187 9610 3 237 7737.8 26.062 914 4 3 080 925 5 3 117 1839 9 6.197 568 5 
F05057 2960 1863 9 6 297 227 0 0 767 917 I 3 098 7728 9 26 111 947 7 3 202 9IO 4 J 076 1858 I 6 277 525 0 
F05058 280 I 1865 7 6 661 349 9 I 249 932 3 3 328 6669 2 23 810 906 7 3 237 770 6 2 751 1677 3 5 988 532 5 

Number of females 5 5 5 5 5 5 5 5 s 5 5 5 5 5 5 5 
Mean JOI I 1886 3 6 279 303 8 I 016 935 9 3 118 7475 5 24 845 919 6 3 064 903 6 3 003 1823 2 6 066 581 5 
SD 17 2 33 4 0 298 56 7 0 222 22 4 0 205 462 4 I 187 28 6 0 218 90 6 0 269 109 2 0 407 56 7 

Appendix 30-3-1 (continued). Organ weights of female rats at the end of the recovery period 

Control (vehicle water for in1ectionl 

Female No Ova立(R) Ova立(L) Ovaries UtertIS Thxroid ~land Adrenal ~land 迅） Adrenal ~land (L) Adrenal ~lands 
(ms) (nl臨｝ (m~) (m!?Lfil (m~l （叫紐） (m~) (m!l!ll) (m~) (mglg) (m~) (ms!,a) (m~) (miif.a) (mgl (m辿g

F05054 38 I 0 125 38 4 0 126 76 5 0 251 985 4 3 231 14 5 0 048 25 4 0 083 28 8 0094 54 2 0 178 

F05055 43 8 0 134 49 I 0 150 92 9 0 284 482 0 I 473 10 1 0 031 29 1 0089 31 0 0 095 60 I 0 184 

F05056 40 2 0.135 419 0 141 82 1 0 277 581 9 1960 13 5 0 045 35 I 0118 35 2 0 119 70 3 0 237 

F05057 40 4 0 136 44 9 0 152 85 3 0 288 552 6 I 867 11 8 0 040 3 I 8 0 107 318 0 107 63 6 0 215 

F05058 56 4 0 201 37 8 0 135 94 2 0 336 798 2 2 850 12 1 0 043 30 3 0 l08 34 3 0 122 64 6 0 231 

Number offema¥es 5 5 5 5 5 5 s 5 5 5 5 s 5 5 

Mean 43 8 0 146 424 0 141 86 2 0 287 680 0 2 276 124 0 041 30 3 0 IOI 32 2 0 l07 62 6 0 209 

SD 7 3 0 031 47 001 l 74 0 03 I 207 S 0 734 I 7 0 007 36 0 015 26 0 013 59 0 027 

268 

(mg/g) 
2 086 

I 972 

I 915 

I 774 

I 901 

5 

I 930 

0 113 



試験番号： R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 30-3-2. Organ weights offemale rats at the end of the recove1y period 

B-CH I 000 mg/k, 
Female No Body Brain 

weight(g) (mg) (mgJgl 
F06064 265 2 1911 9 7 209 

F06065 333 7 1986 9 5 954 

F06066 296.3 1833 6 6 188 
F06067 276 4 1881 0 6 805 
F06068 279 4 1975 0 7 069 

Number of females 5 5 5 

Mean 290 2 1917 7 6 645 
SD 26 7 643 0 550 

Significance NS NS NS 
Statist1cal method 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. 

Thymus Heart 

(m~) (mg/g) (mg) 
238 4 0 899 872 0 

270 8 0 812 898 8 

335 0 1131 771 7 

358 8 I 298 8729 
202 5 0725 849 5 

5 s 5 

281 I 0 973 853 0 

65 3 0 236 48 7 

NS NS ＊＊ 

TT TI TT 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group 

Liver 

(m辿立 (m~) 
3 288 6730 8 

2 693 7566 2 

2 604 6677 I 
3 158 72080 
3 040 6406 4 

5 s 
2 957 6917 7 

0 296 463 4 

NS NS 
TT TT 

Kidney (R) 
(n溜g) (mg) 
25 380 785 7 

22 674 915 9 

22 535 829 9 

26 078 866 0 
22 929 877 4 

5 5 

23 919 855 0 

I 676 49 4 

NS ＊ 

TT TT 

Appendix 30-3-2 (continued). Organ weights offemale rats at the end of the recovery period 

B-CH 1000 m k 

Female No Ovary (R) Ovary (L) 

(m~) (1嗅IJ!,.) (mg) (m~) 
F06064 39 7 0 150 39 2 

F06065 44 9 0 135 41 9 

F06066 35 2 0 119 42 0 

F06067 42 5 0 154 41 9 
F06068 39 I 0 140 35 4 

Number offemales 5 5 5 

Mean 40 3 0 140 40 I 

SD 37 0 014 29 

Significance NS NS NS 

Statistical method 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. 

0 148 

0 126 

0 142 

0 152 
0 127 

s 

0 139 

0 012 

NS 

TT 

Ovaries Uterus 

(ms) (n咆'.!l) (mg) 
78 9 0 298 560 6 

86 8 0 260 1082 9 

77 2 0 261 923 3 

84 4 0 305 835 0 

74 5 0 267 1033 7 

5 5 5 

80 4 0 278 887 I 

5 I 0 022 206 4 

NS NS NS 

TT TT TT 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group 

Thyroid gland 

(m幽） (mg) (m!li£l) 
2 114 I I 9 0 045 

3 245 198 0 059 

3 I 16 11 2 0038 

3 021 14 5 0 052 

3 700 13 5 0 048 

5 5 

3 039 14 2 0 048 

0 579 3 4 0 008 

NS NS NS 

TT TT TT 
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Kidney (L) Kidneys Spleen 
(mglg) (m~) (mg/~) (mg) (mg/g) (mg) (mg/g) 
2 963 771 2 2 908 1556 9 5 871 530 4 2 000 
2 745 886 I 2 655 1802 0 5 400 613 6 I 839 
2 801 792 8 2 676 1622 7 5 477 484 2 I 634 
3 133 881 2 3 188 1747 2 6 321 544 6 I 970 
3 140 874 4 3 130 1751 8 6 270 559 0 2 001 

5 5 5 5 5 5 5 
2 956 841 I 2 91 I 1696 I 5 868 546 4 I 889 

0 183 54 7 0 248 102 I 0 430 46 9 0 157 

NS NS NS NS NS NS NS 
TT Tr TT TI TI TT Tr 

Adrenal sland (R) Adrenal gland (L) Adrenal glands 

(mg) (m臨） (ml!) (mB!ll) (m~) (m~) 
27 2 0 103 28 I 0 106 55 3 0 209 

31 6 0 095 33 9 0 102 65 5 0 196 

24 0 0 081 26 5 0 089 50 5 0 170 

32 3 0 117 37 9 0 137 70 2 0 254 
29 3 0 105 27 9 0 100 57 2 0 205 

5 5 5 5 5 5 

28 9 0 100 30 9 0 107 59 7 0 207 

34 0 013 49 0 018 80 0 030 

NS NS NS NS NS NS 

TT TT TT TT TT TT 



試験番号：R-12-006

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

Appendix 31-1. Macroscopic findings of male rats at the end of the dosing period 

Findings 

Group 

Animal No 

Control (vehicle water for injection) 
MOI MO! MO! MO! MO! MO! MO! 

00 I 002 003 004 005 006 007 

B-CH IOOmg/kg B-CH 300mg/kg B-CH IOO0mg/kg 
M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M03 MOJ MOJ MOJ MOJ MOJ MOJ MOJ MOJ MOJ MOJ MOJ M04 M04 M04 M04 M04 M04 M04 

013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 043 

Epididym1s 
Nodule, yellowish white, 

caudal, unilateral 

Liver 

Dark colored spot, scattered 

p
 

p
 

Skm 

Soiled fur, eyelid/perinasal area p
 

Thymus 
Small 

-: No abnormal changes P : Non-graded change 

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

Appendix 31-2. Macroscopic findings of male rats at the end of the recovery period 
Group Control (vehicle: water for injection) B-CH I 000 mg/kg 

MO! MO! MO! MO! MO! M04 M04 M04 M04 M04 

008 009 010 011 012 044 045 046 047 048 
Findings Animal No. 

All organs 

-: No abnormal changes P : No圧gradedchange 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-Methylvaleraldehyde by oral administration in rats 

Appendix 32-1. Macroscopic findings of female rats at the end of the dosing period 

試験番号：R-12-006

Group CoIl(rol (vchiclc ¥vatcrforinicction) B-CH IO0 m叫g B-CH 300 mg/kg B-CH IOOO nlg/kg 

Animal No 

Findings 
Fate 

Glandular stomach 

Recessed area, mucosa, dark 

Reddish area, mucosa 

Spleen 

Adhesion llith adipose tissue 

Atrophy, partially 

FO I FO I FO I FO I FO I FO I FO I FO I FO I FO I FO I FO I F02 F02 F02 F02 F02 F02 F02 F02 F02 F02 F02 F02 FOJ FOJ F03 F03 F03 FOJ FOJ FOJ F03 F03 FOJ FOJ F04 F04 F04 F04 F04 F04 F04 F04 F04 F04 F04 F04 

001 002 003 (104 005 006 007 008 (Xl9 010 011 012 013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 03) 032 033 034 035 036 037 038 039 040 041 042 043 044 045 046 047 048 

NC 

p p 

-: No abnormal changes P : Non-graded ehangc 

Fate : blru1ks, Subjected to autopsy on day 5 of laetation: NC, Not copulated 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-Methylvaleraldehyde by oral administration in rats 

Appendix 32-2. Macroscopic findings of female rats at the end of the dosing period, satellite group 

Group Control (vehicle: water for injection) B-CH I 000 mg/kg 
F05 F05 F05 F05 F05 F06 F06 F06 F06 F06 

049 050 051 052 053 059 060 061 062 063 
Findmgs Animal No. 

All organs 

-: No abnormal changes P : Non-graded change 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-Methylvaleraldehyde by oral administration in rats 

Appendix 32-3. Macroscopic findings of female rats at the end of the recovery period 

Group 

Findings Animal No. 

All organs 

Control (vehicle: water for injection) 
F05 F05 F05 F05 F05 

054 055 056 057 058 

-: No abnormal changes P : Non-graded change 

B-CH 1000 mg/kg 
F06 F06 F06 F06 F06 

064 065 066 067 068 
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Combined repeat dose and reproductive/developmental toxicity screening test of2-Methylvaleraldehyde by oral administration in rats 

Appendix 33. Histopathological findings of male rats at the end of the dosing period [H.E. staining] 

Group Corn oil (¥・chiじ！c.¥¥nlcr for i 111cc1ion) B疇CIIlOO n1 /k, n-CJI 300 111 k 

試験番号：R-12-006

B-Cl-110001111!性

l・'i IIdi llgs An im~l No 
MO¥ MOl MO¥ MO! MO¥ MOI MOI MOl MOI MOI MDI MO¥ M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M03 M03 M03 M03 M03 M03 M03 M03 M03 MOJ M03 M03 M04 M04 M叫 M04M04 Mt).I MO-I M糾 M()」M04Mn4 M04 
0(ll [)02 003 （四（l050(16 ()[)7 008 0(/9 010 011 ()[2 013 014 015 016 0 I 7 018 0 I 9 020 021 022 02.1 02-t 025 026 027 028 029 030 031 032 OJJ OJ4 035 (l.'16 n.n 038 039 ()4() 041 042 043 ()44 ()45 凶 6047 048 

Brnin NE NE NE NE NE NE NE NT¥ NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE N1i NI: NE NI:、NE NE NE NE NE NE 

Spuinl cord NE NE NE NE NE NE NE NJ~ NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE Nli NE NE NE NE NE NE NE NE NE NE NE 

Pituitan• gInnd NE NE NE NE NE NE NJ~ NE NE NE NE NE NE NE NE Nii NE NE NE NE NE NE NE NE NE NJ(NE NE NE NE NE NE NE NE NE NE NE 畑

Submnndibulnr g!nnd NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE Nl •: NJ-: NI •: NE NE NE NE N[•:NJ~ NI¥ NE NE NE NE NE NE NE NI 

Sublingual gl:ind NE NE NE NT: NE NE NE Nii NE NE Nri NE NE NE NI•:NE NE NE NE NE NE NE NE NE NE NE NI: Nl: NE NE NE NE NE NE NE NE NE NE 

!,~·mph node s11bmandibular NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

Thyroid gland NE NE NE NE NE NE NE NJi NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

Ultimobrnnchi11I body p 

Pnrnthyroid gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE Nli NE NE NE NE NE NE NE NE NI囀： NE NE NE NE NE NE NE NE NE NE 

r l ly n lus NE NE NE NE NE NE N「; NE NE NE NE NE NE NE NE NE Nl，： NE NE NE NF. NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

AI『oph) 2, 

I !cart NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NI'. NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

Dcgcncrnl mn librosiふ lll)OC(I『dialfocal と

1•「achca NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NL: NE NE NE NE NE NE NI~ NE NE NE 畑 NE NE NE NE NE NE NE NE NE NE 

Lung NE NE NE 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 

Accumulntion fom11 cell alveolus ，~上

B「onchus NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE Nl~ NE NE NE 

]、i¥'じr NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NJ~ NI •: NE NE NE NE NE NE NE NE NE NE NE NE NE 

Dcgcncrntion vucuolar hcpnlocytc ccntrilobular • =・— - - - -
Fatty change. hcpntocytc pcriportnl ..±:土土 一土i J 

I lypcrtrophy. hcpntoじytc.ccntrilobular —士—— - - - -
Microgrnnulomn 土士ェ上 上 t t t i 

Net:rosi s. focal, scnttcr叫 - - - - . . . .  

l’tillemas NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE Nii NE NE NE NE NE NJ~ NE NE NE NE NE NE NE NE NE NE NE NE 

SIO9999ch NE NE NE NE NE NE NE NE NE NE NE Nじ NE NE NE NE NE NE NE NF. NE NE NE NE NE NE NE NE NE NE NE NE NI~ NE NE NE NE NE 

l)uodcnum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

Jejunum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NI.: NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

Ileum NE NE 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 Nli NE NE NE NE NE NE 

Cccum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NT~ NE NE Nl•:NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

Colon NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NJ~ NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

RCCIUlll NE NI~ NE NE NE NE NE NE m: NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE Nl'. NE NE NE NE NE NE NE NE NE 

Lymph node. mcscntcric NE NE NE NE NE NE NE NE NE NI•: Nl~ NE NE NE NE NI! NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE N11 NE NE NE 
．．．  

-No ubnomla1 chnngcs土Verys!ight + Slight 2+ Moderate 3 • Marked 

P Non-grndcd chnngc NE: Not examined M Missing A Autol)sis 

275 



試験番号：R-12-006

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

Appendix 33 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining] 

Find999忠

Spl心"

Gmup 

AnimaI No 

Comoil (vchiclc:‘‘.O!cr lbr iIicctionl B•C11 900 mgkg 8•Cl1300 m K B•CII IIIl)(I m述
MIii MOI MOI MUI MUI MDI MUI MOI MOI MOI MOI MUI M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M03 MO) MO) MU3 MU.1 M03 MU3 M03 M03 M03 M03 MO) M04 M~I M(J4 MU4M04 M(J.j•M04 Ml14 M04 MU4 M04 M114 
991 01)9 (103 1]04 005 0116 007 008 009 090 111 9 1)19 1193 1)14 015 096 1117 098 0]9 020 1(21 092 093 1994 1925 1)26 1l97 1)98 099 ()3() ()31 039 0.93 1134 U35 (I36 1)37 1)38 1)39 1HI) 041 042 04.1 044 1J45 046 ()47 (J48 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NJS NE NE NE NE NE NE NE NE NE NE NE NE 

IKrosiL pigl19C911、bro'‘11
1 [cmaIOImicsis̀ CXIramcdullam 
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↓
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-

kid99C)' 

llaぬphilicluhulc. corICX 

Mi 9999ol i 9Al i 099 、 C091 i co-999cdullan• j 9999CI i 099 99記dull99

urina99 hladdじr

Ad『C『9algland 

rrypcr190phy・ヽ099nglo999crulom 
Vacuolal ion~ 9099o thscicuinla 

Tcstis 

A190phy. SC99tiuiIC「099s199hule. 9999ilutern1 

Epidid)9999S 

(lrnnulomu. spcrmatic. caudal. unlalcral 

ProslaIC 

ccllular infillra19091. lymphocヽ1c.999[C『SliliaI

Semmal vcsicle 

C⑳guiaIiIlg gInlld 

I;ldball 

l lurdcnan gl9999d 
Ccllulnr in111Irali099. IV999plk几 9991C「s191iaI

＆皿19C99Crvc 

SKcIcInl musじk~

l’C999し"

Marrow. Iemu『

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NIS NE 

NE NE NE NI.:NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NJS NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NI'NE NE NE NE NE NE NE NE NE NE NE 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 碑 NE NE NE NE 
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l' 

NENENENENENENE NENENし NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE 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 NF. NF. Nf・'. NF. NE NE NE NE NE NE NE NE NE NE Nli NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NJ, 

NE NE NE NE NE NE NIS NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE Nii NE NE NE NE NE NIS 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 団 NE NE NE NE 

NE NE NE NE Nii NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE NE NE NE NE NE NE NE Nii NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE 

，
 

，
 

9
』

NE NE NE NE NE NE NE 

NE NE NE NE NE NE NE 

NE NE NE NE NE NE 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 NIC NE NE NE NE 

NE NE NE NE NE NE NE 

NE NE NlC NE NE NE NE 

Nii NE NE NE NE NE NJ, 

NE NE NE NE NE NE NE 

NE NE NF. NE 園 NE NE 

NE NE NE NE NE NE NE 

-: No ubnormnl changCS L: Vcry sligh1 9, Shgh1 2 r; ModC『91¢ 3•9•: Markcd 
P. Non•graded cha9lgc NE Nol cxamincd M• M9Ssmg A: Aulolysis 
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試験番号：R-12-006

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

Appendix 34-1. Histopatho logical findings of female rats at the end of the dosing period, satellite group [H.E. staining] 

I:i叫99lgs
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AnimaIN’’ 

竿

C0991rol (9chiclc; 99nICr lbr i99iCCIio99) Il•CH IOO n9叫＇は B・Cl[300 999c kg B・Cll 1000 meka 
FOI FOI FOI FOI FOI FOI FOI roI FOI FOI FOI FOI F02 F02 F02 F02 F02 F02 F02 F02 F02 F02 F02 F02 FO3 FO3 F03 F03 F03 FOJ F03 F03 FOJ F03 F03 FOJ FO」I:041:04 11)↓ Fo4 F04 1904 1:04 FO↓ I•o4 ItH F04 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of2-Methylvaleraldehyde 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-12-006

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

Methylvaleraldehyde by oral administration in rats 

Appendix 34-2. Histopathological findings of female rats at the end of the dosing period, 

satellite group [H.E. staining] 

Findings 

Group 

Animal No 

Com oil (vehicle: Waterforinjection) 
F05 F05 F05 F05 F05 

049 050 05 I 052 053 

B-CH I 000 mg/kg 
F06 F06 F06 F06 F06 

059 060 06 I 062 063 

Bram 

Spinal cord 

Pituitaiy gland 

Submandibular gland 

Sublingual gland 

Lymph node, submandibular 

Thyroid gland 

Ultimobranchial body 

Parathyroid gland 

Thymus 

p
 

Heart 

Trachea 

Lung 

Accumulation, foam cell, alveolus 

Bronchus 

士 土

Liver 

Anisonucleosis, hepatocyte 

Fatty change, hepatocyte, periportal 

Hypertrophy, hepatocyte, centrilobular 
Microgranuloma 

Pancreas 

土 土 士

± 

± 土

士 ± ± 

士

士士士士土

-: No abnonual 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-12-006

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

Methylvaleraldehyde 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] 

Group 

Findings Animal No 

Com oil (vehicle: water for injection) 
F05 F05 F05 F05 F05 

049 050 05 I 052 053 

B-CH I 000 mg/kg 
F06 F06 F06 F06 F06 

059 060 06 I 062 063 

Stomach 

Duodenum 

Jejunum 

Ileum 

Cecum 

Colon 

Rectum 

Lymph node, mesenteric 

Spleen 

Deposit, pigment, brown 

Hematopoiesis, extramedullary 

Kidney 
Basophilic tubule, cortex 

Cellular infiltration, lymphocyte, interstitial 

Cyst, medulla 

Mineralization, cortico-medullary junction 

Urinary bladder 

Adrenal gland 

Ovary 
lncrease, atretic follicle 

Uterus 

Vagina 

EyebaJJ 

Harderian gland 

Sciatic nerve 

+ 2+ + + + 

±十土＋士

±

土

P

±
 

土 2+ + + 2+ 

＋士土士士

士土

± 

± 

± 

± 

Skeletal muscle 

Femur 

Marrow, femur 

-; No abnormal 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-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 35-1. Results of observations about es1:J・ous cycle 

Control (vehicle. water for injection) 

Pre-matmg period Matmgperiod 

Annnal Pre-treatment period Treaanent period Times of vaginal 

No Stage Type Mean length Stage Type Mean length Stage estrns obse,-ved 

(days) (days) 

FOIOOI DDDEDDDEDDPEDD 4-day 40 PEDDPEDDPEDDDE 4-day 40 DD  P PL 

F01002 DPEDDDEDDPEDDP 4-day 4.0 EDDDEDDPEDDPED 4-day 40 DP  PL 

F01003 DEDDPEDDPEDDPE 4-day 40 DDDEDDDEDDDEDD 4-day 40 P PL 

F01004 DPEDDPEDDPEDDP 4-day 40 EDDPEDDPEDDPED 4-day 40 D P E D D P PL 2 

F0!005 PEDDPEDDPEDDPE 4-day 40 DDPEDDPEDDPEDD 4-day 4.0 P PL 

FOl006 DDEDDPEDDPEDDP 4-day 40 EDDDEDDPEDDPED 4-day 40 DP  PL 

F0l007 DEDDPEDDPEDDDE 4-day 4.0 DDDEDDDEDDDEDD 4-day 4.0 P PL 

FOl008 DDDEDDDEDDPEDD 4-day 40 PEDDPEDDPEDDDE 4-day 40 DD  D PL 

FO 1009 DPEDDPEDDPEDDP 4-day 40 EDDPEDDPEDDPED 4-day 40 DP  PL 

F01010 DPEDDDPEDDDPED 5-day 50 DPPEDDDEDDDEDD 4-day 40 P PL 

FOIOII PEDDPEDDPEDDPE 4-day 40 DDPEDDPEDDPEDD 4-day 40 P PL 

F010l2 DDPEEDDDEDDDED 4-day 40 DPEDDPEDDPEDDP 4-day 40 PL 

Mean 4 I 4.0 11 

SD 03 0.0 03 

(N) (12) (12) (12) 

D, diestrus; P, proestrus, E, estrus; PL, vagmal plug 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextr in, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 35-2. Results of observations about estrous cycle 

B-CH 100mg/kg 

Pre-mating penod 

Anunal Pre-treatment penod 

No Stage Type Mean length Stage 

(days) 

F020l3 DDDEEDDPPEDDPP  5-day 5,0 EDDDPEDDPEEDDD  

F02014 EDDDEDDDEDDPED  4-day 40 DDEDDPEDDPEDDP  

F02015 EDDPEDDPEDDPED  4-day 40 DPEDDPEDDPEDDP  

F020l6 EDDPEDDPEDDPED  4-day 40 DPEDDPEDDPEDDP  

F020l7 DDPEDDPEDDPEDD  4-day 40 PEDDPEDDPEDDPE  

F02018 PEDDPEDDPEDDPE  4-day 40 DDDEDDPEDDDEDD  

F02019 PEDDDEDDDEDDDP  4-day 40 EDDDEDDDEEDDDE  

F02020 PEDDPEDDPEDDPE  4-day 40 DDPEDDPEDDPEDD  

F0202 l EDDPEDDPEDDPED  4-day 40 DPEDDPEDDPEDDP  

F02022 DDEDDDPEDDDPED  5-day 50 DDEDDPEDDPEDDD  

F02023 EDDPEDDPEDDPED  4-day 40 DPEDDPEDDPEDDP  

F02024 EDDDEDDDEDDPED  4-day 40 DPEDDPEDDPEDDP  

Mean 42 

SD 0.4 

(N) (12) 

Stb~u ficantly different from the control group(*. p<O 05, ••· p<O 01) 

D, d1estrus, P, proestrus, E, estrus, PL, vagmal plug 

282 

Treallnent period 

Type Mean length 

(days) 

5-day 50 

4-day 40 

4-day 40 

4-day 40 

4-day 40 

4-day 4.0 

4/5-day 43 

4-day 40 

4-day 4,0 

4-day 40 

4-day 40 

4-day 40 

4.1 

03 

(12) 

Stage 

E PL 

PL 

PL 

PL 

DD  P PL 

P PL 

PL 

P PL 

PL 

P PL 

PL 

PL 

Mating period 

Times of vaginal 

estrus obse1-ved 

1.0 

0.0 

図



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 35-3. Results of observations about estrous cycle 

B-CH 300 mg/kg 

Pre-matmg period Matmgperiod 

Ammal Pre-treatment penod Treaanent period Times of vagmal 

No Stage Type Mean length Stage Type Mean length Stage estrus obse1-ved 

(days) (days) 

F03025 DDPEDDPEDDPEDD  4-day 4.0 PEDDPEDDPEDDPE  4-day 40 DD  PPL 

F03026 DPEDDDEDDDEDDD  4-day 40 E D D P E D D D E D D P E D  4-day 40 D P PL 

F03027 EDDPEDDPEDDDED  4-day 40 DDEDDDEDDDEDDP  4-day 40 PL 

F03028 DEDDPEDDPEDDPE  4-day 40 D D P E D D P E D D P E D D  4-day 40 P PL 

F03029 DDPEDDPEDDPEDD  4-day 40 PEDDPEDDPEDDPE  4-day 40 DD  P PL 

F03030 DEDDPEDDPEDDPE  4-day 40 D D P E D D P E D D P E D D  4-day 40 P PL 

F0303 l DDEDDDEDDDEDDP  4-day 40 EDDPEDDDEDDDED  4-day 4.0 DP  PL 

F03032 PEDDPEDDPEDDPE  4-day 40 D D P E D D P E D D P E D D  4-day 40 P PL 

F03033 DPEDDDEDDDEDDD  4-day 40 EDDDEDDDEEDDDE  4/5-day 43 DD  D PL 

F03034 PEDDDPEDDPEEDD  5-day 50 DEDDPEDDPEDDDE  4-day 4.0 D D D D D D D D D D D D D D 

F03035 EDDPEEDDPEEDDP  5-day 50 EEDDPEEDDPEDDP  4/5-day 45 PL 

F03036 DPEDDPEDDPEDDP  4-day 40 E D D P E D D P E D D P E D  4-day 40 DP  PL 

Mean 42 4 I I 0 

SD 04 02 00 

(N) (12) (12) (11) 

SI即tficantlydifferent from the control group(* p<O 05, ** p<O.O 1) 
D, d1estrus, P, proestrus, E, estrus, PL, vaginal plug 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 35-4. Results of observations about estrous cycle 

B-CH !000四/kg

Pre-mating period Matmg penod 

Animal Pre-treatment penod Treatment period Times of vaginal 

No Stage Type Mean length Stage Type Mean length Stage estrns obse1-ved 

(days) (days) 
-------- ---

F04037 DPEDDDEDDPEDDP 4-day 40 EDDPEDDPEDDPED 4-day 4.0 DP  PL 

F04038 PEDDPEDDPEDDPE 4-day 40 DDPEDDPEDDDEDD 4-day 40 PPL 

F04039 PEDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 40 P PL 

F04040 DDPEDDDEDDDEDD 4-day 40 PEDDPEDDPEDDPE 4-day 4.0 DD  P PL 

F04041 DDDDEDDPEDDDED 4-day 40 DDEDDDEDDDEDDD 4-day 40 PL 

F04042 PEDDPEDDPEDDPE 4-day 40 DDPEDDPEDDPEDD 4-day 40 P PL 

F04043 DDPEDDDEEDDDEE 5-day 50 DDDPEEDDPEEDDD 5-day 50 PL 

F04044 DDDEDDPEDDPEDD 4-day 40 PEDDPEDDPEDDPE 4-day 40 DD  P PL 

F04045 EDDPEDDDEDDPED 4-day 40 DPEDDPEDDDEDDD 4-day 40 PL 

F04046 DDPEDDPEDDPEDD 4-day 40 PEDDPEDDPEDDPE 4-day 40 DD  D PL 

F04047 EDDPEDDPEDDPED 4-day 40 DPEDDPEDDPEDDD 4-day 40 PL 

F04048 DDPEDDPEDDPEDD 4-day 40 PEDDPEDDPEDDPE 4-day 40 DD  P PL 

Mean 4 I 41 I 0 

SD. 03 03 00 

(N) (12) (12) (12) 

S1g111ficantly different from the control group(*. p<O 05, •• p<O O I) 

D, d1estms, P, proestrus, E, estrus, PL, vagmal plug 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 36-1. Results of observations about reproductive performance 

Control (vehicle: water for injection) 

Male Female Pairing days 
No. No. Copulation Conception until copulation 

MOIOOI FOIOOI ＋ ＋ 4 

M01002 F01002 ＋ ＋ 3 

M01003 F01003 ＋ ＋ 2 

M01004 FOI004 ＋ ＋ 7 

M01005 FOI005 ＋ ＋ 2 

M01006 F01006 ＋ ＋ 3 

M01007 F01007 ＋ ＋ 2 

M01008 F01008 ＋ ＋ 4 

M01009 F01009 ＋ ＋ 3 

M01010 F01010 ＋ ＋ 2 

MOlOl 1 FOIOl 1 ＋ ＋ 2 

M01012 F01012 ＋ ＋ 

Total +: 12, -: 0 +: 12, -: 0 

Mean 2.9 

S.D. 1.6 

(N) (12) 

+, confirmed 

-, not confirmed 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administI・ation in rats 

Appendix 36-2. Results of observations about reproductive performance 

B-CH I 00 ms/ks 

Male Female 
No. No. Copulation Conception 

M02013 F02013 ＋ ＋ 

M02014 F02014 ＋ ＋ 

M02015 F02015 ＋ ＋ 

M02016 F02016 ＋ ＋ 

M02017 F02017 ＋ ＋ 

M02018 F02018 ＋ ＋ 

M02019 F02019 ＋ ＋ 

M02020 F02020 ＋ ＋ 

M02021 F02021 ＋ ＋ 

M02022 F02022 ＋ ＋ 

M02023 F02023 ＋ ＋ 

M02024 F02024 ＋ ＋ 

Total +:12,-:0 +: 12, -: 0 

Mean 

S.D. 

(N) 

Pairing days 
until copulation 

2

1

 

4

2

 

2

1

2

 

1.6 

0.9 

(12) 

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

+, confirmed 

-, not confirmed 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 36-3. Results of observations about reproductive performance 

B-CH 300 mg/kg 

Male Female 
No. No. Copulation Conception 

M03025 F03025 ＋ ＋ 

M03026 F03026 ＋ ＋ 

M03027 F03027 ＋ ＋ 

M03028 F03028 ＋ ＋ 

M03029 F03029 ＋ ＋ 

M03030 F03030 ＋ ＋ 

M03031 F0303 l ＋ ＋ 

M03032 F03032 ＋ ＋ 

M03033 F03033 ＋ ＋ 

M03034 F03034 

M03035 F03035 ＋ ＋ 

M03036 F03036 ＋ ＋ 

Total +: 12, -: 1 +: 11, -: 0 

Mean 

S.D. 

(N) 

Pairing days 
until copulation 

4

3

 

2

4

2

3

2

4

 

3
 

2.6 

1.1 

(11) 

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

+, confirmed 
-, not confirmed 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 36-4. Results of observations about reproductive performance 

8-CH I 000 m /k 

Male Female Pairing days 
No. No. Copulation Conception until copulation 

M04037 F04037 ＋ ＋ 3 

M04038 F04038 ＋ ＋ 2 

M04039 F04039 ＋ ＋ 2 

M04040 F04040 ＋ ＋ 4 

M04041 F04041 ＋ ＋ 

M04042 F04042 ＋ ＋ 2 

M04043 F04043 ＋ ＋ 

M04044 F04044 ＋ ＋ 4 

M04045 F04045 ＋ ＋ 

M04046 F04046 ＋ ＋ 4 

M04047 F04047 ＋ ＋ 

M04048 F04048 ＋ ＋ 4 

Total +: 12, -: 0 +: 12, -: 0 

Mean 2.4 

S.D. 1.3 

(N) (12) 

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

+, confirmed 

-, not confirmed 
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試験番号： R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 37-1. Observation ofoffspring (F1) 

Control (vehicle・ water for 111Ject1011) 
Dam No. Gestation Number of Number of Implan- Delive1y Number of offspring at birth Delive1y Bn1h Live birth Number oflive offserinll Extemal 

length COI"jJOra implan- talion index Number of Sex Dead index index index 4 days Sex Viability abnonnalit1es b) 

lutea tation index (dains) offspring LIve ratio offspnng (offspnng) ratio index 

(days) scars （％） （％） Male Female Total （％） （％） （％） Male Female （％） (Number) (%) 
FOIOOI 22 17 17 JOO 0 ＋ 16 10 6 16 0,63 

゜
94 I 94 I 100 0 ， 6 0 60 93 8 

゜
0,0 

FOI002 22 16 16 l000 ＋ 14 7 7 14 0 50 

゜
87 5 87 5 100 0 7 7 0,50 100 0 

゜
00 

FOI003 22 16 16 100.0 ＋ 16 8 8 16 0 50 

゜
100.0 1000 1000 8 8 0 50 l000 

゜
00 

FOI004 22 16 16 l000 ＋ 14 14 

゜
14 1 00 

゜
87 5 87.5 100 0 14 

゜
I 00 l000 

゜
00 

FOI005 22 13 13 100.0 ＋ 13 8 5 13 0.62 

゜
100 0 1000 1000 8 5 0.62 l000 

゜
00 

F01006 22 15 15 l000 ＋ 15 7 8 15 0 47 

゜
100 0 100 0 100,0 7 8 0 47 100 0 

゜
00 

F01007 22 l4 14 100,0 ＋ 14 10 4 14 0 71 

゜
!000 !000 !000 10 4 0 71 l00 0 

゜
00 

F01008 22 14 13 92 9 ＋ 13 5 8 13 0 38 

゜
l000 1000 1000 8 0 38 100,0 

゜
00 

F01009 22 15 15 1000 ＋ 13 8 13 0 62 

゜
86 7 86.7 l00 0 8 5 0 62 1000 

゜
0.0 

FOIOIO 22 20 20 100 0 ＋ 19 7 10 17 0 41 2 95 0 85 0 89 5 7 10 0 41 100 0 

゜
00 

FO!Oll 22 13 13 l000 ＋ 13 8 13 0.38 

゜
l000 100 0 100 0 5 8 0 38 100 0 

゜
00 

F01012 22 17 17 100 0 ＋ 17 ， 8 17 0 53 

゜
100 0 1000 1000 ， 8 0 53 JOO 0 

゜
00 

Number of dams 12 12 12 12 12" 12 12 12 12 12 12 12 12 12 12 12 
Total 186 185 177 98 77 175 2 97 77 

゜Mean 22 0 15.5 15 4 99 4 14.8 82 64 14 6 0 56 02 95.9 95 I 99 I 8 I 64 0 56 99 5 00 
SD 00 20 2 I 20 I 9 24 26 16 0 17 06 56 6.4 30 24 26 0 17 I 8 00 
％ 1000 

+ Dams with live offspring,-・ dams without live offspring 

a). Number of dams with live offspring 

b). Number of external abnormalities 111 hve offspring at bitih 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 37-2. Observation ofoffspring (F1) 

8-CH I 00 tn!,ikg 

Dain No Gestation Number of Number of Implan- Deltvety Number of offspring at birth Delive1y Bi11h Live birth Number of live offspring External 
length COI"])OI"a implru1- tation index Number of Sex Dead index index mdex 4 days Sex Viability abnonnalit1es b) 

lutea talion mdex (dams) offspring Live ratio offspring (offspnng) ratio index 
(days) scars （％） （％） Male Female Total （％） （％） （％） Male Female （％） (Number) (%) 

F02013 22 13 13 100 0 ＋ 13 6 7 13 0 46 

゜
100 0 1000 l000 6 7 0 46 100 0 

゜
00 

F02014 22 15 15 100 0 ＋ 14 7 7 14 0 50 

゜
93 3 93 3 100,0 7 7 0,50 100 0 

゜
00 

F02015 22 17 17 100 0 ＋ 17 ， 8 17 0 53 

゜
100 0 JOO O JOO 0 ， 8 0 53 100,0 

゜
00 

F02016 22 15 15 1000 ＋ 15 7 8 15 0.47 

゜
100 0 100,0 100,0 7 8 0.47 l000 

゜
0.0 

F02017 22 17 17 1000 ＋ l6 5 II 16 0 31 

゜
94 1 94 I 1000 5 11 0 31 l000 

゜
00 

F02018 22 17 17 100,0 ＋ 17 7 ， 16 0 44 I 100.0 94 1 94 1 7 9 0 44 l000 

゜
00 

F02019 22 16 16 100 0 ＋ 16 10 6 16 0 63 

゜
100 0 100.0 JOO 0 10 6 0 63 100 0 

゜
00 

F02020 22 18 18 100 0 ＋ 17 7 10 17 0 41 

゜
94.4 94 4 100 0 7 10 041 100.0 

゜
00 

F02021 22 l4 14 100,0 ＋ 14 4 10 14 0 29 

゜
100,0 1000 100.0 4 10 0 29 1000 

゜
0,0 

F02022 22 15 15 100 0 ＋ 15 ， 6 15 0,60 

゜
100 0 l000 l000 ， 6 0 60 100.0 

゜
00 

F02023 21 14 13 92 9 ＋ 12 7 12 0 58 

゜
92 3 92 3 100 0 7 5 0 58 IOOO 

゜
00 

F02024 22 18 18 loo o ＋ 18 ， 8 17 0 53 loo o 94.4 94.4 ， 8 0 53 IOOO 

゜
00 

Number of dams 12 l2 12 l 2 12" 12 12 12 12 12 12 12 l2 12 12 12 
Total l89 188 184 87 95 182 2 87 95 

゜Mean 21.9 l 5 8 15 7 99 4 15.3 73 79 15 2 0 48 02 97 8 96,9 99 0 7 3 7 9 0 48 1000 00 
SD. 03 I 7 1 8 20 1.8 1 8 I 8 I 6 0 11 04 32 呼9ヘ3 2.2 I 8 l 8 0.11 00 0,0 
％ 100.0 

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 
Statistical method AN AN AN AN AN AN AN AN AN AN AN KW  KW  KW  AN AN AN AN AN 
Significai1tly different from the control group(*: P<O 05, ** P<O O I) 

+. Dams with live offspring, -dams without live offspring 

a) Number of druns with live offspring. 
b). Number of extemal abnormalities in live offspnng at bnth 

NS Not significantly different from the control group 
AN. Analysis by variru1ce (one-way layout) 

UA. Unable to be analyzed because the value in the treated group was the saine as the value in the conn・ol group. 
NA'Not analyzed 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 37-3. Observation ofoffspring (F1) 

B-CH 300 mg/kg 
Datn No Gestation Number of Number of 

length c01pora imp Ian-
lutea talion 

scars 

14 

16 

17 

17 

14 

l 5 

17 

l6 

l 8 

F03025 

F03026 

F03027 

F03028 

F03029 

F03030 

F0303I 

F03032 

F03033 

F03034 

F03035 

F03036 

Number of datns 

Total 

Mean 

S.D 

％ 

Significance NS NS NS NS 

Statistical method AN AN AN AN 

Significat1tly different from the control group(*: P<0.05, **: P<0.01) 

+: Datns with live offspring,-: datns without live offspring 

a): Number of datns with live offspring 

b): Number of external abnonnalities in live offspring at bii1h 

NS: Not significantly different from the control group 

AN: Analysis by variat1ce (one-way layout). 

KW: Analysis by Krnskal-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 contt・ol group. 
NA: Not analyzed 
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4

5

7

6

8

4

6
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l
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l

l

l

l

l

l
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 ゚

灼
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2
2
2
2
2
2
2
2
2
2
2
2
2
2
2
2
e
2
2
2
2
1
1

t
 

a

o

 

C

d

N

 

22.0 

0.0 

14 

16 

II 

174 

15.8 

1.4 

lmplan-
talion 

index 

（％） 

100.0 

100.0 

100.0 

94.4 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

II 

99.5 

1.7 

Delivety 

index 

(dams) 

字
＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 

＋ 
a II 

Number of offspting at birth 

Number of Sex 

offspring Live ratio 

Male Female Total 

6 7 13 

7 9 16 

10 6 16 

8 7 15 

8 6 14 

6 9 15 

8 8 16 

9 6 15 

7 l l 18 

14 

16 

16 

15 

14 

15 

16 

15 

18 

13 

13 

II 

165 

15.0 

1.5 

6

6

 

81 

7.4 

1.4 

83 

7.5 
1.6 

13 

13 

11 
164 

14.9 

1.6 

0.46 

0.44 

0.63 

0.53 

0.57 

0.40 

0.50 

0.60 

0.39 

0.46 

0.46 ． 

II 

0.49 

0.08 

Delivety Biith 

Dead index index 

offspring (offspring) 
（％） 

100.0 

100、0

94.1 

88,2 

100.0 

100.0 

94, l 

93,8 

100,0 

1

0

0

0

0

0

0

0

0

 

0

0

1

1

1

3

 
＿ー。。

92.9 

81.3 ・ • 

JI 

94.9 

6.1 

（％） 

92.9 

100.0 

94.l 

88.2 

100.0 

100.0 

94. l 

93.8 

100.0 

92.9 

81.3 ． 

II 

94.3 

5.8 

Live birth 

index 

（％） 

92.9 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

II 

99.4 
2.1 

Number oflive offspnng 

4 days Sex Viability 

ratio index 

Male Female (%) 

6 7 0.46 100.0 

7 9 0.44 100.0 

10 6 0.63 100.0 

8 7 0.53 100.0 

8 6 0.57 100.0 

6 9 0.40 100.0 

8 7 0.53 93.8 

9 6 0.60 100.0 

7 11 0.39 100.0 

6

6

 

81 

7.4 
1.4 

82 

7.5 

1.6 

0.46 

0.46 ． 

II 

100.0 

100.0 

11 

99.4 
1.9 

External 

abnonnalities 
b) 

号。
°

o

o

o

o

o

o

o

-

1

1

0

Ul z
 

（
 

0.50 

0.08 

（％） 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 = II 

0.0 

0.0 

100.0 

NS 

AN 

NS 

AN 

NS 

AN 

NS 

AN 

NS 

AN 

NS 

AN 

NS 

AN 

NS 

KW 

NS 

KW 

NS 

KW 

NS 

AN 

NS 

AN 

NS 

AN 

NS 

AN 

NS 

AN 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodex面n,2-hydroxypropyl ethers by oral administration in rats 

Appendix 37-4. Observation ofoffspring (F1) 

B-CH I 000 mg/kg 

Dam No Gestation Number of Number of lmplan- Dehvety Number of offspnng at birth Delive,y Birth Live birth Number oflive offspring External 
length COlpora implan- tation index Number of Sex Dead index index index 4 days Sex Viabihty abnonnalities''' 

lutea talion mdex (druns) offsprmg Live ratio offspring (offsprmg) ratio mdex 
(days) scars （％） （％） Male Female Total （％） （％） （％） Male Female （％） (Number) (%) 

F04037 22 16 16 100.0 ＋ 15 7 8 15 0.47 

゜
93 8 93,8 100 0 7 8 0.47 1000 

゜
00 

F04038 22 16 15 93,8 ＋ 15 10 5 15 0 67 

゜
100,0 1000 lOOO 10 5 0 67 100 0 

゜
00 

F04039 22 16 l6 100 0 ＋ 16 ， 6 15 0,60 I 100 0 93 8 93 8 ， 6 0,60 100 0 

゜
00 

F04040 21 16 16 100 0 ＋ 16 ， 7 16 0 56 

゜
l00 0 100 0 100 0 ， 7 0 56 100 0 

゜
0,0 

F0404I 22 19 19 100,0 ＋ 17 10 7 17 0 59 

゜
89 5 89 5 100 0 10 7 0 59 1000 

゜
00 

F04042 22 14 14 100 0 ＋ 10 5 10 0 50 

゜
71 4 71 4 100 0 5 5 0.50 100 0 

゜
0,0 

F04043 22 13 13 100 0 ＋ 10 6 ， 0 33 I 76 9 69.2 90 0 3 6 0 33 IOOO 

゜
00 

F04044 22 16 16 100.0 ＋ 15 ， 6 IS 0,60 

゜
93,8 93 8 100 0 ， 6 0 60 100,0 

゜
00 

F04045 22 16 16 100 0 ＋ 15 8 7 15 0 53 

゜
93 8 93 8 100 0 8 7 0,53 IOOO 

゜
00 

F04046 22 18 17 94.4 ＋ 16 4 II 15 0 27 l 94 I 88 2 93 8 4 11 0 27 l000 

゜
00 

F04047 22 l4 l4 100,0 ＋ 13 II 2 13 0,85 

゜
92.9 92 9 100 0 ll 2 0 85 l000 

゜
00 

F04048 22 16 l6 100 0 ＋ 16 8 6 14 0 57 2 JOO 0 87 5 87 5 8 6 0 57 100 0 

゜
00 

Number of dams 12 12 12 12 12' 12 12 12 12 12 12 l 2 12 l2 12 12 
Total 190 188 174 93 76 169 93 76 

゜Mean 219 15.8 15 7 990 14 5 78 6,3 14 I 0 55 04 92 2 89 5 97.1 78 63 0,55 100 0 0,0 

SD 03 16 I 6 2 3 2 3 2 5 2 1 24 0 15 07 9.2 98 46 25 2 l O l5 00 00 
％ IOOO 

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS 
Statistical method AN AN AN AN AN AN AN AN AN AN AN KW KW KW AN AN AN AN AN 

Sigmficantly different from the control group(* P<0.05, **・ P<O 01) 

+・ Dams with hve otfspnng, -druns without live offspring 

a). Number of dams with live offspring 

b) Number of external abnormalities m live offspring at bnth 

NS. Not s,g,uficantly different from the control group 
AN・ Analysis by vat・iai,ce (one-way layout). 

KW  Analysis by Kruskal-Wallis'test (one-way layout) 

UA'Unable to be analyzed because the value in the tt・eated group was the smne as the value in the contt・ol group 
NA Not analyzed 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of ~-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 3 8-1. 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 

FOlOOl 6.8 (10) 9.3 (9) 6.3 (6) 9.4 (6) 

FOI002 6.7 (7) 11.0 (7) 6.3 (7) 10.2 (7) 

F01003 6.0 (8) 8.8 (8) 5.7 (8) 8.1 (8) 

FOI004 6.8 (14) I 1.8 (14) 

F01005 7.0 (8) 11.7 (8) 6.6 (5) 11.0 (5) 

FOI006 6.1 (7) 9.4 (7) 6.1 (8) 8.9 (8) 

F01007 6.7 (10) 11.4 (10) 6.8 (4) 11.4 (4) 

F01008 7.4 (5) I 1.0 (5) 6.8 (8) 10.5 (8) 

F01009 6.9 (8) 11.4 (8) 6.5 (5) I I.I (5) 

FOIOIO 6.4 (7) 9.9 (7) 6.4 (10) 9.6 (10) 

FOIOII 7.0 (5) 10.5 (5) 6.4 (8) 10.0 (8) 

FOI012 6.8 (9) 10.4 (9) 6.5 (8) 10.4 (8) 

Number of dams 12 12 11 11 

Mean 6.7 10.6 6.4 10.1 

S.D. 0.4 1.0 0.3 1.0 

Each value shows mean per dam (g). 
Figures in parentheses indicate number of offspring. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of P-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 3 8-2. Body weights of offspring (F 1) before weaning 

B-CH I 00 mg/kg 

Dam No. Days after birth 

Male body weight Female body weight 

゜
4 

゜F02013 7.0 (6) 11.7 (6) 6.8 (7) 

F02014 6.8 (7) 12.5 (7) 6.4 (7) 

F02015 6.2 (9) 10.0 (9) 5.9 (8) 

F02016 7.1 (7) 10.1 (7) 6.1 (8) 

F02017 6.2 (5) 9.1 (5) 5.8 (11) 

F02018 6.7 (7) 10.7 (7) 6.4 (9) 

F02019 6.6 (10) 10.6 (10) 6.0 (6) 

F02020 6.3 (7) 9.9 (7) 5.8 (JO) 

F02021 6.6 (4) 10.3 (4) 6.4 (I 0) 

F02022 6.7 (9) 11.4 (9) 6.5 (6) 

F02023 6.3 (7) I I. I (7) 6.2 (5) 

F02024 6.4 (9) 9.7 (9) 6.0 (8) 

Number of dams 12 12 12 

Mean 6.6 10.6 6.2 

S.D. 0.3 1.0 0.3 

Significance NS NS NS 

Statistical method AN AN AN 

Each value shows mean per dam (g). 
Figures in parentheses indicate number of offspring. 

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

NS: Not significantly different from the control group. 

AN: Analysis by variance (one-way layout). 

4 

10.9 (7) 

11.8 (7) 

9.6 (8) 

9.2 (8) 

8.7 (11) 

10.2 (9) 

10.3 (6) 

9.5 (10) 

10.0 (10) 

10.5 (6) 

IO.I (5) 

8.4 (8) 

12 

9.9 

0.9 

NS 

AN 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 

NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 38-3. Body weights ofoffspring (F1) before weaning 

B-CH 300 mg/kg 
Dam No. Days after birth 

Male body weight Female body weight 

゜
4 

゜
4 

F03025 6.2 (6) 10.6 (6) 6.3 (7) 10.9 (7) 

F03026 6.2 (7) 9.2 (7) 5.7 (9) 9.2 (9) 

F03027 6.2 (I 0) 9.7 (10) 5.7 (6) 9.0 (6) 

F03028 6.0 (8) 7.7 (8) 5.6 (7) 7.2 (7) 

F03029 5.9 (8) 10.0 (8) 6.3 (6) 10.7 (6) 

F03030 6.4 (6) 9.8 (6) 6.1 (9) 9.9 (9) 

F0303 l 6.7 (8) 9.9 (8) 6.6 (8) 9.5 (7) 

F03032 6.9 (9) 11.4 (9) 6.6 (6) 10.6 (6) 

F03033 6.8 (7) 9.6 (7) 6.4 (11) 8.5 (II) 

F03034 Not copulated 
F03035 6.8 (6) 11.0 (6) 6.5 

F03036 7.3 (6) 11.6 (6) 6.9 

Number of dams 11 11 11 

Mean 6.5 10.0 6.2 

S.D. 0.4 I.I 0.4 

Significance NS NS NS 

Statistical method AN AN AN 

Each value shows mean per dam (g). 
Figures in parentheses indicate number of offspring. 
Significantly different from the control group(*: P<0.05, **: P<0.01). 

NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 

(7) 10.9 (7) 

(7) 10.8 (7) 

11 

9.7 

1.2 

NS 

AN 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropyl ethers by oral administration in rats 

Appendix 38-4. Body weights ofoffspring (F1) before weaning 

8-CH I 000 mg/kg 
Dam No. Days after bitih 

Male body weight Female body weight 

゜
4 

゜
4 

F04037 7.2 (7) 11.6 (7) 7.1 (8) 10.9 (8) 

F04038 6.5 (I 0) 10.4 (10) 6.3 (5) 11.0 (5) 

F04039 6.5 (9) 9.8 (9) 6.1 (6) 9.6 (6) 

F04040 6.2 (9) 8.7 (9) 5.9 (7) 7.9 (7) 

F04041 6.9 (10) 10.8 (10) 6.4 (7) 10.0 (7) 

F04042 7.9 (5) 13.9 (5) 6.9 (5) 12.6 (5) 

F04043 7.9 (3) 13.6 (3) 7.5 (6) 12.7 (6) 

F04044 6.9 (9) 10.8 (9) 6.2 (6) 10.0 (6) 

F04045 6.6 (8) 9.9 (8) 6.4 (7) 9.8 (7) 

F04046 6.9 (4) 10.5 (4) 6.6 (11) 9.7 (I I) 

F04047 6.4 (11) 11.0 (11) 6.4 

F04048 7.0 (8) 11.0 (8) 6.9 

Number of dams 12 12 12 

Mean 6.9 11.0 6.6 

S.D. 0.5 1.5 0.5 

Significance NS NS NS 

Statistical method AN AN AN 

Eachya,lue shows mean per dam (g). 
Figures in parentheses indicate number of offspring. 
Significantly different from the control group(*: P<0.05, **: P<0.01). 
NS: Not significantly different from the control group. 
AN: Analysis by variance (one-way layout). 

(2) 10.6 (2) 

(6) II.I (6) 
12 

10.5 

1.3 

NS 

AN 

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group. 
NA: Not analyzed. 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 39-1. General conditions in offspring (F 1) before weaning 

Control (vehicle: water for injection) 
Dam No. Number of offspring Days after birth 

and general conditions 

゜
2 3 4 

FOJOOJ Number ofoffspring 16 16 15 15 15 

General appearance, No abnormality 16 15 15 15 15 

General appearance, Death 

゜ ゜゜゜F01002 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

FOI003 Number of offspring l 6 16 16 16 16 

General appearance, No abnormality 16 16 16 16 16 

FOI004 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

FOI005 Number of offspring 13 13 13 13 13 

General appearance, No abnormality 13 13 13 13 13 

F01006 Number of offspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

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 abnonnality 13 13 13 13 13 

FOI009 Number of offspring 13 13 13 13 13 

General appearance, No abnormality 13 13 13 13 13 

FOlOIO Number of offspring 17 17 17 17 17 

General appearance, No abnonnality 17 17 17 17 17 

FOIOI I Number of offspring 13 13 13 13 13 

General appearance, No abn01mality 13 13 13 13 13 

FOIOl2 Number of offspring 17 17 17 17 17 

General appearance, No abnormality 17 17 17 17 17 

Number of offspring 175 175 174 174 174 

General appearance, No abnormality 175 174 174 174 174 

General appearance, Death 
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試験番号：応12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 39-2. General conditions in offspring (F1) before weaning 

B-CH I 00 mg/kg 
Dam No. Number of offspring Days after birth 

and general conditions 

゜
I 2 3 4 

F02013 Number of offspring 13 13 13 13 13 

General appearance, No abnonnality 13 13 13 13 13 

F02014 Number of offspring 14 14 14 14 14 

General appearm1ce, No abnormality 14 14 14 14 14 

F02015 Number of offspring 17 17 17 17 17 

General appearance, No abnormality 17 17 17 17 17 

F02016 Number of offspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

F02017 Number of offspring 16 16 16 16 16 

General appearance, No abnonnality 16 16 16 16 16 

F02018 Number of offspring 16 16 16 16 16 

General appearance, No abnormality 16 16 16 16 16 

F02019 Number of offspring 16 16 16 16 16 

General appearance, No abnormality 16 16 16 16 16 

F02020 Number of offspring 17 17 17 17 17 

General appearance, No abnom1ality 17 17 17 17 17 

F02021 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

F02022 Number of offspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

F02023 Number of offspring 12 12 12 12 12 

General appearance, No abnormality 12 12 12 12 12 

F02024 Number of offspring 17 17 17 17 17 

General appearru1ce, No abnormality 17 17 17 17 17 

Number of offspring 182 182 182 182 182 

General appearance, No abnom1ality 182 182 182 182 182 

298 



試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 39-3. General conditions in offspring (F1) before weaning 

B-CH 300 m飢kg
Dam No. Number of offspring Days after birth 

and general conditions 

゜
I 2 3 4 

F03025 Number of offspring 13 13 13 13 13 

General appearance, No abnormality 13 13 13 13 13 

F03026 Number of offspring 16 16 16 16 16 

General appearance, No abnommlity 16 16 16 16 16 

F03027 Number of offspring 16 16 16 16 16 

General appearance, No abnonnality 16 16 16 16 16 

F03028 Number of offspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

F03029 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

F03030 Number of offspring 15 15 15 15 15 

General appearance, No abnonnality 15 15 15 15 15 

F0303I Number of offspring 16 16 16 16 15 

General appearance, No abnormality 16 16 16 15 15 

General appearance, Death 

゜゜゜
I 

゜F03032 Number of offspring 15 15 15 15 15 

General appearance, No abnonnality 15 15 15 15 15 

F03033 Number of offspring 18 18 18 18 18 

General appearance, No abnormality 18 18 18 18 18 

F03034 Not copulated 
F03035 Number of offspring 13 13 13 13 13 

General appearance, No abnormality 13 13 13 13 13 

F03036 Number of offspring 13 13 13 13 13 

General appearance, No abnormality 13 13 13 13 13 

Number of offspring 164 164 164 164 163 

General appearance, No abnonnality 164 164 164 163 163 

General生巴arance,Death 
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試験番号：R-12-006

Combined repeat dose and reproductive/developmental toxicity screening test of仕Cyclodextrin,2-hydroxypropyl ethers by oral administration in rats 

Appendix 39-4. General conditions in offspring (F1) before weaning 

B-CH 1000 mg/kg 
Dam No. Number of offspring Days after birth 

and general conditions 

゜
2 3 4 

F04037 Number of offspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

F04038 Number of offspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

F04039 Number ofoffspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

F04040 Number ofoffspring 16 16 16 16 16 

General appearance, No abnormality 16 16 16 16 16 

F0404J Number of offspring 17 17 17 17 17 

General appearance, No abnomiality 17 17 17 17 17 

F04042 Number ofoffspring 10 10 10 10 10 

General appearance, No abnormality 10 10 10 10 10 

F04043 Number of offspring ， ， ， ， ， 
General appearance, No abnonnality ， ， ， ， ， 

F04044 Number of offspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

F04045 Number of offspring 15 15 15 15 15 

General appearance, No abnormality 15 15 15 15 15 

F04046 Number ofoffspring 15 15 15 15 15 

General appearm1ce, No abnormality 15 15 15 15 15 

F04047 Number of offspring 13 13 13 13 13 

General appearance, No abnonnality 13 13 13 13 13 

F04048 Number of offspring 14 14 14 14 14 

General appearance, No abnormality 14 14 14 14 14 

Number of offspring 169 169 169 169 169 

General appearance, No abnormality 169 169 169 169 169 
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信頼性保証書

表題 f3 -Cyclodextrin, 2-hydroxypropyl ethers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-12-006 

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-12-006-No. l 

R-12-006-No.2 

R-12-006-No.3 

R-12-006-No.4 

動物の受入れおよび検疫

群分け、検体調製および含葦試験

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、血液学検査、血液生化学検

査、雄動物剖検、器官重量測定および固

定

病理組織学検査（標本作製：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
運営管理者および試験

責任者への報告年月日

2012年 11月 19日 2012年 11月 19日

2012年 12月 7日 2012年 12月 7日

2013年 1月 9日 2013年 1月 9日

2013年 3月21日 2013年 3月21日

2013年 4月 1日 2013年 4月 1日

2012年 11月 26日 2012年 11月 26日

2012年 12月 10日 2012年 12月 10日

2012年 12月 11日 2012年 12月 11日

2012年 12月 12日 2012年 12月 13日

2012年 12月 18日 2012年 12月 18日

2012年 12月 26日 2012年 12月 26日

2013年 1月 16、17日 2013年 1月 17日

2013年 1月 17日 2013年 1月 17日

2013年 1月 18、21日 2013年 1月21日

2013年 1月22日 2013年 1月22日

2013年 3月 8日 2013年 3月 8日

2013年 4月 12、15~17日 2013年 4月 17日

2014年 1月 14日 2014年 1月 14日

試験は、「新規化学物質等に係る試験を実施する試験施設に関する基準について」（平成 23年

3月31日、薬食発 0331第8号、平成23・03・29製局第6号、環保企発第 110331010号）を遵守し

て実施され、また、この報告書は試験に使用された方法および手順を正確に記載し、記載された結

果は試験の生データを正確に反映していることを保証する。

2014年 1月 14日

一般財団法人食品薬品安全センター秦

信頼性保証部門責任者一
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