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2. 試験実施概要

2.1 試験計画書

試験番号 : R罰 1089

試験表題 Octadecanoic acid， 1，2.・ethanediylesterのラットを用いた

2.2 試験目的

経口投与による反復投与毒性・生殖発生毒性併合試験

(A combined repeated dose toxicity study with the 

reproduction/developmental toxicity screening test of 

octadecanoic acid， 1，2・ethanediylester by oral 

administration in rats) 

本試験は、動物に被験物質を一定期間反復投与したときに現れる被験物質の一般毒

性及び生殖発生毒性を明らかにすることを目的とした。

2.3 試験委託者

厚生労働省 医薬食品局 審査管理課化学物質安全対策室

干100-8916 東京都千代田区震が関 1・2・2

2.4 試験受託者

株式会社ボゾリサーチセンター

千151・0065 東京都渋谷区大山町 36-7

2.5 試験実施施設

株式会社ボゾリサーチセンター 御殿場研究所

干412-0039 静岡県御殿場市かまど 1284

2.6 被験物質

製造者

名称

別名

CAS番号

官報公示整理番号

入手日

2.7 試験日程

試験開始日

被験物質出庫日

株式会社ワコーケミカル

Octadecanoic acid， 1ラ2-ethanediylester 

ジステアリン酸エチレングリコール

627回 83-8

2田 767、2同 2492

2011年 9月 21日

2011年 10月 21日

2011年 11月 4日
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動物入荷日 2011年 10月 24日

実験開始日(投与開始日)

2011年 11月 10日

交配開始日 2011年 11月 24日

分娩開始日 2011年 12月 16日

母動物剖検開始日 2011年 12月 21日

投与終了剖検日 2011年 12月 22日

回復開始日 2011年 12月 22日

回復終了剖検日 2012年 1月 5日

動物試験終了日 2012年 l月 5日

実験終了日(病理組織学検査終了日)

試験終了日

2.8 試験責任者

2012年 2月 21日

2012年 3月 28日

(雄及び非交配群)

株式会社ボゾリサーチセンター 御殿場研究所 研究部

2.9 試験担当者

試験主担当者

被験物質保存責任者:

臨床検査責任者

化学分析責任者

病理検査責任者

統計解析責任者

2.10 試験成績の信頼性に影響を及ぼしたと思われる環境要国

本試験に関し、試験成績の信頼性に影響を及ぼしたと思われる環境要因はなかった。

2.11 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

投与 6週の尿検査において動物番号 4012の摂水量が同投与群の他個体に比べ著し

い低値を示したことから、確認のため当該例について摂水量とともに尿検査の全項目

の追加検査を実施した。その結果、追加検査における摂水量は初期値と問様であった

ため、追加検査で得られたデータは全て参考値とした。なお、本操作による試験成績

へ及ぼす影響はなかった。

8 
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2.12 資料保存

株式会社ボゾリサーチセンターの保存方法に従い、試験計画書(試験計画書変更書

を含む)原本、記録文書、生デー夕、報告書類(最終報告書は原本)及び標本(被験

物質保存サンプノレを含む)は株式会社ボゾリサーチセンター御殿場研究所の資料保存

施設に最終報告書提出後 5年間保存する。期間終了後の保存については、厚生労働省

医薬食品局審査管理課化学物質安全対策室と株式会社ボゾリサーチセンタ一間で協議

し、その処置を決定する。ただし、長期保存に耐えられない生体試料(尿、血紫、血

清)及び陸垢標本については、試験終了までに廃棄した。また、死産児、死亡児及び

生後 4日生存児については、出生率及び生後 4日生存率に被験物質投与の影響が認め

られなかったため試験終了までに廃棄した。

2.13 試験責任者の記名・なつ印

201ミ年 g月之さ日
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3. 要約

Octadecanoic acid， 1，2・ethanediylesterのo(対照群:0.5 w/v%メチルセルロース溶

液)、 100、300及び 1000mg/kgを Sprague-Dawley系 SPFラット(交配群として雌

雄各 12匹/群、雌には非交配群として対照群及び 1000mg/kg投与群に各 10匹を追加)

の雄には交配前 14日間に加え交配期間を通して剖検前日まで (42日間)、雌には交

配前 14 日間に加え交配期間及び妊娠期間を通して授乳 4 日まで (41~46 日間)、非交

配群雌には 42日間強制経口投与し、反復投与毒性及び生殖発生毒性を検討した。更

に、 0及び 1000mg/kg投与群の一部の動物(交配群雄 5匹と非交配群雌 5匹)につい

ては非交配群雌及び雄ともに 42日間投与した後 14日間の回復期間を設け、毒性変化

の可逆性を検討した。

検査は、親動物について一般状態の観察、詳細な一般状態の観察、機能検査、握力

測定及び自発運動量の測定、体重、摂餌量、尿検査(摂水量測定を含む)、血液学検

査、血液化学検査、器官重量、剖検所見及び病理組織学検査、更に性周期、交配及び

分娩・補育観察、児動物について出生時の外表観察、出生時及び生後 4 日の雌雄体重

並びに性比、生後 4日の生存率及び肉眼観察とした。

3.1 反復投与毒性

いずれの投与群においても死亡動物はみられず、いずれの検査にも被験物質投与の

影響は認められなかった。

3.2 生殖発生毒性

親動物及び児動物のいずれの検査においても、被験物質投与による影響は認められ

なかった。

これらの結果から、本試験条件下において、本被験物質の雌雄動物における反復投

与毒性に対する無影響量及び無毒性量は雌雄ともに 1000mg/kgと判断した。また、

雌雄親動物と児動物における生殖発生毒性に対する無影響量及び無毒性量はいずれも

1000 mg/kgと判断した。

ハUl
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4. 緒言

厚生労働省医薬食品局審査管理課化学物質安全対策室の委託により、 Octadecanoic

acid， 1，2-ethanediyl esterのラットを用いた経口投与による反復投与毒性・生殖発生毒

性併合試験を実施したので、その成績を報告する。

なお、本試験は以下の基準を遵守し、ガイドライン等に準拠して、株式会社ボゾリ

サーチセンターで実施した。また、本試験は動物実験委員会の承認を受けている(承

認番号:0110148) 

4.1 

• 

4.2 

• 

4.3 

• 

GLP 

「新規化学物質等に係る試験を実施する試験施設に関する基準J

(平成 23年 3月 31日:薬食発 0331第 8号、平成 23・3・29製局第 6号、

環保企発第 110331010号)

毒性試験ガイドライン

「新規化学物質等に係る試験の方法について」

(平成 23年 3月 31日:薬食発 0331第 7号、平成 23・03・29製局第 5号、

環保企発第 110331009号)

動物の福祉

「動物の愛護及び管理に関する法律j

(昭和 48年 10月 1日法律第 105号、最終改正平成 23年 6月 24日法律第 74号)

「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)

「動物実験の適正な実施に向けたガイドライン」

(日本学術会議平成 18年 6月 1日)
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5 試験材料及び方法

5.1 被験物質及び媒体

5.1.1 被験物質

Octadecanoic acid， 1，2-ethanediyl ester fil・・・・・・・hら以下の情報とと

もに購入した。また、試験開始前に赤外吸収スペクトノレの測定により特性が確認され

ている(試験番号 :A・2426、添付資料 1)。

製造者 : 株式会社ワコーケミカノレ

名称

別名

CAS番号

官報公示整理番号

構造式又は示性式

Octadecanoic acid， 1，2-ethanediyl ester 

ジステアリン酸エチレングリコール

627聞 83聞 8

2・767、2-2492

。

1 
。

分子式 : C38H7404 

分子量 : 594.99 

常温における性状(外観)

融点

沸点

引火点

溶解性

ロット番号

鹸化価(KOHmg/g)

純度

入手量

保存条件

保存方法

保存場所

安定性

白色のフレーク状

約 630C

73~790C 

2480C (クリーブランド開放式)

アノレコーノレ、アセトン、エーテルに溶け、水に溶けに

くし 10

DCH0971 

201.6 (添付資料 7)

99.99% (Octadecanoic acidを主とする長鎖脂肪酸エス

テルの混合物としての図形分含量、添付資料 8)

1925 g 

密閉、冷暗所

気密容器に入れ冷蔵庫内(許容値:1~10oC、実測値:

2~80C) に保存した。

御殿場研究所被験物質保存室、第 2研究棟 4階被験物

質調製室及び生化学部標準物質保存場所

投与期間終了後に株式会社ボゾリサーチセンター御殿

場研究所において、残余被験物質の赤外吸収スベクト

12 



R-1089 (訂正版)

取扱い上の注意

残量の処理

5.1.2 媒体

名称

ルを確認した結果、実験実施前に確認した参照スペク

トルとほぼ同様であり安定性に問題はなかった(添付

資料 2) 。

作業場の換気を十分に行い、マスク、保護眼鏡、保護

手袋等の適切な保護具を着用し、註接の接触を防ぐ。

取り扱い後は、手、顔等を良く洗い、うがいをする。

被験物質 5gを保存試料(1.2gを含水量及び純度測定

に使用し、残りの 3.8gを再保存)として御殿場研究

所の資料保存施設に保存した。動物試験及び分析終了

後の残量は全て焼却処分した。

0.5 w/v%メチルセルロース溶液(略称:0.5 w/v%MC 

溶液)

なお、媒体については、本試験に先立って実施した被験液中濃度測定法ノ〈リデーシ

ョン及び均一性・安定性試験(試験番号:A-2426) [1]において、 0.5w/v%MC溶液中

での被験物質の安定性に良好な結果が得られていることから、 0.5w/v%MC溶液を選

択した。

5.2 投与液の調製及び保存方法

5.2.1 媒体の調製及び保存

メチルセルロース (METOLOSESM-400、日本薬局方、信越化学工業株式会社、ロ

ット番号:0055301) を注射用水(日本薬局方、株式会社大塚製薬工場、ロット番号:

1C80、1C94) に溶解して 0.5w/v%MC溶液とした。調製した媒体は、調製当日に被

験液の調製に使用した。また、被験液調製当日の被験物質を取り扱う前に対照群投与

液として、必要最の媒体を褐色ガラス瓶に分注し、投与に使用するまで被験液と同様

に保存した。

5.2.2 被験液の調製及び保存

濃度ごとに必要最の被験物質を正確に秤取した。媒体を少量ずつ添加し、乳鉢及び

乳棒を用いて被験物質を媒体に懸濁させた。懸濁液をメスシリンダーに移すとともに、

乳鉢及び乳棒を少量の媒体で数回洗い、その液もメスシリンダーに加えた。更に媒体

をメスシリンダーに加えて規定量にメスアップし、所定の濃度液を調製した。調製は

5日に 1回以 tの頻度で最大 5日分を一括して行い、調製した被験液は褐色ガラス瓶

に入れて冷所(冷蔵庫内、許容値:1~10oC、実測値: 5~80C) に保存し、安定性の確

認された範囲内で投与に使用した。残液はポリ瓶に回収又はペーパータオル等に吸着

させて焼却処分した。

13 
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5.2.3 被験液の安定性

本被験物質の1.00及び 200mg/mL懸濁液(媒体:0.5 w/v%MC溶液)は、褐色ガ

ラス瓶に入れ冷所(冷蔵庫内、許容値:1~ lOoC) で 8日間、その後室温で 24時間安

定であることが株式会社ボゾリサーチセンターで確認されている(試験番号 :A・2426、

添付資料 3) [1]。

5.2.4 被験液の濃度圃均一性確認

初回投与及び投与 6週の 2回、投与に用いる各濃度の被験液(上・中・下層より各

10 mL採取)について、投与に使用する前に株式会社ボゾリサーチセンター御殿場研

究所で GCにより濃度及び均一性確認を実施した。初回投与の確認において 60mg/mL 

液の表示値に対する被験物質の割合が 114.7%となり許容範聞(濃度:表示値に対す

る割合;100.0土10.0%) を上回ったため再調製し、再確認を行った。その結果、各濃

度液における表示値に対する被験物質の割合は 96.0~110.0%、変動係数は 5.6%以下で

あり、いずれも許容範囲内(濃度:表示値に対する割合;100.0土10.0%、均一性:CV10.0%

以下)であった(添付資料 4、5) ことから、被験液の調製に問題はなかったと考えら

れた。なお、 GCを用いた被験液中濃度測定法バリデーションは株式会社ボゾリサー

チセンター御殿場研究所(試験番号:A-2426) [1]で実施された。分析法の概略を以

下に示した。

[標準物質]

被験物質から一部分配したものを用いた。

名称 : Octadecanoic acid， 1，2-ethanediy1 ester 

ロット番号 : DCH0971 

保存条件 : 密閉、冷暗所

保存方法 : 気密容器に入れ冷蔵庫内(許容値:1~10oC、実測値:

保存場所

[測定実測試料の調製]

2~80C) に保存した。

御殿場研究所 被験物質保存室及び生化学部標準物質

保存場所

マグネチックスターラーで撹持しながら各測定試料を任意の場所から n=lで採取し、

以下の表に従い、アセトンで溶解・希釈、シリンジフィルターでろ過(最初の 1mL 

は使用せず、廃棄)した測定実測試料を用時調製した。なお、溶解しにくい場合は超

音波処理を行った。

溶解 希釈

濃度
採取量 定容量

1次希釈液
定容量 希釈~

(mg/mL) 採取量
(mL) (mL) 

(mL) 
(mL) 

20 50 20 1000 
60 0.5 100 2 30 3000 
200 0.5 200 25 10000 

溶媒:アセトン
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[GCシステム]

機器名及び型式 メーカー

GC 
インジェクタ

オートサンプフトレイ

プ、ータ処理ソフト

[GC測定条件]

カラム

キャリアガス

流量モード

流量

注入口

注入口温度

検出器

検出器温度

H2流量

Air流量

オープン温度

注入量

HP6890N 
G2613A 

Agilent Technologies， Inc. 
G2614A 

GC ChemStation G2070AJ 

DB・1ht (0.32 mm  I.D.x15 m、膜厚 0.1μm、

Agilent Technologies Inc.) 

He 

コンスタントフローモード

5.0 mLlmin 

スプリットレス注入口

4000C 

Flame ionization detector (FID) 

4000C 

40 mLlmin 

450 mLlmin 

1500C (Hold 0分)→3200C (10oC/min、Hold3分)

IμL 

5.3 試験動物種及び系統の選択理由

毒性試験法ガイドラインによりげっ歯類を用いた試験が必要とされていることから

ラットを選択した。また、この試験に使用された系統のラットは一般毒性試験、生殖

発生毒性試験に広く用いられ、かっ、その特性がよく知られており、背景資料が豊富

であることから選択した。

5.4 試験動物

Sprague-Dawley系 SPFラット CCrl:CD(SD)、日本チヤールス・リバー株式会社、

厚木飼育センター〕の雄 62匹及び雌 83匹をそれぞれ 8週齢で入手洗)し、入荷日を馴

化 1日と起算して、 3日間の検疫期間を含む 17日間の馴化飼育を行った。その問、一

般状態の観察(1回/日)、体重測定(馴化 l、3、10及び 17日の 4回)、詳細な-般

状態の観察(群分け前日の馴化 16日に l回)を実施した。更に、雄について馴化終

了日に陰嚢内の精巣の触診及び陰茎亀頭の観察を実施し、雌については睦垢を検疫期

間終了後群分け日まで採取して性周期を調べた。その結果、性周期の異常が 219"'J (耳

標番号:521及び 582) にみられ、不正日廃合が雄 119'IJ (耳標番号:465) 、陰茎突出が

1 19'IJ (耳標番号:470) にみられた。それらの異常例を除き、検疫・馴化期間中の一般

状態、詳細な一般状態、体重推移、精巣の触診結果及び性周期(検疫期間終了後 13

日間)に異常がなく、性成熟に達した陰茎亀頭であり、健康と思われる雄 60匹中 48
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匹及び雌 81121中 68匹を選択し、 10週齢で投与に使用した。投与開始時 (10週齢)

の体重の変動範囲は雄で 380~446 g (平均体重:405 g) 、雌は 222~285 g (平均体重:

250 g) であり、雌雄それぞれ平均体重の士20%以内であった。

なお、動物は検疫・馴化期間中の体重増加量(入荷日~群分け時)により選別後、

群分け当日(投与開始の前日)の体重に基づいて、非交配群も含め各群の平均体重が

できるだけ均等となるよう各群に割付けた。個体の害IJ付けはコンビュータを用いたブ

ロック配置法及び無作為抽出法の組み合わせ(ブロック配置法で必要な群を構成し、

試験群及び群内の個体番号を無作為に割当てた)により行った。供試個体の選択条件

を満たして余剰となった雌は無処置動物として継続飼育し、使用しなかった無処置動

物は交配期間終了後に試験から除外した。その他の雌雄残余動物は投与開始後に試験

から除外した。なお、試験から除外された動物は、有効利用を目的として動物管理責

任者に移管した。

注)試験計画書に従い、動物発注数は雄 60匹及び雌 80匹であったが、実際には雄 62匹及

び雌 83匹が納入された。

5.5 飼育条件

動物は、温度 23:!:30C(実測値:22~250C) 、相対湿度 50士20% (実測値:40~55 %)、

換気回数 10~15 凹/h、照明 12 時間/日 (07:00~19:00)の動物飼育室(飼育室番号:905 

号室)でブラケット式金属製網ケージ (W254xD350xH170mm :リードエンジニアリ

ング株式会社)に交配中を除いて個別に収容した。なお、妊娠 17日から授乳 4日ま

では、床敷(ホワイトフレーク:日本チヤールス・リバー株式会社、ロット番号 :2011-2)

を入れたプラスチック製エコンケージ (W340xD400xH185mm:日本クレア株式会社)

に l腹単位で収容した。

飼料は NMF図形(放射線滅菌、オリエンタル酵母工業株式会社、ロット番号 :110714、

110817) をステンレス製給餌器により自由に摂取させた。

飲料水は御殿場市営水道水を白動給水装置(ブラケット式金属製絹ケージでの飼育

時)又は給水瓶(プラスチック製エコンケージでの飼育時)により自由に摂取させた。

飼料及び床敷中の混入物質の分析に関しては、使用したロットについて Eurofins

Scientific Ana1yticsで実施した分析結果を入手した。また、飲料水については、水道

法に準拠した施設全体の水質の分析を定期的(年 4回)に芝浦セムテック株式会社に

依頼して得られたデータを入手した。これらのデータにより飼料、床敷及び飲料水中

の混入物質が試験成績に影響を与える可能性のないことを確認し、分析報告書の写し

を保存した。

5.6 動物の識別

動物は番号(雄:446~507、雌: 508~590) が刻印された耳標を入荷時に装着し、

個体識別を行った。群分け後は、 1000の位は群(対照群、低、中及び高用量の)1慎)、

100の位は性別 (0番を雄、 1番を雌)、 10と lの位は個体番号を示す 4桁の動物番
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号を設定した。各飼育ケージに投与量(群)ごとに色分けしたケージラベノレを付け、

試験番号、投与経路、投与量、性別、動物番号、耳標番号、剖検予定日(雄及び非交

配群の雌)、交尾成立日(交配群の雌雄)及び分娩日(交配群の雌)を明記した。

5.7 投与経路、投与期間及び投与回数並びに回復期間とそれらの

選択理由

投与経路は毒性試験法ガイドラインに準じ、経口投与を選択した。投与期間は雄で

は 42 日間(交配前 14 日間、交配期間 14 日間、その後 14 日間)、交配群の雌では 41~46

日間(交配前 14日間、交配期間及び妊娠期間を通して授乳 4日まで)、非交配群の

雌では 42日間とした。また、不妊であった動物(動物番号 :3111) については 40日

間とした。回復期間は投与終了後 14 日間とし、その間投与を行わなかった。投与回

数は反復投与試験で一般的に行われている 1回/日 (7回/週)とした。

5.8 投与方法

投与方法は、げっ歯類の経口投与に際して一般的な強制経口投与とした。投与容量

は 5mLlkg 体重とし、フレキシブル胃ゾンデを用いて投与液を 1 日 l 回、 08:38~12:18

の聞に強制経口投与した。ただし、投与時に分娩中であった動物は分娩終了を待って、

14:20~14:48 の聞に投与した。対照群には媒体のみを同様に投与した。個体ごとの投

与液量は(表示単位:0.1 mL)、直近の体重を基準に算出した。

5.9 投与量及び群構成

投与量は 100、300及び 1000mg/kgの 3用量とし、試験群はこれらの用量群に媒体

を投与する対照群を加え 4群構成とした。 1群当たりの動物数は交配を行う交配群と

して各群で雌雄各 12匹、交配しない非交配群として対照群及び高用量群で雌各 10匹

とした。なお、対照群及び高用量群における雄の群内番号 8番以降、雌の群内番号 18

番以降の各 5匹は、最終投与終了日以降、回復動物とした。群構成を表 lぺ.及びト2.

に示した。

表 1-1.群構成表(雄)

試験群
投与量 被験i夜濃度 投与容量 交配群

(mg/kg) (mg/mL) (mLlkg) 動物数 動物番号

対照群 。 。 5 12 1001-1012 il1 

低用量群 100 20 5 12 2001-2012 
中用量群 300 60 5 12 3001-3012 
両用量群 1000 200 5 12 4001-4012 n 1 

注 1 群内番号 8番以降の 5匹は、最終投与終了日以降、回復動物とした。
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表 1-2.群構成表(雌)

試験群
投与量 被験液濃度 投与容量 交配群 非交配群

(mg/kg) (mg/mL) (mL/kg) 動物数 動物番号 動物数 動物番号

対照群 。 。 5 12 1101~1112 10 1113~1122112 

低用量群 100 20 5 12 2101~2112 

中用量群 300 60 5 12 3101~3112 

高用量群 1000 200 5 12 4101~4112 10 4113~4122 注 2

注 2: 群内番号 18番以降の 5匹は、最終投与終了日以降、回復動物とした。

5.10 投与量の設定根拠

本試験の投与量は、先に実施した IOctadecanoicacid， 1，2-ethanediyl esterのラット

を用いた 14 日間反復経口投与毒性試験(投与量設定試験)、株式会社ボゾリサーチ

センター、試験番号:トトR029、投与量:250、500及び 1000mg/kg/dayJ [2]の結果(添

付資料 6) を参考に設定した。投与量設定試験では、高用量の 1000mg/kg投与群にお

いても死亡例はみられず、一般状態、体重、摂餌量及び剖検所見に被験物質投与の影

響はみられなかった。しかし、 1000mg/kg投与群では、雄で総たん白質の低値、心臓

相対重量の高値、雌で、へマトクリット値及び総たん白質の高値が認められた。 250及

び 500mg/kg投与群では、いずれも雄で総たん白質の低値が認められた。したがって、

本試験では毒性試験法ガイドラインに示されている限度試験の最高投与量である

1000 mg/kgを高用量とし、以下公比約 3で除して 300及び 100mg/kgをそれぞれ中及

び低用量に設定した。

5.什 観察及び検査の方法

試験日の起算は、投与開始日を投与 l目、投与 1日から 7日を投与 1週、回復開始

日(投与期間終了の翌日)を回復 1日、回復 1日から 7日を回復 1週、交尾成立日を

妊娠 0目、分娩終了日を授乳 0日、出産日(出生日)を哨育 0日(生後 0日)とし、

以下に示す項目について、それぞれ記載の時期に観察及び検査を実施した。

5.11.1 一般状態の観察

全個体について、検疫・馴化期間中は毎日 l回、投与期間中は毎日 3回(投与前、

投与直後及び投与後 1~3 時間)、回復期間中は毎日 l 回(午前中)、それぞれ生死、

身体の外観、姿勢、行動及び排世物(尿、糞)などの一般状態における異常の有無を

観察した。なお、投与 2週以降の動物のハンドリングを伴った定期的な観察は、詳細

な一般状態の観察と兼ねて行った。

5.11.2 詳細な一般状態の観察、機能検査、握力及び自発運動量の測定

詳細な一般状態の観察は全個体について行った。投与開始前(馴化期間中)に 1回、

また、雄及び非交配群は投与期間中及び回復期間中毎週 1回、交配群雌は交配前投与

期間中毎週 l回、妊娠期間中及び授乳期間中は指定された日(交尾動物は妊娠 I、7、
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14及び 20日、分娩動物は授乳 4日)にそれぞれ行った。

機能検査、提力測定及び自発運動量の測定は、各群の 5 匹(雄の群内番号 8~12 番、

交配群雌の各群の分娩)1慎で動物番号が若い )1慎討、非交配群の群内番号 18~22 番)につ

いて行った。投与期間中は交配群の雌で授乳 4 日(投与 41~43 日)に、その他は投与

期間終了週(投与 6週、投与 41 日)に、回復期間中は、対照群及び高用量群の雌雄

で凹復期間終了週(回復 2週、雌雄ともに回復 13日)に行った。

上記の観察、検査及び測定は、動物をランダムに配置し、観察者に対して投与量な

どの情報を制限(ブラインド化)した状態で、行った。ただし、自発運動量の測定に関

しては、ブラインド化を行わなかった。なお、詳細な一般状態の観察及び機能検査の

観察・検査結果について、実数データ以外はスコア化した評点法を用いて記録した。

注・交配群雌の検査対象動物を以下に示した。
試験群 動物番号
対照群 1101、1102、1104、1105、1107

低用量群 2103、2107、2110、2111、2112

中用量群 3101、3104、3107、3108、3110

11筒用量群 4104、4106、4109、4111、4112

1 ) 詳細な一般状態の観察

ケージ内観察として姿勢、産筆、異常行動、手に持つての観察としてケージからの

取り出し易さ、被毛・皮膚の状態、眼・鼻の分泌物、眼球突出、限験閉鎖状態、可視

粘膜、自律神経機能(流涙、流誕、立毛、瞳孔径、異常呼吸)、ハンドリングに対す

る反応、ハンドリング時の発声、オープンフィールド内観察として覚醒状態、痘壁、

異常行動、常同行動、歩行、姿勢、身繕い、立ち上がり回数、排世物(排糞数、排尿)

について観察した。

2) 機能検査

聴覚反応、接近反応、接触反応、痛覚反応、瞳孔反射、空中正向反射、着地開脚 111高

について検査した。

3) 握力測定

機能検査に引き続き、 CPUゲージ MODEL-RX凶 5(アイコーエンジニアリング株式

会社)を用いて前肢及び後肢の撮力を測定した。

4) 自発運動量の測定

握力測定に引き続き、実験動物用自発運動センサーNふAS01 (株式会社ニューロサ

イエンス)を用いて自発運動量を測定した。測定時間は 1時間とし、 10分間隔及び

0~60 分の測定値を集計した。

5.11.3 体重測定

全{同体について、馴化 l、3、10及び 17日に体重を測定した。交配群の雄及び非交

配群の雌は投与 1、8、15、22、29、36、42日及び剖検日に、回復動物は更に回復 1、
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8、14日及び剖検日に、交配群の雌は投与 1、8、15日、妊娠 0、7、14及び 20日、

授乳 0及び 4日並びに剖検日に体重を測定した。なお、午後の分娩観察特に分娩の終

了が確認された個体の授乳 0 日の体重測定 (14:03~17:02 の間)を除き、測定当日の

投与前、 08:18~11:21 の間に体重測定を行った。剖検日には、前日から約 16 時間絶食

させた後、相対器官重量算出に備えて体重を 07:33~11 :03の聞に測定した。また、妊

娠 25日未分娩動物については、搬出前に体重を測定した。

5.11.4 摂餌量測定

全個体について、交配群の雄及び非交配群の雌は投与 1、8、15、30、36及び 42日

に、回復動物は更に回復 l、8及び 14日に、交配群の雌は投与 1、8及び 15日、妊娠

1、7、14及び 20日並びに授乳 2及び 4日に残餌量を測定し、前日の給餌量との差か

ら 1匹当たりの 1日摂餌量を算出した。給餌量及び残餌量の測定は測定当日の投与前、

08:19~11:25 の聞に行った。

5.11.5 1室垢検査

馴化期間中は雌全個体について検疫期間終了後から群分け日まで毎日睦垢を採取し、

性周期異常の有無について調べた。

交配前投与期間中は交配群の雌の全個体について、投与開始日から交尾成立まで毎

日睦垢を採取し、多数の角化上皮細抱から成る睦垢像を発情の指標とし、発情回数及

び発情期から次の発情期までの日数(性周期)を調べた。

交配期間中は腔垢内の精子の有無を調べるとともに臆垢像を発情前期、発情期、発

情後期及び発情休止期に分類した。

非交配群については、剖検時における性周期ステージを調べるため、剖検 6日前か

ら剖検日まで毎日睦垢を採取し、鏡検した。なお、鏡検結果については、解剖日の性

周期の判別のための参考データとした。

5.11.6 交配方法

交配前投与期間終了後、交配群の同じ投与群の雌雄を 1: 1で終夜同居させ、翌朝、

健栓形成あるいは睦垢中に精子を確認したものを交尾成立とみなした。交配開始日を

0日と起算して交尾までに要した日数を調べた。同一雌雄による同居期間は最長 5日

間であった。

5.11.7 分娩及び日甫育観察

1 ) 母動物の観察

交尾の確認された雌動物は妊娠 21日から妊娠 2513の午前中まで l日2回(午前・

午後、妊娠 25日は午前に l凹)分娩の有無並びにその終了を確認するとともに分娩

状態の異常の有無を観察した。分娩が 17時までに終了していた場合、その日を授乳 O

日とした。交尾成立から分娩終了までを妊娠期間とし、妊娠期間を 0.5日単位で算出、
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1日単位で集計した。

分娩が終了した母動物は授乳 4日まで出生児を晴育させ、児集め、営巣及び授乳を

指標として哨育状態を観察し、授乳 5日に病理学検査に供した。なお、妊娠 25日の

10時までに分娩が終了しなかった 300mg/kg投与群の l例(動物番号 :3111) は、イ

ソフノレラン麻酔下で採血後、腹大動脈切断により放血致死させ、病理学検査に供した。

妊娠の有無を確認した結果、着床が認められなかったため不妊とみなした。

2) 出生児の観察

生後 0日に出生児数及び死産児数を数え、それぞれ外表異常の有無を観察注)し、性

別を判定して体重を測定した。出生児は体重を個体別に測定した後、母動物に哨育さ

せた。死産児はブアン液で固定して保存した。

生後 4日まで毎日 l回、死亡児の有無を確認した。死亡児は肉眼による異常の有無

を観察した後、ブアン液で固定して保存した。

生後 4日に全生存児の性別を判定し、個体別に体重を測定後、肉眼による異常の有

無を観察した後、イソフルラン深麻酔下でブアン液に浸漬し、固定して保存した。

注)頭部の陥没や裂、顔面の鼻吻や上下顎、口唇のゆがみや裂、眼除や耳介の大きさ、形状、

左右のバランス、胸胴部のゆがみや大きさ、内部臓器の突出、尾部の長さ、形状、数、

欠損、四肢部の長さ、形状、指の数、欠損及び左右のバランスに注意して観察し、正常

と異なる場合を異常とした。
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5.11.8 原検査(摂水量測定を含む)

投与期間終了週(投与 6 週、投与 36~37 日)及び回復期間終了週(回復 2 週、回復

8~9 日)に検査を実施した。投与期間中は検査当日の投与後に、雄では群内番号 8~12

番、非交配群では群内番号 18~22 番の各群それぞれ 5 匹を、回復期間中は回復動物の

全個体を、それぞれ採尿器をセットしたケージに収容し、絶食・自由摂水下で 4時間

尿を、次いで自由摂食・自由摂水下でその後の 20時間尿を採取した。検査項目を表 2.

に示した。採取した最初の 4時間尿について pH以下沈澄までの検査と尿量を、その

後に得られた 20時間尿について浸透圧及び電解質(ナトリウム、カリウム、塩素)

と尿量の測定を行った。尿量は 4時間の尿量と 20時間の尿量を合計して 1日量を算出

した。電解質は 20時間尿について濃度を測定し、測定濃度と 24時間の尿量から l日

当たりの排世量を算出した。摂水量は、採尿器をセットしたケージに収容した状態で

前日からの l日の摂取量を、給水瓶を用いて測定した。

表 2.尿検査の項目、測定法及び使用機器など

盤査皇旦
pH 

たん白質

ケトン体

グルコース

潜血

ビリルピン

ウロピリノーゲン

色調

沈澄

尿量 (4時間量)

浸透圧

ナトリウム

カリウム

塩素

尿量 (20時間量)

摂水量 (24時間量)

使用測定機器

測定方法

71レティスティックス試験紙 [シ}メンスサスケ7'lj"イアク守/ステイクス株式会社] a) 

マルティスティックス試験紙 [シ}メンスヘルスケ7'lj"イ7)"ノステイクス株式会社] a) 

71レティスティックス試験紙 [シーメンスサスケ7・rィ7')"ノステイクス株式会社] a) 

7Jレティスティックス試験紙 [シサンスヘルスケ7'j"イ7')"ノステイクス株式会社] a) 

71げイスティックス試験紙 [シーメンスヘルスケ7・rィ7)"ノステイクス株式会社] a) 

71レティスティックス試験紙 [シーメンスヘルスケア.lj"イアクゃ/ステイクス株式会社] a) 

71レティスティックス試験紙 [シーメンスヘルスケアサγァグノステイクス株式会社] a) 

肉眼観察

鏡検法

目盛付スピッツ管を用いた容量測定(単位:mL) 

氷点降下法的(単位:mOsm/kg) 

イオン選択電樋法 c) (単位:mmol/24h) 

イオン選択電極法 c) (単位:mmo1/24h) 

イオン選択電極法 c) (単位:mmo1/24h) 

メスシリンダーを用いた容量測定(単位:mL) 

重量測定

a) :クリニテック 500 (Siemens Healthcare Diagnostics Inc" Illinois， USA) 

b) :自動浸透圧測定装置オートアンドスタット OM・6030(アークレイ株式会社)

c) :臨床化学自動分析装置 TBA-120FR形(東芝メデイカルシステムズ株式会社)

22 



R・1089 (訂正版)

5.11.9 血液学検査

全例について剖検前日(最終投与日あるいは回復 14日)から一夜(16~21 時間)絶

食 さ せた。各群雌雄各 5匹(動物番号が若い!眠、但し、交配群雌は分娩)1頃の 5匹注)

について、イソフルラン麻酔下に開腹し、腹大動脈から EDTA-2K加採血瓶 (SB-41: 

シスメ ックス株式会社)に血液(約 1mL) を採取した。得られた血液について、次

の表 3.-1)に記載した項目及び方法により検査した。また、 3.8%クエン酸ナトリウ ム

溶液加試験管(血液 9容に対し l容の割合)に採取した血液 (0.9mL)を遠心分離 (3，000

rpm、 1，600xg、 10分 間) し、 得られた血柴について表 1・2)に記載の項目及び方法 に

より検査した。妊娠 25 日未分娩動物についても採血し同様に検査した。なお、採血

した全例について、 May心 runwald-Giemsa染色法による血液塗抹標本を作製した。

注:交配群雌の検査対象動物を以下に示したυ 

試験群 動物番号

対照群 1101、1102、1104、1105、1107

低用量群 2103、2107、2110、2111、2112

中用量群 3101、3104、3107、3108、3110

両用量群 4104、4106、4109、4111、4112

表 3.血液学検査の項目、測定法及び使用機器など

1) EDTA-2K加血液についての検査

検査項目 測定方法 主主
赤血球数(RBC) 2角度レーザーフローサイトメトリー法 a) 104/μL 

ヘモグロビン量(Hb) シアンメトヘモグロビン変法 a) g/dL 

へマトクリット値目t) 赤血球数及び平均赤血球容積から算出 a) % 

平均赤血球容積(MCV) 2角度レーザーフローサイトメトリー法 a) fL 

平均赤血球血色素最(MCH) 赤血球数及びヘモグロビン量から算出 a) pg 

平均赤血球血色素濃度(MCHC) ヘモグロビン量及びへマトクリット{泣から算出 a) g/dL 

網赤血球率(Rcticulocyte) RNA染色によるレーザーフローサイトメトリー法 a) ちも

血小板数(Platelet) 2角度レーザーフローサイトメトリー法 a) 104/μL 

白血球数(WBC) 2角度レーザーフローサイトメトリー法 a) 102/μL 

白血球百分率iU ベノレオキシダーゼ染色によるフローサイトメトリー法 % 

+2角度レーザーフローサイトメトリー法 a)

白血球各細胞の絶対数泣) ベルオキシダーゼ染色によるフローサイトメトリー法 102/μL 

+2角度レーザーフローサイトメトリー法 a)

2) クエン酸ナトリウム加血液から分離した血疑についての検査

検査項目 測定方法 皇主L
プロトロンビン時間(PT) クロット法 b) S 

活性化部分トロンボ

プラスチン日寺間(APTT) クロット法 b) S 

フィブリノーゲン量(Fibrinogen) トロンボプラスチン法的 mg/dL 

使用測定機器

a) :総合血液学検査装置 アドヴィア 120 (Siemens Healthcare Diagnostics IncラIlIinois，USA) 

b) :血液凝固自動分析装置 ACL Elite Pro (Instrumcntation Laboratory， MA， USA) 

注) :好中球(N巴ut.)、好酸球(Eosino.)、好Iit基球(Baso.)、リンパ球(Lymph.)、単球(Mono.)

及び大型非染色球(LUC)

23 



品 1089(訂正版)

5.11.10 血液化学検査

血液学検査用試料と同時に採取した血液(約 6mL)を凝固促進剤入り試験管(ベ

ノジェクト 11・オートセップ:テノレモ株式会社)に採り、遠心分離 (3，000rpm、1，670xg、

10分間)し、得られた血清について表 4.聞 1)に記載の項目及び方法により検査した。

また、へパリン加試験管(血液 1mL当たり約 20単位のへパリン)に採取した血液(約

2mL)を遠心分離 (3，000rpm、1，600xg、10分間)して得られた血壌について表 4.・2)

に記載の項目及び方法により検査した。妊娠 25 日未分娩動物についても同様に検査

した。血清の一部は血中ホルモン測定に備え、約 0.5mLx3本をサンプルチューブに

分注し、 -800Cの冷凍庫(許容範囲:-70oC以下)に保存した。

表 4.血液化学検査の項目、測定法及び使用機器など

1 )分離した血清についての検査

検査項目 測定方法 主主
ALP Bessey-Lowry法 a) IU/L 

総胆汁酸 (TBA) 3α・ヒドロキシステロイドデヒドログナーゼ a) μmol/L 

総コレステロール(T.cho) CEH-COD-POD法 a) mg/dL 

トリグリセライド(TG) LPL幽 GK-GPO聞 PODi:去 a) mg/dL 

リン脂質(PL) PLD-ChOD旬 POD法 a) mg/dL 

総ピリノレピン(T.bilirubin) ビリルピンオキシダーゼ法 a) mg/dL 

グルコース(G1ucose) ク、、ルコースデヒドロゲナーゼ法 a) mg/dL 

尿素窒素(BUN) Urease-LEDH i:去 a) mg/dL 

クレアチニン(Creatinine) Creatininase-creatinase-sarcosine oxidase-PO D法 a) mg/dL 

ナトリウム(Na) イオン選択電極法的 mmol/L 

カリウム(K) イオン選択電極法 a) mmol/L 

塩素(CI) イオン選択電極法 a) mmol/L 

カノレシウム(Ca) OCPC法 a) mg/dL 

無機リン(P) モリブデン酸法 a) mg/dL 

総たん白質(TP) Biuret法 a) g/dL 

アノレブずミン(Albumin) BCG法 a) g/dL 

A/G上t 総たん臼質及びアルブミンから算出

2) ヘパリン加血液から分離した血授についての検査

検査項目 測定方法 単隼
AST(GOT) UVィ ate法 a) IU/L 

ALT(GPT) UV -rate法 a) IU/L 

LDH UV -rate法 a) IU/L 

y-GTP L-y帽グルタミルートカルボキシ・4・ニトロアニリド法 a) IU/L 

使用測定機器

a) :臨床化学自動分析装置 TBA-120FR形(東芝メデイカルシステムズ株式会社)

5.11.11 血中ホルモン測定

他の観察及び検査結果から下垂体ー甲状腺系への影響が認められなかったため

6.11.10で得られた血清について血中ホルモン(町、 T4及び TSH) 測定は実施しなか

った。
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5.11.12 病理学検査

1) 剖検及び器官重量測定

最終投与翌日及び回復期間終了日に全ての生存動物について、採血した動物は採血

後に、その他の動物はイソフルラン麻酔下で、腹大動脈切断により放血致死させ、そ

れぞれ体外表並びに頭部、胸部及び腹部の器官・組織の肉眼検査を行った。なお、母

動物については剖検時に黄体数及び着床痕数を数えた。次いで、全例について、以下

に示す器官の重量を測定した。それら器官重量(絶対重量)と剖検特の体重から体重

100 g当たりの相対重量を算出した。なお、可Pをつけた両側性の器官については左右

別々に測定し、その合計値で評価した。妊娠 25日未分娩動物については、採血して

放血致死させた後、同様に剖検を行い器官の重量を測定した。

脳、下垂体、甲状腺* (上皮小体を含む)、前l腎*、胸腺、牌臓、心臓、肝臓、

腎臓*、精巣*、精巣上体*、前立腺、精嚢(凝固腺を含む)、卵巣*、子宮

2) 病理組織学検査

全ての個体について、以下に示す全検査対象器官/組織をリン酸緩衝 10vol%ホルマ

リン液で固定し、保存した。固定時に肺にはリン酸緩衝 10vol%ホルマリン液を注入

した。ただし、眼球、視神経はリン酸緩衝液で調製した 3vol%グルタルアルデヒド・

2.5 vol%ホノレマリン液で固定後、精巣及び精巣上体はブアン液で固定した後、リン酸

緩衝 10vol%ホノレマリン液に置換し保存した。次いで、パラフィン包埋した後、切片

とし(下線を施した器官・組織は固定・保存のみとした)、へマトキシリン・エオジ

ン (H• E)染色標本を作製した。鏡検は、まず投与終了時剖検群における対照群及び

高用量群の採血を行った動物及び妊娠 25日未分娩動物の全検査対象器官/組織につい

て行った。両側性の器官については両側を摘出し、坐骨神経、眼球、甲状腺、上皮小

体、副腎、顎下腺、腎臓、大腿骨(骨髄を含む)及び大腿部骨格筋は片側、精巣、卵

巣、精巣上体及び精嚢(凝固腺含む)は両側並びに子宮は両角部を鏡検した。なお、

舌下腺及び視神経は H'E染色標本作製までとし、病理組織学検査は実施しなかった。

その結果、高用量群の雌雄ともに被験物質投与によると考えられる変化はみられなか

ったため、中及び低用量群については鏡検しなかった。ただし、回復期間終了時の器

官重量測定において 1000mg/kg投与群の精巣上体重量に対照群と比べ有意な低値が

認められたことから、回復動物の精巣及び精巣上体の病理組織学検査を実施した。

大脳、小脳(橋を含む)、坐骨神経、脊髄(胸部)、眼球、視神経、ハーダー腺、

下垂体、甲状腺、上皮小体、話IJ腎、胸腺、牌臓、顎下リンパ節、腸間膜リンパ節、

心臓、血卒塾盤、気管、肺(気管支を含む)、主、監豆、金道、胃、十二指腸、

空腸、回腸(パイエル板を含む)、盲腸、結腸、直腸、顎下腺、舌下)県、肝臓、

醇j臓、腎臓、腸月光、精巣、卵巣、精巣上体、子宮、陸、前立線、精嚢(凝固腺を

含む)、皮膚(鼠径部)、乳腺(鼠径部)、胸骨(骨髄を含む)、大腿骨(骨髄
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を含む)、大腿部骨格筋、個体識別部(耳標を装着した耳介)

5.12 統計解析

5.12.1 パラメータの算出

以下の式により交尾率、授精率、受胎率及び出産率を群ごとに、妊娠期間、着床率、

死産児率、外表異常率、出生率、生後 4日生存率、生後 0及び 4日の出生児の性比を

母動物ごとに算出した。なお、出生児の体重については母動物ごと雌雄別に平均値を

求めた。

交尾率(%)= (交尾動物数/同居動物数) x100 

授精率(%)= (雌を妊娠させた雄の数/交尾した雄の数) x100 

受胎率(%)= (妊娠した雌の数/交尾した雌の数) x100 

出産率(%)= (出生児出産雌数/妊娠雌数) x100 

妊娠期間(日)=妊娠 0日から分娩した日までの日数

着床率(%)= (着床痕数/黄体数) x100 

死産児率(%)= (死産児数/出生児数及び死産児数) x100 

外表異常率(%)= (外表異常児数/出生児数及び死産児数) x100 

出生率(%)= (出生児数/着床痕数) x100 

生後 4日生存率(%)= (生後 4日の生存児数/出生児数) x100 

生後 0日の性比=雄出生児数/出生児数

生後 4日の性比=生後 4日の雄生存児数/生後 4日の生存児数

5.12.2 検定

対照群と各用量群との差について以下の手法により統計学的有意性の検定を行った。

体重、体重増加量(雄及び非交配群雌:投与 1~42 日及び回復 1~14 日、交配群雌:

投与 1~ 15 日、妊娠 O~20 日及び授乳 O~4 日、出生児:生後 O~4 日)、摂餌量、摂水量、

発情期像発現回数、性周期(発情周期)、交尾までに要した日数、妊娠期間、黄体数、

着床痕数、生存児数、出生児の性比(生後 0及び 4日)、オープンフィーノレド内観察

(排糞数、立ち上がり回数)、機能検査(着地開院~IIJ高)、握力及び自発運動量、尿検

査の定量的項目、血液学検査、血液化学検査及び器官重量(合、剖検時体重)は、群

ごとに平均値及び標準偏差を求め、次に示す模式図の方法に従って検定した[3][4 ][5]0 

なお、不妊と判断された雌の交配開始後の交配成績を除くデータは統計解析より除

外した。
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各群の平均値士標準偏差

検定

pく0.05，0.01

両側検定

の t検定

pく0.05，0.01

両側検定

の t検定

pく0.05，0.01

両側検定

*:F=512/522 

(なお、 S12>S22)

着床率、死産児率、外表異常率、出生率及び生後 4日生存率については、群ごとに

平均値及び標準偏差を求め、 Steel検定(有意水準 0.05及び 0.01、阿側)を行った[5]。

交尾率、授精率、受胎率、出産率、聴覚反応、接近反応、接触反応、痛覚反応、瞳

孔反射、空中正向反射は、各群の交尾動物数、雌を妊娠させた雄動物数、妊娠雌動物

数、出生児出産雌動物数、正常反射のみられた動物数より算出し、期待度数が 5以下

のセルがみられたため Fisherの直接確率計算法により検定(有意水準 0.05及び 0.01、

両側)を行った[6]。
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6. 試験結果

6.1 一般状態 (Table1イ-1-7、Appendix1・1-1-22)

いずれの投与群においても死亡動物はみられず、いずれの動物にも投与期間及び回

復期間を通じて晴育状態を含め異常はみられなかった。

6.2 詳細な一般状態の観察、機能検査、握力測定及び自発運動量の測定

(Fig.1-5、Table2-1-2-84、Appendix2-1-2-258) 

6.2.1 ホームケージ内観察 (Table2-1-2之3、Appendix2-1-2-72) 

いずれの動物にも異常はみられなかった。

6.2.2 平に持つての観察 (Table2-24-2-46、Appendix2-73-2ぺ44)

いずれの動物にも被験物質投与に関連すると考えられる異常はみられなかった。

6.2.3 オープンフィールド内観察 (Table2-47-2-69、Appendix

2-145-2-216) 

いずれの動物にも被験物質投与に関連すると考えられる異常はみられなかった。ま

た、立ち上がり回数及び排糞の個数には対照群と各被験物質投与群との聞に有意差は

認められなかった。

6.2.4 機能検査 (Table2-70-2聞 74、Appendix2-217-2-230) 

1 ) 投与期間終了週検査

いずれの動物にも聴覚反応、接近反応、接触反応、痛覚反応、韓孔反射及び空中正

向反射に異常はみられず、着地開脚幅には対照群と各被験物質投与群との間に有意差

は認められなかった。

2) 回復期間終了週検査

いずれの動物にも聴覚反応、接近反応、接触反応、痛覚反応、瞳孔反射及び空中正

向反射に異常はみられず、着地開脚幅には対照群と 1000mg/kg投与群との聞に有意

差は認められなかった。

6.2.5 t屋力 (Table2幽 75-2-79、Appendix2-231-2-244) 

1) 投与期間終了週測定

対照群と各被験物質投与群との聞に有意差は認められなかった。

2) 回復期間終了週測定

対照群と 1000mg/kg投与群との間に有意差は認められなかった。

6.2.6 自発運動量 (Fig.1-5、Table2-80-2-84、Appendix

2-245-2-258) 

1 ) 投与期間終了週測定

交配群雌の 1000mg/kg投与群で 0・10分の運動量に対照群と比べ有意な低値が認め

られたが、軽微な差であり以降の期間及び総運動量に異常はないことから、偶発性と

判断した。

雄及び非交配群雌では対照群と被験物質投与群との聞に有意差は認められなかった。
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2) 回復期間終了週測定

対照群と 1000mg/kg投与群との聞に有意差は認められなかった。

6.3 体重 CFig.6-8、Table3ぺ-3-7、Appendix3イ-3-22)

1) 投与期間

雄の 300mg/kg投与群で体重増加量に対照群と比べて有意な高値が認められたが、

用量に依存性のない変化であった。その他には各被験物質投与群と対照群との聞に有

意差は認められなかった。

交配群雌及び非交配群雌では交配前、妊娠及び授乳の各期間中、各被験物質投与群

ともに対照群と同様な体重推移を示し、有意差は認められなかった。

2) 回復期間

対照群と 1000mg/kg投与群との間に有意差は認められなかった。

6.4 摂餌量 CFig.9-什、 Table4-1-4-7、Appendix4-1-4-22) 

1 ) 投与期間

交配群雌では 300及び 1000mg/kg投与群の投与 8日に対照群と比べ有意な低値が

認められたが、非交配群の同時点には異常はないことから、対照群の一過性の軽微な

高値に伴う相対的な低値と考えられ、偶発性と判断した。

雄及び非交配群雌では各被験物質投与群ともに対照群と比べ有意差は認められなか

った。

2) 回復期間

対照群と 1000mg/kg投与群との聞に有意差は認められなかった。

6.5 尿検査(摂水量測定を含む)CTable 5-1-5-旬、 Appendix5-1-5-30) 

1 ) 投与期間終了週検査

定性項目については、いずれの動物にも異常はみられなかった。

定量項目については、いずれの検査項目においても被験物質投与群と対照群との聞

に有意差は認められなかった。

2) 回復期間終了週検査

定性項目については、いずれの動物にも異常はみられなかった。

定量項目については、いずれの検査項目においても 1000mg/kg投与群と対照群と

の聞に有意差は認められなかった。

6.6 血液学検査 CTableらい6-10、Appendix6-1-6-10) 

1) 投与期間終了時検査

雄では 100mg/kg投与群で対照群と比べ赤血球数の有意な高値、平均赤血球容積及

び平均赤血球血色素量の有意な低値が認められたが、用量に依存性のない変化であっ

た。
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交配群雌では 1000mg/均投与群でフィブリノーゲン量に対照群と比べ有意な低値

が認められたが、軽微な変化であり他の血液凝固系パラメータに変動はないことから

偶発性と判断した。その他に 100mg/kg投与群で白血球分間における好塩基球比率に

有意な低値、 300mg/kg投与群で白血球数並びに好中球比率及び絶対数に有意な低値

が認められたが、用量に依存性のない変化であった。また、 100mg/kg以上の投与群

で好塩基球数に有意な低値が認められたが、白血球に占める割合の少ない分画におけ

るわずかな変動であり白血球数等の関連項目に異常はないことから偶発性と判断した。

非交配群雌の 1000mg/kg投与群で、対照群と比べ平均赤血球容積、平均赤血球血

色素量、フィブリノーゲン量及び好酸球数に有意な低値が認められたが、いずれも軽

微な変化であり生理的変動範囲内と判断した。

2) 回復期間終了時検査

1000 mg/kg投与群の雌雄ではいずれの検査項目においても対照群との聞に有意差

は認められなかった。

6.7 血液化学検査 (Table7-1-7-10、Appendix下い7-10) 

1) 投与期間終了時検査

雄ではいずれの検査項目においても各被験物質投与群と対照群との聞に有意差は認

められなかった。

交配群雌では 300mg/均投与群で対照群と比べ塩素の有意な高値が認められたが、

用量に依存性のない変化であった。

非交配群雌の 1000mg/kg投与群で ALTに対照群と比べ有意な高値が認められたが、

軽微な変化であり生理的変動範囲内と判断した。

2) 回復期間終了時検査

1000 mg/kg投与群の雄ではいずれの検査項目においても対照群との間に有意差は

認められなかった。

1000 mg/kg投与群の雌で ALPに対照群と比べ有意な低値が認められたが、軽微な

変化であり投与期間終了時検査に異常がみられないことから生理的変動範囲内と判断

した。

6.8 器官重量 (Table8固い8-12、Appendix8-い8-42)

1) 投与期間終了時検査

雄及び非交配群雌ではいずれの器官重量にも各被験物質投与群と対照群との間に有

意差は認められなかった。

交配群雌では 100mg/kg投与群で脳、肝臓及び卵巣の絶対重量に対照群と比べ有意

な低値が認められたが、用量に依存性のない変化であった。

2) 回復期間終了時検査

1000 mg/kg投与群の雄で精巣上体の絶対及び相対重量に対照群と比べ有意な低値

が認められた。
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1000 mg/kg投与群の雌ではいずれの器官重量にも対照群との間に有意差は認めら

れなかった。

6.9 制検所見 CTable9闘い9-5、Appendix9-1-9-116) 

1) 投与期間終了時検査

雄では肉眼的異常はみられなかった。

交配群及び非交配群雌で腺胃にH音赤色巣がみられたが、その発現状況あるいは病理

学的性状から偶発性変化と考えられた。

妊娠 25日未分娩(不妊)であった 300mg/kg投与群の 1例(動物番号 :3111) で

は肉眼的異常はみられなかった。

2) 回復期間終了時検査

対照群の雌雄の腺胃に暗赤色巣がみられたが、その発現状況から偶発性変化と考え

られた。

6.10 病理組織学検査 CTable10聞い10岨旬、 Appendix9闘い与116)

1) 投与期間終了時検査

いずれの器官/組織にも被験物質投与に起因する考えられる変化はみられなかった。

なお、いくつかの器官/組織に組織学的変化がみられたが、その発現状況あるいは病

理学的性状から被験物質投与と関係しない偶発性変化と判断した。

妊娠 25日未分娩(不妊)であった 300mg/kg投与群の 1例では睦粘膜の粘液変性

がみられ不妊との関連性も考えられたが、詳細は不明であった。不妊は中用量群の 1

例のみであり、偶発性にも発現しうることから、被験物質投与による影響は否定した。

2) 回復期間終了時検査

回復期間終了時、 1000mg/kg投与群の精巣上体重量が対照群と比べて有意な低値を

示したことから、対照群及び 1000mg/kg投与群の精巣上体及び精巣について病理組

織学検査を実施した。その結果、精巣に軽微な精細管萎縮が対照群の 1W~ にみられた

以外、特記すべき組織学的変化はみられず、精巣上体重量減少の原因は不明であった。

6.11 性周期 (Table11、Appendix10-1-10-4) 

観察期間中に発情期像の発現が 1回もみられず性周期が算出出来なかった対照群の

1 f~J (動物番号:1102) を除き性周期異常の動物はみられず、発情期像発現回数及び

平均性周期日数には対照群と各被験物質投与群との間に有意差は認められなかった。

6.12 交配成績 CTable12、Appendix11-1-11-4) 

交配 5日までに全例の交尾が成立し、交尾までに要した日数、交尾卒、授精率及び

受胎率には対照群と各被験物質投与群との間に有意差は認められなかった。

31 



R-I089 (訂正版)

6.13 分娩成績 CTable13、Appendix12・1....12-4)並びに分娩及び哨育

状態 CTable1-3及び 1-4、Appendix1-9什剛16)

出産率、妊娠期間、黄体数、着床痕数、著床率、死産児率、出生児数、外表異常率

及び出生率には対照群と各被験物質投与群との間に有意差は認められなかった。

妊娠動物の分娩状態では妊娠 21又は 22日に全例が分娩し、胎盤及び羊膜の処理は

正常に行われ、日甫育状態ではいずれの母動物にも児集め、営巣及び授乳行動に異常は

みられなかった。

6.14 出生児の生存率 CTable14、Appendix13聞 1-13-4)

生後 4日の生存率には対照群と各被験物質投与群との聞に有意差は認められなかっ

た。

6.15 出生児の性比 CTable15、Appendix14イ-14-4)

生後 0及び 4日の性比には対照群と各被験物質投与群との間に有意差は認められな

かった。

6.16 出生児の体重 CTable16、Appendix15-1-15-4) 

生後 0 及び 4 日の雌雄体重並びに生後 O~4 日の聞の体重増加量には対照群と各被験

物質投与群との聞に有意差は認められなかった。

6.17 出生児の生後 4日肉眼観察所見 CTable17、Appendix16司 1-16-4)

いずれの出生児にも肉眼的異常はみられなかった。
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7. 考察

Octadecanoic acid， 1，2・ethanediylesterのo(対照群:0.5 w/v%MC 溶液)、 100、

300及び 1000mg/kgを、 Sprague心 awley系 SPFラットの雄には交配前 14日間に加え

交配期間を通して剖検前日まで (42日開)、雌には交配前 14日間に加え交配期間及

び妊娠期間を通して授乳 4日まで (41~46 日間)、非交配群雌には 42 日間強制経口投

与し、反復投与毒性及び生殖発生毒性を検討した。吏に、 0及び 1000mg/kg投与群の

一部の動物については雌雄ともに 42日間投与した後、 14日間の回復期間を設け、毒

性変化の可逆性を検討した。

7.1 反復投与毒性

いずれの投与群においても死亡動物はみられず、一般状態、詳細な一般状態、機能

検査、握力、自発運動量、体重、摂餌量、尿検査(摂水量を含む)、血液学検査、血

液化学検査、器官重量、剖検及び病理組織学検査には被験物質投与の影響は認められ

なかった。なお、投与量設定試験において、 1000mg/kg投与群の雄で総たん白質に低

値、心臓相対重量に高値、雌で、ヘマトクリット値及び総たん白質に高値が認められ、

250及び 500mg/kg投与群の雄で総たん自質に低値が認められていたが、本試験では

投与期間の延長にも関わらず同様の変化はみられなかった。投与量設定試験の投与期

間は 2週間であることから、変化は投与初期にみられ、その後回復した可能性が考え

られた。

7.2 生殖発生毒性

性周期、交尾までに要した日数、交尾率、 J受精率及び受胎率には被験物質投与の影

響は認められなかった。更に、出産率、妊娠期間、黄体数、着床痕数、着床率、死産

児率、死産児の外表観察、出生児数及び出生率に被験物質投与の影響は認められず、

授乳期間中の口甫育状態にも異常が認められないことから、 1000mg/kg投与群において

も雌雄動物の交尾能、授精能及び受胎能、母動物の妊娠維持、分娩及びH甫育行動など

の生殖機能への影響はないと判断した。

出生児では、生後 0日の外表観察、生後 0及び 4日の雌雄体重並びに性比、生後 4

日の生存率及び肉眼観察所見に被験物質投与による影響は認められなかった。

これらの結果から、本試験条件下で Octadecanoicacid， 1，2引 hanediylesterを反復

経口投与することにより、被験物質に起因すると考えられる変化はみられなかった。

したがって、本被験物質の雌雄動物における反復投与毒性に対する無影響量及び無毒

性量は雌雄ともに 1000mg/均と判断した。また、雌雄親動物と児動物における生殖

発生毒性に対する無影響量及び無毒性量はいずれも 1000mg/kgと判断した。
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添付資料 l

試験番号 :A・2426

試験成績書

[Octadecanoic acid， 1，2-ethanediyl esterの特性]

ステージ

測定日

被験物質

実験の実施前

2011年 10月 1日

Octadecanoic acid， 1，2-ethanediyl ester 
(ロット番号 DCH0971)

赤外吸収スベクトルの確認 (ATR法)

赤外吸収スベクトノレを以下に示す。

試験項目

結果

100 

9IT 

ぬイ

25斗 E 

1
2
'
a噌
G
凶
同
岡
山
関

75 

0寸一「一「叩一一-，凹…叶r山………I凶山…‘....'1'γγ.. 山……….. 山……….. 山….“山…ι“ω.“".1

4000 30(日I日 200日 1500 1000 
。叫a蜘明間10嗣 id.1. 2-eth.nediyl e抗。r-l 110m 

基準 f新規化学物質等に係る試験を実施する試験施設に関

する基準J (平成 23年 3月 31日薬食発 0331第 8号、

平成 23・03・29製局第6号、環イ呆企発第 110331010号)

試験責任者

株式会社ボゾリサーチセンター御殿場研究所
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添付資料 2 (112) 

試験番号

被験物質

測定項目

ステージ

測定日

判定基準

結果

判定

基準

化学分析責任者

測定成績書

(被験物質の安定性)

R-I089 

Octadecanoic acid，l ，2-ethanediyl ester 

(ロット番号:DCH0971) 

試験番号 :R・1089
(1/2) 

赤外吸収スベクトルの確認 (ATR法)

投与期間終了後

2012年 l月 6日

参照スベクトル 1)と同一波数のところに同様な強度の

吸収を認める。

1)・・・・・・Octadecanoicacid，1んethanediylesterの
GCを用いた被験液中濃度測定法バリデーション及び

均一性・安定性試験(媒体:0.5 w/v%メチルセルロー

ス溶液)並びに IRを用いた特性及び安定性試験(株式

会社ボゾリサーチセンター御殿場研究所、試験番号:

A・2426)

参照スベクトルと同一波数のところに同様な強度の吸

収を認めた。

なお、赤外吸収スベクトノレは次のページに示す。

適

I新規化学物質等に係る試験を実施する試験施設に関

する基準J (平成 23年 3月 31日:薬食発 0331第 8

号、平成 23・03・29製局第 6号、環保企発第 110331010

号)

株式会社ボゾリサ}チセンター 御殿場研究所
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試験番号:R-1089 
(2/2) 

結果 赤外吸収スベクトル
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添付資料3

試験番号 :A胸2426(訂正版)

試験成績書

[被験液中 Octadecanoicacid， 1 ，2-ethanediyl esterの均一性・安定性]

被験物質

形態(媒体)

評価基準

安定性

均一性

結果:

銅製濃度

(mg/mL) 

1.00 

採取庖

上

中

下

平均値土標準偏差

残存率(%)

変動係数(%)

調製濃度

(mg/mL) 
採取層

200 

上

中

下

平均値士標準偏差

残存率(%)

変動係数(%)

判定

基準

Octadecanoic acid， 1，2-ethanediyl ester 

(ロット番号:DCH0971) 

懸濁液 (0.5w/v%メチルセノレロ}ス溶液)

残存率{調製直後の測定濃度の平均値 (100)に対する保

存後の測定濃度の平均値の割合}が 100.0土 10.0%以内。

変動係数が 10.0%以下。

調製直後

0.981 

1.010 

0.990 

0.994士0.015

100 

1.5 

綿製直後

211 

217 

227 

218土 8

100 

測定濃度 (mg/mL)

冷所8日照+主主温 24時間

保存後

0.989 

1.003 

1.003 

0.998 :1: 0.008 

100.4 

0.8 

測定濃度 (mg/mL)

冷所 8日間十室温 24時間

保存後

211 

203 

199 

204土 6

93.6 

3.7 2.9 

被験液中の Octadecanoicacid， 1，2-ethanediyl esterは、
褐色ガラスピン中で冷所 8日間+室櫨 24時間保存後

の均一性及び安定性が確認された。

f新規化学物質等に係る試験を実施する試験施設に関

する基準J (平成 23年 3月 3113 :薬食発 0331第 8

号、平成 23・03・29製局第 6号、環保企発第 110331010

号)

株式会社ボゾリサ}チセンター御殿場研究所
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添付資料4

試験番号

測定項目

ステージ

分析日

測定試料

被験物質

形態(媒体)

調製日

評価基準

濃度

均一性

結果:

濃度
採取層

(mg/mL) 

上層

20 中層

下層

上層

60 中層

下層

上層

200 中層

下層

判定

分析結果

R-I089 

濃度・均一性

初回投与

2011年 11月 7日 (20，200 mg/mし)

2011 年 11月 8日 (60mg/mL) 

Octadecanoic acid， 1，2-ethanediyl ester 

(ロット番号;DCH097l) 

懸濁液 (0.5w/v%メチルセルロース溶液)

2011年 11月 7日 (20，200 mg/mL) 

2011年 11月 8日 (60mg/mL) 

表示値に対する割合;100.0士10.0%

変動係数 (CV) ; 10.0%以下

測定濃度
平均値土標準偏差

表不値に 変動係数
対する割合 (%) (mg/mL) 

(%) 

21.4 
21.6 21.4::t0.2 107.0 0.9 
21.3 

63.6 
62.8 63.3士0.4 105.5 0.6 
63.5 

218 
231 220土 10 110.0 4.5 
211 

適
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添付資料5

試験番号

測定項目

ステージ

分析日

測定試料

被験物質

形態(媒体)

調製日

評価基準

濃度

均一性

結果:

濃度
採取層

(mg/mL) 

上層

20 中層

下層

上層

60 中層

下層

上層

200 中層

下層

分析結果

R-1089 

濃度・均一性

投与 6週

2011年 12月 1613 

Octadecanoic acid， 1，2-ethanediyl ester 

(ロット番号;DCH0971) 

懸濁液 (0.5w/v%MC溶液)

2011年 12月 1513 

表示値に対する割合;100.0土10.0%

変動係数 (CV) ; 10.0%以下

測定濃度
表示{直に

変動係数
(mg/mL) 

平均値士標準偏差 対する割合
(%) 

(%) 

19.3 
19.2 19.2:¥:0.2 96.0 1.0 
19.0 

61.9 
62.3 60.2土3.4 100.3 5.6 
56.3 

210 
211 208士5 104.0 2.4 
202 

適定申
ず
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Octadecanoic aCid， 1 ，2-ethanediyl esterのラットを用いた

14日間反復経口投与毒性試験(投与量設定試験)における所見

被験物質 媒体の

投与量(mglkg) 。
投与容量(mL/kg) 5 

使用動物数 5/5 

(♂/♀) 

死亡動物数 。/0
(♂/♀) 

死亡発現時期

一般状態 生存

死亡 -日ーーー---
体重 一一一一
摂餌量 -一一一一

血液学検査 一一一一
血液化学検査 一一一一

器官重量 絶対 一一一-ーー
相対 一一一一一一

剖検 生存 胃(J疎開): 

暗赤色巣(♀115)

死亡 一一一一ー
a) : 0.5w/v%メチノレセルロース水溶液

一 :著変なし

250 

5 

5/5 

0/0 

一一一r 一一

TP:↓(♂) 

腎臓:↑(♂)

ーーーー戸-ー

/ :データなし又は判別不明あるいは検定不能

試験番号 :N-R029
Octadecanoic acid， 1，2・ethanediy1ester 

500 1000 

5 5 

5/5 5/5 

0/0 。'/0

-一
日t:↑(♀) 

TP:↓(♂) TP:↓↓(♂)、↑(♀)

心臓:↑(♂)

関(線胃): 宵(線胃): 

暗赤色巣(♂1/5、♀115) H音赤色巣(♀ 115)

-

↑又は↓;pく0.05，↑↑又は↓↓ pく0.01，(対照群との間に有意差あり)
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添付資料 7

検 査 成 績 書

株式会社ボゾリサーチセンター御中

2012年12月27臼

株式会社ワコーケミカル
宮崎県宮

Code No.329-27665 

ジスチアリン政エチレングリコール

続絡/等級

Lot No. DCH0971 

500g 数量

g
b
 

d
u
 

m
 

uH 
nu 

山
肌
臼

目

一

偏

見

冨

健

一

レ

い

憎

干

査

一

線

制

配

検

一

外

け

検

検査成績

白色のフレーク状

201.6 

2011/01/19 

規絡値

白色~微策色、粉末またはフレーク
状
19⑪.0-210.0 

判定 合格 検査責任者

成績望書発行番号 9948152 (1/1) 
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A・2579

測定臼

被験物質

試験喋悶

評価基準

結巣

基準

目白川

試験番号 :A・2579(1/t) 

蹴験成積書

(Octadecanolc acid， 1.2・ethanediylesterの純度)

2013年 7月 10J~ 

Octadecanoic acid， 1，2・ethanediylester 

( ~:lツト番号; DCH0971) 

純度測定及び水分測定(電最縞定法)

なし

純度;99.99% 

水分;0.01% (0.01%，0.01%.0.02%) 

「新規化学物質絡に係る試験を業施する試験施設に関

する基準J (平成 23年 3月 3113 :薬食発 0331第 8

号、平成 23・03・29製局第 6号、環保企発第 110331010

聖子)

株式会社ボゾリサーチセンター御殿場研究所
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Tab1e 1-1 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Clinical signs in male rats (Administration period) 

Day of administration 
Dose Signs 
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42 43a) 

。 No. of animals 12 12 12 12 12 12 7 
No. of animals with abnormal findings 。 。 。 。 。 。 。

100 No. of animals 12 12 12 12 12 12 12 
No. of animals with abnormal findings 。 。 。 。 。 。 。

300 No. of animals 12 12 12 12 12 12 12 
No. of animals with abnormal findings 。 。 。 。 。 。 。

1000 No. of animals 12 12 12 12 12 12 7 
No. of animals with abnormal findings 。 。 。 。 。 。 。

a): Day of necropsy 
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Tab1e 1-2 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Clinical signs in female rats during the pre-mating period (Main group) 

Day of administration 
Dose Signs 
血g/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 

。 No. of anima1s 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 
No. of anima1s with abnorma1 findings 。。。。。。。。。。。。。。。

100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 
No. of animals with abnormal findings 。。。。。。。。。。。。。。。

300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 
No. of anima1s with abnorma1 findings 。。。。。。。。。。。。。。。

1000 No. of anima1s 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 
No. of animals with abnormal findings 。。。。。。。。。。。。。。。
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Tab1e 1-3 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administraion in rats 

C1inica1 signs in dams during the gestation period (Main group) 

Administration 
Dose Signs 
mg/kg 。1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22a) 

。 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 。
No. of dams with abnorma1 findings 。。。。。。。。。。。。。。。。。。。。。。

100 No. of da田s 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 
No. of da田swith abnormal findings 。。。。。。。。。。。。。。。。。。。。。。。

300 No. of dal日s 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 2 
No. of dams with abnor皿alfindings 。。。。。。。。。。。。。。。。。。。。。。。

1000 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 
珂o.of da皿swith abnormal findings 。。。。。。。。。。。。。。。。。。。。。。。

a): Gestation day 
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Tab1e 1-4 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Clinical signs in dams during the lactation period (Main group) 

Administration 
Dose Signs 
mg/kg 。 1 2 3 4a) 5b) 

。 No. of dams 12 12 12 12 12 12 
No. of dams with abnormal findings 。 。 。 。 。 。

100 No. of dams 12 12 12 12 12 12 
No. of dams with abnormal findings 。 。 。 。 。 。

300 No. of dams 11 11 11 11 11 11 
No. of dams with abnormal findings 。 。 。 。 。 。

1000 No. of dams 12 12 12 12 12 12 
No. of dams with abnormal findings 。 。 。 。 。 。

a): Lactation day 
b): Day of necropsy 
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Tab1e 1四 5 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Clinical signs in female rats (Satellite group， administration period) 

Day of administration 
Dose Signs 
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42 43a) 

。 No. of animals 10 10 10 10 10 10 5 
No. of animals with abnormal findings 。 。 。 。 。 。 。

1000 No. of animals 10 10 10 10 10 10 5 
No. of animals with abnormal findings 。 。 。 。 。 。 。

a): Day of necropsy 
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Table 1-6 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Clinical signs in male rats (Recovery period) 

Day of recovery 
Dose Signs 
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15a) 

。 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 
No. of animals with abnormal findings 。。。。。。。。。。。。。。。

1000 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 
No. of animals with abnormal findings 。。。。。。。。。。。。。。。

a): Day of necropsy 
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Tab1e 1-7 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

C1inica1 signs in fema1e rats (Recovery period) 

Day of recovery 
Dose Signs 
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15a) 

。 No. of anima1s 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 
No. of anima1s with abnorma1 findings 。。。。。。。。。。。。。。。

1000 No. of anima1s 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 
No. of anima1s with abnorma1 findings 。。。。。。。。。。。。。。。

a): Day of necropsy 
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Tab1e 2-1 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid，工， 2司 ethanediylester by oral administration in rats 

Detailed clinical signs in male rats: home cage observation (Week 1 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of anima1s 12 12 12 12 

Posture 
Normal 12 12 12 12 

Convulsion 
None 12 12 12 12 

Abnormal behavior 
None 12 12 12 12 
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Tab1e 2-2 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administration in rats 

Detailed clinical signs in male rats: home cage observation (Week 2 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of anima1s 12 12 12 12 

Posture 
Normal 12 12 12 12 

Convulsion 
None 12 12 12 12 

Abnormal behavior 
None 12 12 12 12 
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Tab1e 2-3 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Detai1ed c1inica1 signs in ma1e rats: home cage observation (Week 3 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of anima1s 12 12 12 12 

Posture 
Norma1 12 12 12 12 

Convu1sion 
None 12 12 12 12 

Abnorma1 behavior 
None 12 12 12 12 
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Tab1e 2-4 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in male rats: home cage observation (Week 4 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 12 12 

Posture 
Norma1 12 12 12 12 

Convulsion 
None 12 12 12 12 

Abnormal behavior 
None 12 12 12 12 
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Table 2-5 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening t巴stof octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinica1 signs in male rats: home cage observation (Week 5 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 12 12 

Posture 
Normal 12 12 12 12 

Convulsion 
None 12 12 12 12 

Abnormal behavior 
None 12 12 12 12 
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Tab1e 2-6 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Detailed clinical signs in male rats: home cage observation (Week 6 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 12 12 

Posture 
Normal 12 12 12 12 

Convulsion 
None 12 12 12 12 

Abnormal behavior 
None 12 12 12 12 



R-1089 

Table 2-7 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in female rats: home cage observation (Main group， Week 1 of administration) 

Dos巴 (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 12 12 

Posture 
Normal 12 12 12 12 

Convulsion 
None 12 12 12 12 

Abnormal behavior 
None 12 12 12 12 
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Tab1e 2-8 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic aCid， 1，2-ethanediYl ester by oral administration in rats 

Detailed clinical signs in female rats: home cage observation (Main group， Week 2 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 12 12 

Posture 
Normal 12 12 12 12 

Convulsion 
None 12 12 12 12 

Abnormal behavior 
None 12 12 12 12 
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Tab1e 2-9 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinica1 signs in female rats: home cage observation (Main group， Gestation day 1) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 11 12 

Posture 
Normal 12 12 11 12 

Convulsion 
None 12 12 11 12 

Abnormal behavior 
None 12 12 11 12 



Tab1e 2-10 

Parameter 

Posture 
Normal 

Convulsion 
None 

Abnormal behavior 
None 

A combined repeated dose toxicity study with the reproduction!developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in female rats: ho血ecage observation (Main group. Gestation day 7) 

Dose (mg!kg) 。 100 300 1000 

No. of anima1s 12 12 11 12 

12 12 11 12 

12 12 11 12 

12 12 11 12 

R-1089 



Tab1e 2-11 

Parameter 

Posture 
Norma1 

Convu1sion 
None 

Abnorma1 behavior 
None 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Detai1ed c1inica1 signs in fema1e rats: home cage observation (Main group. Gestation day 14) 

Dose (mg/kg) 。 100 300 1000 

No. of anima1s 12 12 11 12 

12 12 11 12 

12 12 11 12 

12 12 11 12 

R-1089 
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Table 2-12 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed c1inical signs in female rats: home cage observation (Main group， Gestation day 20) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 11 12 

Posture 
Normal 12 12 11 12 

Convulsion 
None 12 12 11 12 

Abnormal behavior 
None 12 12 11 12 
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Tab1e 2-13 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Detai1ed c1inica1 signs in fema1e rats: home cage observation (Main group， Lactation day 4) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of anima1s 12 12 11 12 

Posture 
Normal 12 12 11 12 

Convulsion 
None 12 12 11 12 

Abnorma1 behavior 
None 12 12 11 12 
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Tab1e 2-14 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administration in rats 

Detailed clinical signs in female rats: home cage observation (Satellite group， Week 1 of administration) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 10 10 

Posture 
Norma1 10 10 

Convulsion 
None 10 10 

Abnormal behavior 
None 10 10 



Tab1e 2-15 

Parameter 

Posture 
Norma1 

Convu1sion 
None 

Abnorma1 behavior 
None 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

R-1089 

Detai1ed c1inica1 signs in fema1e rats: home cage observation (Sate11ite group. Week 2 of administration) 

Dose (mg/kg) 。 1000 

No. of anima1s 10 10 

10 10 

10 10 

10 10 



R-1089 

Tab1e 2-16 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administration in rats 

Detai1ed clinical signs in female rats: home cage observation (Satellite group， Week 3 of administration) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 10 10 

Posture 
Normal 10 10 

Convu1sion 
None 10 10 

Abnormal behavior 
None 10 10 



Table 2-17 

Parameter 

Posture 
Normal 

Convulsion 
None 

Abnormal behavior 
None 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

R-1089 

Detailed clinical signs in female rats: home cage observation (Satellite group. Week 4 of administration) 

Dose (mg/kg) 。 1000 

No. of animals 10 10 

10 10 

10 10 

10 10 
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Tab1e 2-18 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Detai1ed c1inica1 signs in female rats: home cage observation (Satellite group， Week 5 of administration) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 10 10 

Posture 
Normal 10 10 

Convulsion 
None 10 10 

Abnormal behavior 
None 10 10 



Table 2-19 

Parameter 

Posture 
Normal 

Convulsion 
None 

Abnormal behavior 
None 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by oral administration in rats 

R-1089 

Detai1ed clinical signs in female rats: home cage observation (Satellite group. Week 6 of administration) 

Dose (mg/kg) 。 1000 

No. of animals 10 10 

10 10 

10 10 

10 10 
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Table 2-20 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1巴sterby oral administration in rats 

Detailed clinica1 signs in male rats: home cage observation (Week 1 of recovery) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 5 5 

Posture 
Normal 5 5 

Convulsion 
None 5 5 

Abnormal behavior 
None 5 5 
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Tab1e 2-21 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2勘 ethanediylester by oral administration in rats 

Detailed clinical signs in male rats: home cage observation (Week 2 of recovery) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 5 5 

Postur巴

Normal 5 5 

Convulsion 
None 5 5 

Abnormal behavior 
None 5 5 
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Tab1e 2-22 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in female rats: home cage observation (Week 1 of recovery) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 5 5 

Posture 
Normal 5 5 

Convulsion 
None 5 5 

Abnormal behavior 
None 5 5 
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Table 2-23 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in female rats: home cage observation (Week 2 of recovery) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 5 5 

Posture 
Norma1 5 5 

Convulsion 
None 5 5 

Abnormal behavior 
None 5 5 
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Tab1e 2-24 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administration in rats 

Detailed clinical signs in male rats: in-the-hand observation (Week 1 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 12 12 

Ease of removal from cage 
Easy 12 12 12 12 

Fur condition 
Normal 12 12 12 12 

Skin 
Normal 12 12 12 12 

Secretions-Eye， Nose 
Absent 12 12 12 12 

Exoththalmos 
Absent 12 12 12 12 

Palpebra1 closure 
Norma1 12 12 12 12 

Mucosal membranes 
Normal 12 12 12 12 

Lacrimation 
Normal 12 12 12 12 

Piloerection 
Absent 12 12 12 12 

PuN pilsize 
ormal 12 12 12 12 

Salivation 
None 12 12 エ2 12 

Abnormal respiration 
Absent 12 12 12 12 

Vocalization 
None 12 12 12 12 

Reactivity to handling 
Easy 12 12 12 12 
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Tab1e 2-25 A combined repeated dose toxicity study with the reproduction/d巴ve1opmenta1toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detai1ed c1inica1 signs in ma1e rats: in-the-hand observation (Week 2 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 12 12 

Ease of remova1 from cage 
Easy 12 12 12 11 
Some resistance/avoidance 。 。 。 1 

Fur condition 
Norma1 12 12 12 12 

Skin 
Norma1 12 12 12 12 

Secretions-Eye， Nose 
Absent 12 12 12 12 

ExAopb hthalmos 
sent 12 12 12 12 

Pa1pebral c10sure 
Normal 12 12 12 12 

Mucosa1 membranes 
Norma1 12 12 12 12 

Lacrimation 
Norma1 12 12 12 12 

Piloerection 
Absent 12 12 12 12 

PuN p ilsize 
orma1 12 12 12 12 

Sa1ivation 
None 12 12 12 12 

Abnorma1 respiration 
Abs巴nt 12 12 12 12 

Voca1ization 
None 10 12 12 9 
Soft 2 。 。 3 

Reactivity to hand1ing 
Easy Eh 11 12 12 12 
Slight1y awkward 1 。 。 。



Tab1e 2-26 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Detai1ed c1inica1 signs in ma1e rats: in-the-hand observation (Week 3 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of anima1s 12 12 12 12 

Ease of remova1 from cage 
Easy 12 11 12 12 
Som巴 resistance/avoidance 。 1 。 。

Fur condition 
Norma1 12 12 12 12 

Skin 
Norma1 12 12 12 12 

Secretions-Eye. Nose 
Absent 12 12 12 12 

ExAob phthalmos 
sent 12 12 12 12 

Pa1pebra1 c10sure 
Norma1 12 12 12 12 

Mucosa1 membranes 
Norma1 12 12 12 12 

Lacrimation 
Norma1 12 12 12 12 

Pi1oerection 
Absent 12 12 12 12 

Pup N 11size 
orma1 12 12 12 12 

Sa1ivation 
None 12 12 12 12 

Abnorma1 respiration 
Absent 12 12 12 12 

Voca1ization 
None 12 11 12 10 
Soft 。 1 。 2 

Reactivity to hand1ing 
Easy gh 12 11 12 11 
S1ight1y awkward 。 1 。 1 
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Tab1e 2-27 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Detai1ed c1inica1 signs in ma1e rats: in-the時 handobservation (Week 4 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No， of anima1s 12 12 12 12 

Ease of remova1 from cage 
Easy 12 12 12 12 

Fur condition 
Norma1 12 12 12 12 

Skin 
Norma1 12 12 12 12 

Secretions-Eye， Nose 
Absent 12 12 12 12 

ExAopb htha1mos 
sent 12 12 12 12 

Pa1pebra1 c10sure 
Norma1 12 12 12 12 

Mucosa1 membranes 
Norma1 12 12 12 12 

Lacrimation 
Norma1 12 12 12 12 

Pi1oerection 
Absent 12 12 12 12 

Pup N i1s ize 
orma1 12 12 12 12 

Sa1ivation 
None 12 12 12 12 

Abnorma1 respiration 
Absent 12 12 12 12 

Voca1ization 
None 12 12 12 11 
Soft 。 。 。 1 

Reactivity to hand1ing 
Easy gh 12 12 12 11 
Slight1y awkward 。 。 。 1 
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Tab1e 2-28 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Detailed clinical signs in male rats: in-the-hand observation (Week 5 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 12 12 

Ease of removal from cage 
Easy 12 12 12 12 

Fur condition 
Normal 12 12 12 12 

Skin 
Normal 12 12 12 12 

Secretions-Eye， Nose 
Absent 12 12 12 12 

ExAopb hthalmos 
sent 12 12 12 12 

Palpebral closure 
Normal 12 12 12 12 

Mucosal membranes 
Normal 12 12 12 12 

Lacrimation 
Normal 12 12 12 12 

Piloerection 
Absent 12 12 12 12 

Pup N 11size 
ormal 12 12 12 12 

Salivation 
None 12 12 12 12 

Abnormal respiration 
Absent 12 12 12 12 

Vocalization 
None 12 12 12 10 
Soft 。 。 。 2 

Reactivity to handling 
Easy 12 12 12 12 



Table 2-29 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in male rats: in-the-hand observation (Week 6 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 12 12 

Ease of removal from cage 
Easy 12 12 12 11 
Some resistance/avoidance 。 。 。 1 

Fur condition 
Normal 12 12 12 12 

Skin 
Normal 12 12 12 12 

Secretions-Eye. Nose 
Absent 12 12 12 12 

ExAopb hthalmos 
sent 12 12 12 12 

Pa1pebral c10sure 
Norma1 12 12 12 12 

Mucosa1 membranes 
Norma1 12 12 12 12 

Lacrimation 
Norma1 12 12 12 12 

Pi1oerection 
Absent 12 12 12 12 

Pup N 11size 
orma1 12 12 12 12 

Sa1ivation 
None 12 12 12 12 

Abnorma1 respiration 
Absent 12 12 12 12 

Voca1ization 
None 11 12 11 11 
Soft 1 。 1 1 

Reactivity to hand1ing 
Easy Eh 12 12 11 12 
Slight1y awkward 。 。 1 。
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Tab1e 2-30 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Detailed clinica1 signs in female rats: in-the-hand obs巴rvation (Main group. Week 1 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of anima1s 12 12 12 12 

Ease of remova1 from cage 
Easy 12 12 12 12 

Fur condition 
Normal 12 12 12 12 

Skin 
Normal 12 12 12 12 

Secretions-Eye. Nose 
Absent 12 12 12 12 

Exopb hthalmos 
Absent 12 12 12 12 

Palpebral closure 
Norma1 12 12 12 12 

Mucosal membranes 
Normal 12 12 12 12 

Lacrimation 
Normal 12 12 12 12 

Pi1oerection 
Absent 12 12 12 12 

Pup N ilsize 
ormal 12 12 12 12 

Salivation 
None 12 12 12 12 

Abnormal respiration 
Absent 12 12 12 12 

Vocalization 
None 12 12 12 12 

Reactivity to handling 
Easy 12 12 12 12 

R-1089 
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Tab1e 2-31 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

D巴tai1edc1inica1 signs in fema1e rats: in-the-hand observation (Main group， Week 2 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of anima1s 12 12 12 12 

Ease of remova1 from cage 
Easy 12 12 12 12 

Fur condition 
Norma1 12 12 12 12 

Skin 
Norma1 12 12 12 12 

Secretions-Eye， Nose 
Absent 12 12 12 12 

ExAopb hthalmos 
sent 12 12 12 12 

Palpebral c10sure 
Norma1 12 12 12 12 

Mucosa1 membranes 
Norma1 12 12 12 12 

Lacrimation 
Norma1 12 12 エ2 12 

Pi1oerection 
Absent 12 12 12 12 

PuN p ils ize 
orma1 12 12 12 12 

Sa1ivation 
None 12 12 12 12 

Abnormal respiration 
Absent 12 12 12 12 

Voca1ization 
None 12 12 12 12 

Reactivity to hand1ing 
Easy 12 12 12 12 
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Table 2-32 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in female rats: in-the司 handobservation (Main group， Gestation day 1) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 11 12 

Ease of remova1 from cage 
Easy 12 12 11 12 

Fur condition 
Normal 12 12 11 12 

Skin 
Normal 12 12 11 12 

Secretions-Eye， Nose 
Absent 12 12 11 12 

ExAopb hthalmos 
sent 12 12 11 12 

Palpebra1 closure 
Norma1 12 12 11 12 

Mucosal membranes 
Normal 12 12 11 12 

Lacrimation 
Normal 12 12 11 12 

Pi1oerection 
Absent 12 12 11 12 

P11PN 11size 
orma1 12 12 11 12 

Salivation 
None 12 12 11 12 

Abnormal respiration 
Absent 12 12 11 12 

Vocalization 
None 12 12 11 12 

Reactivity to handling 
Easy 12 12 11 12 



Table 2-33 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in female rats: in-the-hand observation (Main group. Gestation day 7) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 11 12 

Ease of removal from cage 
Easy 12 12 11 12 

Fur condition 
Normal 12 12 11 12 

Skin 
Normal 12 12 11 12 

Secretions-Eye. Nose 
Absent 12 12 11 12 

ExAopb hthalmos 
sent 12 12 11 12 

Palpebral closure 
Normal 12 12 11 12 

Mucosal membranes 
Normal 12 12 11 12 

Lacrimation 
Normal 12 12 11 12 

Pi1oerection 
Absent 12 12 11 12 

PupN il size 
ormal 12 12 11 12 

Salivation 
None 12 12 11 12 

Abnormal respiration 
Absent 12 12 11 12 

Voca1iza主ion
None 12 12 11 12 

Reactivity to handling 
Easy 12 12 11 12 
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Tab1e 2-34 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Detai1ed c1inica1 signs in fema1e rats: in-the-hand observation (Main group. Gestation day 14) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of anima1s 12 12 11 12 

Ease of remova1 from cage 
Easy 12 12 11 12 

Fur condition 
Nor血a1 12 12 11 12 

Skin 
Norma1 12 12 11 12 

Secretions-Eye. Nose 
Absent 12 12 11 12 

ExAOPb Eltha1mos 
sent 12 12 11 エ2

Pa1pebra1 c10sure 
Norma1 12 12 11 12 

Mucosa1 membranes 
Norma1 12 12 11 12 

Lacrimation 
Norma1 12 12 11 12 

Pi1oerection 
Absent 12 12 11 12 

pup N ils ize 
orma1 12 12 11 12 

Sa1ivation 
None 12 12 11 12 

Abnorma1 respiration 
Absent 12 12 11 12 

Voca1ization 
None 12 12 11 12 

Reactivity to hand1ing 
Easy 12 12 11 12 
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Tab1e 2-35 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Detai1ed c1inica1 signs in fema1e rats: in-the-hand observation (Main group. Gestation day 20) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of anima1s 12 12 11 12 

Ease of remova1 from cage 
Easy 12 12 11 12 

Fur condition 
Norma1 12 12 11 12 

Skin 
Norma1 12 12 11 12 

Secretions-Eye. Nose 
Absent 12 12 11 12 

ExoApb hthalmos 
sent 12 12 11 12 

Pa1pebra1 c10sure 
Norma1 12 12 11 12 

Mucosal membranes 
Normal 12 12 11 12 

Lacrimation 
Norma1 12 12 11 12 

Piloerection 
Absent 12 12 11 12 

Pup N i1size 
orma1 12 12 11 12 

Salivation 
None 12 12 11 12 

Abnorma1 respiration 
Absent 12 12 11 12 

Voca1ization 
None 12 12 11 12 

Reactivity to handling 
Easy 12 12 11 12 
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Tab1e 2-36 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detai1ed clinical signs in fema1e rats: in-the-hand observation (Main group， Lactation day 4) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 11 12 

Ease of removal from cage 
Easy 12 12 11 12 

Fur condition 
Normal 12 12 11 12 

Skin 
Norma1 12 12 11 12 

Secretions-Eye， Nose 
Absent 12 12 11 12 

ExAopb hthalmos 
sent 12 12 11 12 

Pa1pebral closure 
Norma1 12 12 11 12 

Mucosal membranes 
Normal 12 12 11 12 

Lacrimation 
Normal 12 12 11 12 

Piloerection 
Absent 12 12 11 12 

Pupi1 size 
Normal 12 12 11 12 

Salivation 
None 12 12 11 12 

Abnorma1 respiration 
Absent 12 12 11 12 

Vocalization 
None 12 12 11 12 

Reactivity to handling 
Easy 12 12 11 12 
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Tab1e 2-37 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic aCid， 1，2-ethanediy1 ester by oral administration in rats 

Detailed clinical signs in female rats: in-the-hand observation (Satellite group， Week 1 of administration) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 10 10 

Ease of removal from cage 
Easy 10 10 

Fur condition 
Normal 10 10 

Skin 
Normal 10 10 

Secretions-Eye， Nose 
Absent 10 10 

ExAopb hthalmos 
sent 10 10 

Palpebral closure 
Normal 10 10 

Mucosal membranes 
Normal 10 10 

Lacrimation 
Normal 10 10 

Piloerection 
Absent 10 10 

pupN ils ize 
ormal 10 10 

Salivation 
None 10 10 

Abnormal respiration 
Absent 10 10 

Vocalization 
None 10 10 

Reactivity to handling 
Easy 10 10 



R-1089 

Tab工e 2-38 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in female rats: in-the-hand observation (Satellite group， Week 2 of administration) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 10 10 

Ease of removal from cage 
Easy 10 10 

Fur condition 
Normal 10 10 

Skin 
Normal 10 10 

Secretions-Eye， Nose 
Absent 10 10 

ExAob phthalmos 
sent 10 10 

Palpebral closure 
Normal 10 10 

Mucosal membranes 
Norma1 10 10 

Lacrimation 
Normal 10 10 

Piloerection 
Absent 10 10 

PuN p 11s i ze 
ormal 10 10 

Salivation 
None 10 10 

Abnormal respiration 
Absent 10 10 

Vocalization 
None 10 10 

Reactivity to handling 
Easy 10 10 
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Table 2-39 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinica1 signs in female rats: in-the-hand observation (Satellite group， Week 3 of administration) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 10 10 

Ease of removal from cage 
Easy 10 10 

Fur condition 
Normal 10 10 

Skin 
Normal 10 10 

Secretions-Eye， Nose 
Absent 10 10 

Exoththa1mos 
Absent 10 10 

Palpebral closure 
Normal 10 10 

Mucosal membranes 
Normal 10 10 

Lacrimation 
Normal 10 10 

Piloerection 
Absent 10 10 

PuN pil size 
orma1 10 10 

Salivation 
None 10 10 

Abnorma1 respiration 
Absent 10 10 

Vocalization 
None 10 10 

Reactivity to handling 
Easy 10 10 



Tab1e 2-40 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

R-1089 

Detai1ed c1inica1 signs in fema1e rats: in-the-hand observation (Sate11ite group. Week 4 of administration) 

Dose (mg/kg) 。 1000 

Parameter No. of anima1s 10 10 

Ease of remova1 from cage 
Easy 10 10 

Fur condition 
Norma1 10 10 

Skin 
Norma1 10 10 

Secretions-Eye. Nose 
Absent 10 10 

EXOb PElthaIIEOS 
Absent 10 10 

Pa1pebra1 c10sure 
Norma1 10 10 

Mucosa1 membranes 
Norma1 10 10 

Lacrimation 
Norma1 10 10 

Pi1oerection 
Absent 10 10 

Pupi1 size 
Norma1 10 10 

Sa1ivation 
None 10 10 

Abnorma1 respiration 
Absent 10 10 

Voca1ization 
None 10 10 

Reactivity to hand1ing 
Easy 10 10 



R-1089 

Table 2-41 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in female rats: in-the-hand observation (Satellite group， Week 5 of administration) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 10 10 

Ease of removal from cage 
Easy 10 10 

Fur condition 
Normal 10 10 

Skin 
Normal 10 10 

Secretions-Eye， Nose 
Absent 10 10 

ExAopb hthalmos 
sent 10 10 

Palpebral closure 
Normal 10 10 

Mucosal membranes 
Normal 10 10 

Lacrimation 
Normal 10 10 

Piloerection 
Absent 10 10 

PupN ilsize 
ormal 10 10 

Salivation 
None 10 10 

Abnormal respiration 
Absent 10 10 

Vocalization 
None 10 10 

Reactivity to handling 
Easy 10 10 



R-1089 

Tab1e 2-42 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Detai1ed c1inica1 signs in female rats: in-the-hand observation (Sate11ite group， Week 6 of administration) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 10 10 

Ease of remova1 from cage 
Easy 10 10 

Fur condition 
Normal 10 10 

Skin 
Norma1 10 10 

Secretions-Eye， Nose 
Absent 10 10 

ExAopb htha1mos 
sent 10 10 

Pa1pebral closure 
Normal 10 10 

Mucosa1 membranes 
Normal 10 10 

Lacrimation 
Norma1 10 10 

Piloerection 
Absent 10 10 

Pupil size 
Normal 10 10 

Salivation 
None 10 10 

Abnormal respiration 
Absent 10 10 

Voca1ization 
None 10 10 

Reactivity to hand1ing 
Easy 10 10 



R叩 1089

Tab1e 2-43 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administration in rats 

Detai1ed c1inica1 signs in ma1e rats: in-the-hand observation (Week 1 of recovery) 

Dose (血g/kg) 。 1000 

Parameter No. of anima1s 5 5 

Ease of remova1 from cage 
Easy 5 5 

Fur condition 
Norma1 5 5 

Skin 
Norma1 5 5 

Secretions-Eye， Nose 
Absent 5 5 

EXOEhthalmos 
Absent 5 5 

Pa1pebral c10sure 
Normal 5 5 

Mucosa1 membranes 
Norma1 5 5 

Lacrimation 
Normal 5 5 

Pi1oerection 
Absent 5 5 

Pup N 11size 
orma1 5 5 

Sa1ivation 
None 5 5 

Abnorma1 respiration 
Absent 5 5 

Vocalization 
None 5 4 
Soft 。 1 

Reactivity to hand1ing 
Easy 5 5 



Tab1e 2-44 

Parameter 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediY1 ester by ora1 administration in rats 

Detai1ed c1inica1 signs in ma1e rats: in-the-hand observation (Week 2 of recovery) 

Dose (mg/kg) 。 1000 

No. of anima1s 5 5 

Ease of remova1 from cage 
Easy 5 5 

Fur condition 
Normal 5 5 

Skin 
Normal 5 5 

Secretions-Eye. Nose 
Absent 5 5 

ExAopb hthalmos 
sent 5 5 

Palpebral closure 
Normal 5 5 

Mucosal membranes 
Normal 5 5 

Lacrimation 
Normal 5 5 

Piloerection 
Absent 5 5 

Pup N ilsize 
ormal 5 5 

Sa1ivation 
None 5 5 

Abnormal respiration 
Absent 5 5 

Vocalization 
None 5 4 
Soft 。 l 

Reactivity to handling 
Easy gh 5 4 
Slightly awkward 。 1 

R司 1089



R-1089 

Tab1e 2-45 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administration in rats 

Detailed clinical signs in female rats: in-the-hand observation (Week 1 of recovery) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 5 5 

Ease of removal from cage 
Easy 5 5 

Fur condition 
Norma1 5 5 

Skin 
Normal 5 5 

Secretions-Eye， Nose 
Absent 5 5 

ExAob phthalmos 
sent 5 5 

Palpebral closure 
Normal 5 5 

Mucosal membranes 
Normal 5 5 

Lacrimation 
Normal 5 5 

Piloerection 
Absent 5 5 

Pupil size 
Normal 5 5 

Salivation 
None 5 5 

Abnormal respiration 
Absent 5 5 

Vocalization 
None 5 5 

Reactivity to handling 
Easy 5 5 



Table 2-46 

Parameter 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by ora1 administration in rats 

Detai1ed c1inica1 signs in fema1e rats: in-the-hand observation (Week 2 of recovery) 

Dose (mg/kg) 。 1000 

No. of anima1s 5 5 

Ease of remova1 from cage 
Easy 5 5 

Fur condition 
Norma1 5 5 

Skin 
Norma1 5 5 

Secretions-Eye. Nose 
Absent 5 5 

EXOEhthalmos 
Absent 5 5 

PaNlpo ebral closure 
rma1 5 5 

Mucosa1 membran巴S
Norma1 5 5 

Lacrimation 
Norma1 5 5 

Pi1oerection 
Absent 5 5 

Pup N ilsize 
orma1 5 5 

Sa1ivation 
None 5 5 

Abnorma1 respiration 
Absent 5 5 

Voca1ization 
None 5 5 

Reactivity to hand1ing 
Easy 5 5 

R-I089 



Tab1e 2-47 

Parameter 

Arousa1 
Norma1 

Convu1sion 
None 

Abnorma1 behavior 
None 

Stereotypy 
None 

Gait 
Norma1 

Posture 
Norma1 

Grooming 
None 

Rearing (Mean土S.D.) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Detai1ed c1inica1 signs in ma1e rats: open fie1d observation (Week 1 of administration) 

Dose (mg/kg) 。 100 300 1000 

No. of anima1s 12 12 12 12 

12 12 12 12 

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+ 2 5+ 2 5+ 2 5+ 2 

Defecation count (Mean+S.D.) 0+ 0 0+ 0 。+0 。+0 

Urination 
None 11 12 12 11 
Sma11 amount 1 。 。 1 

No significant difference in any treated groups from contro1 group. 

R-1089 



R-1089 

Tab1e 2-48 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Detai1ed c1inica1 signs in ma1e rats: open fie1d observation (Week 2 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of anima1s 12 12 12 12 

Arousa1 
Norma1 12 12 12 12 

Convu1sion 
None 12 12 12 12 

Abnorma1 behavior 
None 12 12 12 12 

Stereotypy 
None 12 12 12 12 

Gait 
Norma1 12 12 12 12 

Posture 
Norma1 12 12 12 12 

Grooming 
None 12 12 12 12 

Rearing (Mean土S.D.) 4+ 2 4+ 2 4+ 2 3+ 2 

Defecation count (Mean+S.D.) 0+ 1 0+ 0 0+ 0 0+ 0 

Urination 
None 12 12 11 11 
Sma11 amount 。 。 1 1 

No significant difference in any treated groups from contro1 group. 



R-1089 

Tab1e 2-49 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in male rats: open field observation (Week 3 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 12 12 

Arousal 
Norma1 12 12 12 12 

Convulsion 
None 12 12 12 12 

Abnormal behavior 
None 12 12 12 12 

Stereotypy 
None 12 12 12 12 

Gait 
Normal 12 12 12 12 

Posture 
Normal 12 12 12 12 

Grooming 
None 12 12 12 12 

Rearing (Mean土S.D.) 4+ 2 5+ 2 5+ 2 4+ 2 

Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 

Urination 
None 11 11 11 12 
Small amount 1 1 1 。

No significant difference in any treated groups from control group. 



Table 2-50 

Parameter 

Arousal 
Normal 

Convulsion 
None 

Abnormal behavior 
None 

Stereotypy 
None 

Gait 
Normal 

Posture 
Normal 

Grooming 
None 

Rearing (Mean土S.D.) 

A combined repeated dose toxicity study with the reproduction/d巴velopmentaltoxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in male rats: open field observation (Week 4 of administration) 

Dose (mg/kg) 。 100 300 1000 

No. of animals 12 12 12 12 

12 12 12 12 

12 12 12 12 

12 12 12 12 

12 12 12 12 

12 12 12 12 

12 12 12 12 

12 12 12 12 

4+ 2 4+ 2 4+ 2 3+ 2 

Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 

Urination 
None 12 12 11 12 
Small amount 。 。 1 。

No significant difference in any treated groups from control group. 

R-1089 



R-10S9 

Tab1e 2-51 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in male rats: open field observation (Week 5 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 12 12 

Arousal 
Normal 12 12 12 12 

Convulsion 
None 12 12 12 12 

Abnormal behavior 
None 12 12 12 12 

Stereotypy 
None 12 12 12 12 

Gait 
Normal 12 12 12 12 

Posture 
Normal 12 12 12 12 

Grooming 
None 12 12 12 12 

Rearing (Mean土S.D.) 4+ 2 5+ 2 4+ 1 3+ 2 

Defecation count (Mean土S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 

Urination 
None 11 11 12 12 
Sma11 amount l 1 。 。

No significant difference in any treated groups from control group. 



Tab1e 2-52 

Parameter 

Arousal 
Normal 

Convu1sion 
None 

Abnormal behavior 
None 

Stereotypy 
None 

Gait 
Normal 

Posture 
Normal 

Grooming 
None 

Rearing (Mean土S.D.) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediYl ester by oral administration in rats 

Detailed clinical signs in male rats: open field observation (Week 6 of administration) 

Dose (mg/kg) 。 100 300 1000 

No. of anima1s 12 12 12 12 

12 12 12 12 

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+ 2 4+ 2 4+ 1 4+ 2 

Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 

Urination 
None 11 11 11 11 
Sma11 amount 1 1 1 1 

No significant difference in any treated groups from control group. 

R-1089 



Table 2-53 

Parameter 

Arousa1 
Normal 

Convulsion 
None 

Abnorma1 behavior 
None 

Stereotypy 
None 

Gait 
Normal 

Posture 
Normal 

Grooming 
None 

Rearing (Mean土S.D.) 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Detai1ed clinical signs in fema1e rats: open field observation (Main group. Week 1 of administration) 

Dose (mg/kg) 。 100 300 1000 

No. of animals 12 12 12 12 

12 12 12 12 

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+ 2 7+ 2 7+ 2 7+ 1 

Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 。+0 

Urination 
None 12 12 12 12 

No significant difference in any treated groups from control group. 

R-1089 



R-1089 

Tab1e 2-54 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Detai1ed c1inica1 signs in fema1e rats: open fie1d observation (Main group， Week 2 of administration) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of anima1s 12 12 12 12 

Arousal 
Normal 12 12 12 12 

Convulsion 
None 12 12 12 12 

Abnormal behavior 
None 12 12 12 12 

Stereotypy 
None 12 12 12 12 

Gait 
Normal 12 12 12 12 

Posture 
Normal 12 12 12 12 

Grooming 
None 12 12 12 12 

Rearing (Mean土S.D.) 8+ 2 7+ 2 9+ 3 7+ 2 

Defecation count (Mean+S.D.) 0+ 0 。+0 。+0 0+ 0 

Urination 
None 12 12 12 12 

No significant difference in any treated groups from control group. 



R-1089 

Tab1e 2-55 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2時 ethanediylester by oral administration in rats 

Detailed clinical signs in fema1e rats: open field observation (Main group， Gestation day 1) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 11 12 

Arousal 
Normal 12 12 11 12 

Convulsion 
None 12 12 11 12 

Abnormal behavior 
None 12 12 11 12 

Stereotypy 
None 12 12 11 12 

Gait 
Normal 12 12 11 12 

Posture 
Normal 12 12 11 12 

Grooming 
None 12 12 11 12 

Rearing (Mean土S.D.) 6+ 2 6+ 2 7+ 3 7+ 2 

Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 

Urination 
None 12 12 11 12 

No significant difference in any treated groups from control group. 



R-1089 

Tab1e 2-56 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administration in rats 

Detailed clinical signs in female rats: open field observation (Main group， Gestation day 7) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 11 12 

Arousal 
Normal 12 12 11 12 

Convulsion 
None 12 12 11 12 

Abnormal behavior 
None 12 12 11 12 

Stereotypy 
None 12 12 11 12 

Gait 
Normal 12 12 11 12 

Posture 
Normal 12 12 11 12 

Grooming 
None 12 12 11 12 

Rearing (Mean土S.D.) 6+ 1 6+ 3 6+ 2 6+ 2 

Defecation count (Mean土S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 

Urination 
None 12 11 11 12 
Sma11 amount 。 1 。 。

No significant difference in any treated groups from control group. 



R-1089 

Table 2-57 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in female rats: open field observation (Main group， Gestation day 14) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 11 12 

Arousal 
Normal 12 12 11 12 

Convulsion 
None 12 12 11 12 

Abnormal behavior 
None 12 12 11 12 

Stereotypy 
None 12 12 11 12 

Gait 
Normal 12 12 11 12 

Posture 
Normal 12 12 11 12 

Grooming 
None 12 工2 11 12 

Rearing (Mean土S.D.) 7+ 1 6+ 2 6+ 2 6+ 2 

Defecation count (Mean土S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 

Urination 
None 12 12 11 11 
Small amount 。 。 。 1 

No significant difference in any treated groups from control group. 



R-1089 

Tab1e 2-58 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administration in rats 

Detailed clinical signs in female rats: open field observation (Main group， Gestation day 20) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 12 12 11 12 

Arousal 
Normal 12 12 11 12 

Convulsion 
None 12 12 11 12 

Abnormal behavior 
None 12 12 11 12 

Stereotypy 
None 12 12 11 12 

Gait 
Normal 12 12 11 12 

Posture 
Normal 12 12 11 12 

Grooming 
None 12 12 11 12 

Rearing (Mean土S.D.) 5+ 1 6+ 2 5+ 1 4+ 1 

Defecation count (Mean土S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 

Urination 
None 12 12 11 12 

No significant difference in any treated groups from control group. 



R-1089 

Tab1e 2-59 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Detai1ed c1inica1 signs in fema1e rats: open fie1d observation (Main group， Lactation day 4) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of anima1s 12 12 11 12 

Arousa1 
Norma1 12 12 11 12 

Convu1sion 
None 12 12 11 12 

Abnorma1 behavior 
None 12 12 11 12 

Stereotypy 
None 12 12 11 12 

Gait 
Norma1 12 12 11 12 

Posture 
Norma1 12 12 11 12 

Grooming 
None 12 12 11 12 

Rearing (Mean土S.D.) 7+ 2 7+ 2 7+ 1 7+ 2 

Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 

Urination 
None 12 12 11 11 
Sma11 amount 。 。 。 1 

No significant difference in any treated groups from contro1 group. 



R-1089 

Table 2-60 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administration in rats 

Detailed clinical signs in female rats: open field observation (Satel1ite group， Week 1 of administration) 

Dose (mg/kg) 。 1000 

Parameter No. of anima1s 10 10 

Arousal 
Normal 10 10 

Convulsion 
None 10 10 

Abnormal behavior 
None 10 10 

Stereotypy 
None 10 10 

Gait 
Normal 10 10 

Posture 
Normal 10 10 

Grooming 
None 10 10 

Rearing (Mean土S.D.) 7+ 3 8+ 3 

Defecation count (Mean+S.D.) 0+ 0 0+ 0 

Urination 
None 10 10 

No significant difference between treated group and control group. 



Table 2-61 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by ora1 administration in rats 

R-1089 

Detai1ed clinical signs in fema1e rats: open field observation (Satellite group. Week 2 of administration) 

Dose (rng/kg) 。 1000 

Parameter No. of animals 10 10 

Arousal 
Normal 10 10 

Convulsion 
None 10 10 

Abnorrnal behavior 
None 10 10 

Stereotypy 
None 10 10 

Gait 
Norrnal 10 10 

Posture 
Norrnal 10 10 

Grooming 
None 10 10 

Rearing (Mean土S.D.) 7+ 3 7+ 3 

Defecation count (Mean+S.D.) 0+ 0 0+ 0 

Urination 
None 10 10 

No significant difference between treated group and control group. 



R-1089 

Tab1e 2-62 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Detai1ed c1inica1 signs in fema1e rats: open fie1d observation (Sate11ite group， Week 3 of administration) 

Dose (mg/kg) 。 1000 

Parameter No. of anima1s 10 10 

Arousa1 
Norma1 10 10 

Convu1sion 
None 10 10 

Abnorma1 behavior 
None 10 10 

Stereotypy 
None 10 10 

Gait 
Norma1 10 10 

Posture 
Norma1 10 10 

Grooming 
None 10 10 

Rearing (Mean土S.D.) 7+ 2 7+ 3 

Defecation count (Mean+S.D.) 0+ 0 0+ 0 

Urination 
None 10 10 

No significant difference between treated group and contro1 group. 



R-1089 

Tab1e 2叫 63 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in female rats: open field observation (Satellite group， Week 4 of administration) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 10 10 

Arousal 
Normal 10 10 

Convulsion 
None 10 10 

Abnormal behavior 
None 10 10 

Stereotypy 
None 10 10 

Gait 
Normal 10 10 

Posture 
Norma1 10 10 

Grooming 
None 10 10 

Rearing (Mean土S.D.) 9+ 2 8+ 2 

Defecation count (Mean土S.D.) 。+0 0+ 0 

Urination 
None 10 10 

No significant difference between treated group and control group. 



R-1089 

Tab1e 2明 64 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administration in rats 

Detailed clinical signs in female rats: open field observation (Satellite group， Week 5 of administration) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 10 10 

Arousal 
Norma1 10 10 

Convulsion 
None 10 10 

Abnormal behavior 
None 10 10 

Stereotypy 
None 10 10 

Gait 
Normal 10 10 

Posture 
Normal 10 10 

Grooming 
None 10 10 

Rearing (Mean土S.D.) 8+ 2 9+ 3 

Defecation count (Mean土S.D.) 0+ 0 0+ 0 

Urination 
None 10 10 

No significant difference between treated group and control group. 



R-1089 

Tab1e 2-65 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in female rats: open fi巴ldobs巴rvation (Satellite group， Week 6 of administration) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 10 10 

Arousal 
Normal 10 10 

Convulsion 
None 10 10 

Abnormal behavior 
None 10 10 

Stereotypy 
None 10 10 

Gait 
Normal 10 10 

Posture 
Normal 10 10 

Grooming 
None 10 10 

Rearing (Mean土S.D.) 8+ 1 8+ 2 

Defecation count (Mean土S.D.) 0+ 0 0+ 0 

Urination 
None 10 9 
Small amount 。 1 

No significant difference between treated group and control group. 



Table 2時 66

Parameter 

Arousal 
Normal 

Convulsion 
None 

Abnormal behavior 
None 

Stereotypy 
None 

Gait 
Normal 

Posture 
Normal 

Grooming 
None 

Rearing (Mean土S.D.) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in male rats: open field observation (Week 1 of recovery) 

Dose (mg/kg) 。 1000 

No. of animals 5 5 

5 5 

5 5 

5 5 

5 5 

5 5 

5 5 

5 5 

5+ 2 4+ 2 

Defecation count (Mean+S.D.) 0+ 0 0+ 0 

Urination 
None 5 5 

No significant difference between treated group and control group. 

R-1089 



Tab1e 2-67 

Parameter 

Arousal 
Normal 

Convulsion 
None 

Abnormal behavior 
None 

Stereotypy 
None 

Gait 
Normal 

Posture 
Norma1 

Grooming 
None 

Rearing (Mean土S.D.) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Detailed clinica1 signs in male rats: open field observation (Week 2 of recovery) 

Dose (mg/kg) 。 1000 

No. of animals 5 5 

5 5 

5 5 

5 5 

5 5 

5 5 

5 5 

5 5 

4+ 2 5+ 1 

Defecation count (Mean+S.D.) 0+ 0 0+ 0 

Urination 
None 4 5 
Small amount 1 。

No significant difference between treated group and control group. 

R-1089 



R-1089 

Table 2-68 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administration in rats 

Detailed clinica1 signs in female rats: open fie1d observation (Week 1 of recovery) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 5 5 

Arousal 
Norma1 5 5 

Convulsion 
None 5 5 

Abnormal behavior 
None 5 5 

Stereotypy 
None 5 5 

Gait 
Normal 5 5 

Posture 
Normal 5 5 

Grooming 
None 5 5 

Rearing (Mean土S.D.) 7+ 2 6+ 3 

Defecation count (Mean土S.D.) 。+0 0+ 0 

Urination 
None 5 5 

No significant difference between treated group and control group. 



R-1089 

Tab1e 2-69 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Detailed clinical signs in female rats: open field observation (Week 2 of recovery) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 5 5 

Arousal 
Normal 5 5 

Convulsion 
None 5 5 

Abnormal behavior 
None 5 5 

Stereotypy 
None 5 5 

Gait 
No/minimal location 。 1 
Normal 5 4 

Posture 
Normal 5 5 

Grooming 
None 5 5 

Rearing (Mean土S.D.) 7+ 2 7+ 4 

Defecation count (Mean+S.D.) 0+ 0 0+ 0 

Urination 
None 5 4 
Small amount 。 1 

No significant difference between treated group and control group. 



Tab1e 2-70 

Parameter 

Auditory response 
Norma1 

Approach response 
Norma1 

Touch response 
Norma1 

Tai1 pinch response 
Norma1 

Pupi11ary ref1ex 
Pass. both 

Aeria1 righting ref1ex 
(Tota1 score: Mean+S.D.) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Manipu1ative test of ma1e rats (Week 6 of administration) 

Dose (mg/kg) 。 100 300 1000 

No. of anima1s 5 5 5 5 

5 5 5 5 

5 5 5 5 

5 5 5 5 

5 5 5 5 

5 5 5 5 

0+ 0 0+ 0 0+ 0 0+ 0 

Landing foot sp1ay (皿m:Mean土S.D.) 84+22 96+12 77+16 104+14 

No significant difference in any treated groups from contro1 group. 
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Table 2-71 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2山 ethanediy1ester by ora1 administration in rats 

Manipulative test of female rats (Main group， Lactation day 4) 

Dose (mg/kg) 。 100 300 1000 

Parameter No. of animals 5 5 5 5 

Auditory response 
Normal 5 5 5 5 

Approach response 
Normal 5 5 5 5 

Touch response 
Normal 5 5 5 5 

Tail pinch response 
Normal 5 5 5 5 

Pupillary ref1ex 
Pass， both 5 5 5 5 

Aerial righting ref1ex 
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 

Landing foot splay (mm: Mean土S.D.) 57+ 8 47+22 46+11 65+19 

No significant difference in any treated groups from control group. 
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Tab1e 2-72 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Manipulative test of female rats (Satellite group， Week 6 of administration) 

Dose (mg/kg) 。 1000 

Parameter No. of anima1s 5 5 

Auditory response 
Normal 5 5 

Approach response 
Normal 5 5 

Touch response 
Norma1 5 5 

Tail pinch response 
Nor湿al 5 5 

Pupillary reflex 
Pass， both 5 5 

Aerial righting reflex 
(Tota1 score: Mean+S.D.) 0+ 0 0+ 0 

Landing foot splay (mm: Mean土S.D.) 62+15 57+12 

No significant difference between treated group and control group. 
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Table 2-73 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl est巴rby oral administration in rats 

Manipulative test of male rats (Week 2 of recovery) 

Dose (mg/kg) 。 1000 

Parameter No. of animals 5 5 

Auditory response 
Norma1 5 5 

Approach response 
Normal 5 5 

Touch response 
Normal 5 5 

Tail pinch response 
Norma1 5 5 

Pupi11ary reflex 
Pass， both 5 5 

Aerial righting reflex 
(Total score: Mean+S.D.) 0+ 0 0+ 0 

Landing foot splay (mm: Mean土S.D.) 86+25 105+ 7 

No significant difference between treated group and control group. 



Tab1巴 2-74

Parameter 

Auditory response 
Norma1 

Approach response 
Norma1 

Touch response 
Norma1 

Tai1 pinch response 
Norma1 

Pupi11ary ref1ex 
Pass. both 

Aeria1 righting ref1ex 
(Tota1 score: Mean土S.D.) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Manipu1ative test of fema1e rats (Week 2 of recovery) 

Dose (mg/kg) 。 1000 

No. of anima1s 5 5 

5 5 

5 5 

5 5 

5 5 

5 5 

0+ 0 0+ 0 

Landing foot sp1ay (m泊: Mean土S.D.) 67+13 69+14 

No significant difference between treated group and contro1 group. 
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Tab1e 2-75 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Grip strength of male rats (Week 6 of administration) 

Dose Fore limb Hind limb 
mg/kg g E 

。 No. 5 5 
Mean 1583 923 
S.D. 224 172 

100 No. 5 5 
Mean 1677 989 
S.D. 299 177 

300 No. 5 5 
Mean 1306 909 
S.D. 203 156 

1000 No. 5 5 
Mean 1697 1043 
S.D. 201 155 

No.: No. of animals 
No significant difference in any treated groups from control group. 
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Tab1e 2-76 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediY1 ester by ora1 administration in rats 

Grip strength of fema1e rats (Main group， Lactation day 4) 

Dose Fore 1imb Hind limb 
mg/kg E g 

。 No. 5 5 
Mean 1257 861 
S.D. 243 140 

100 No. 5 5 
Mean 1264 722 
S.D. 164 158 

300 No. 5 5 
Mean 1302 855 
S.D. 195 121 

1000 No. 5 5 
Mean 1296 907 
S.D. 204 220 

No.: No. of anima1s 
No significant difference in any treated groups from control group. 
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Tab1e 2-77 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Grip strength of female rats (Satellite group， Week 6 of administration) 

Dose Fore limb Hind limb 
mg/kg g E 

。 No. 5 5 
Mean 1258 758 
S.D. 170 120 

1000 No. 5 5 
Mean 1266 649 
S.D. 212 169 

No.: No. of animals 
No significant difference between treated group and control group. 
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Tab1e 2-78 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Grip strength of ma1e rats (Week 2 of recovery) 

Dose 
mg/kg 

Fore 1imb Hind 1imb 
g g 

n
-
a
D
 

o
e
-

町
n

M川

p
b

nu 
5 5 

1779 1027 
140 261 

5 5 
1870 1105 
204 133 

n
・

-
a
D
 

o
e
-

M
H
M川

cu

n
u
 

n
u
 

n
u
 

句ム

No.: No. of anima1s 
No significant difference between treated group and contro1 group. 



R-1089 

Tab1e 2-79 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediYl ester by oral administration in rats 

Grip strength of fema1e rats (Week 2 of recovery) 

Dose 
mg/kg 

Fore limb Hind 1imb 
g g 

n
-

-
a
D
 

o
e
-

M
H
M川

cu

nu 
5 5 

1369 913 
173 155 

5 5 
1388 693 
220 222 

n
-

・
a
D

o
e
-

N
M
s
 

nu 
nu 

hu 'i 

No.: No. of animals 
No significant difference between treated group and contro1 group. 
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Tab1e 2-80 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Motor activity of ma1e rats (Week 6 of administration) 

Interva1 (minutes) 
Dose 
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Tota1(0-60) 

。 No. 5 5 5 5 5 5 5 
Mean 402 406 234 92 41 62 1236 
S.D. 21 10 91 61 63 11 144 

100 No. 5 5 5 5 5 5 5 
Mean 432 360 288 241 201 249 1182 
S.D. 62 42 169 146 158 214 106 

300 No. 5 5 5 5 5 5 5 
Mean 406 351 292 254 112 111 1592 
S.D. 18 91 69 138 140 84 419 

1000 No. 5 5 5 5 5 5 5 
Mean 418 365 146 121 62 146 1263 
S.D. 31 21 121 131 99 131 411 

Unit : Count 
No.: No. of anima1s 
No significant difference in any treated groups from contro1 group. 



Tab1e 2-81 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediYl ester by oral administration in rats 

Motor activity of female rats (Main group. Lactation day 4) 

Interva1 (minutes) 
Dose 
mg/kg 0-10 10-20 20-30 30時 40 40-50 50-60 Total(0-60) 

。 No. 5 5 5 5 5 5 5 
Mean 443 314 167 130 115 80 1249 
S.D. 40 121 140 164 100 97 463 

100 No. 5 5 5 5 5 5 5 
Mean 407 312 200 132 109 98 1258 
S.D. 24 72 143 160 94 87 390 

300 No. 5 5 5 5 5 5 5 
Mean 423 291 130 179 106 74 1202 
S.D. 38 134 137 180 79 99 411 

1000 No. 5 5 5 5 5 5 5 
Mean 386* 233 88 21 82 67 878 
S.D. 23D 104 106 29 144 139 476 

Unit : Count 
No.: No. of animals 
骨: p<0.05 (Significant difference from contro1 group) 
D: Dunnett's test 

R-1089 



R-1089 

Tab1e 2四 82 A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Motor activity of female rats (Satellite group， Week 6 of administration) 

工nterva1 (minutes) 
Dose 
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60) 

。 No. 5 5 5 5 5 5 5 
Mean 401 326 263 232 138 34 1394 
S.D. 18 13 72 126 134 23 297 

1000 No. 5 5 5 5 5 5 5 
Mean 435 329 306 266 196 79 1610 
S.D. 48 67 78 39 112 90 338 

Unit : Count 
No.: No. of animals 
No significant difference between treated group and control group. 
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Tab1e 2-83 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Motor activity of male rats (Week 2 of recovery) 

Interval (minutes) 
Dose 
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60) 

。 No. 5 5 5 5 5 5 5 
Mean 292 216 179 60 14 60 822 
S.D. 75 95 136 39 9 92 339 

1000 No. 5 5 5 5 5 5 5 
Mean 337 136 171 84 50 73 852 
S.D. 31 23 145 52 57 86 312 

Unit : Count 
No.: No. of animals 
No significant diff巴rencebetween treated group and control group. 
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Tab1e 2-84 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Motor activity of female rats (Week 2 of recovery) 

Interval (minutes) 
Dose 
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60) 

。 No. 5 5 5 5 5 5 5 
Mean 340 269 151 169 214 186 1329 
S.D. 30 43 127 134 68 131 316 

1000 No. 5 5 5 5 5 5 5 
Mean 319 207 190 172 144 83 1115 
S.D. 95 155 161 103 115 89 596 

Unit : Count 
No.: No. of animals 
No significant difference between treated group and control group. 



Tab1e 3-1 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Body weight of male rats (Administration period) 

Day of administration 
Dose Gain 
mg/kg 1 8 15 22 29 36 42 1-42 

No. 12 12 12 12 12 12 12 12 。 Mean 405 433 453 468 489 513 520 115 
S.D. 16 15 17 18 19 21 21 19 

No. 12 12 12 12 12 12 12 12 
100 Mean 405 435 457 478 501 528 535 131 

S.D. 12 12 11 10 11 12 11 13 

No. 12 12 12 12 12 12 12 12 
300 Mean 405 435 459 480 504 528 542 137暑骨

S.D. 14 18 23 24 26 27 27 15D 

No. 12 12 12 12 12 12 12 12 
1000 Mean 404 436 458 475 497 519 529 125 

S.D. 16 19 26 26 30 30 34 21 

Unit: g 
No.: No. of animals 
-ー:pく0.01 (Significant difference from contro1 group) 
D: Dunnett・stest 
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Tab1e 3-2 

Dose 
国g/kg

No. 。 Mean 
S.D. 

No. 
100 Mean 

S.D. 

No. 
300 Mean 

S.D. 

No. 
1000 Mean 

S.D. 

Unit: g 
No.: No. of animals 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Body weight of fema1e rats during the pre-mating period (Main group) 

Day of administration 
Gain 

1 8 15 1-15 

12 12 12 12 
251 266 271 20 
17 18 18 12 

12 12 12 12 
250 260 270 19 
14 13 15 9 

12 12 12 12 
251 259 272 21 
12 12 13 9 

12 12 12 12 
252 261 268 16 
15 15 18 7 

No significant difference in any treated groups from control group. 
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Tab1e 3叩 3

Dose 
mg/kg 

No. 。 Mean 
S.D. 

No. 
100 Mean 

S.D. 

No. 
300 Mean 

S.D. 

No. 
1000 Mean 

S.D. 

Unit: g 
No.: No. of dams 
a): Gestation day 

。

12 
282 
20 

12 
275 
17 

11 
279 
11 

12 
278 
18 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administraion in rats 

Body weight of dams during the gestation period (Main group) 

Administration 
Gain 

7 14 20a) 0-20 

12 12 12 12 
312 347 430 148 
19 16 26 15 

12 12 12 12 
312 347 425 149 
15 16 22 18 

11 11 11 11 
314 352 431 153 
11 15 21 19 

12 12 12 12 
311 346 434 156 
19 24 26 12 

No significant difference in any treated groups from contro1 group. 
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Table 3明 4

Dose 
mg/kg 

No. 。 Mean 
S.D. 

No. 
100 Mean 

S.D. 

No. 
300 Mean 

S.D. 

No. 
1000 Mean 

S.D. 

Unit: g 
No.: No. of dams 
a): Lactation day 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Body weight of dams during the lactation period (Main group) 

Administration 
Gain 。 4a) 0-4 

12 12 12 
334 351 16 
22 15 17 

12 12 12 
333 348 15 
20 18 17 

11 11 11 
342 350 8 
16 17 15 

12 12 12 
337 346 9 
31 20 16 

No significant difference in any treated groups from control group. 
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Table 3-5 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Body weight of female rats (Satellite group， administration period) 

Day of administration 
Dose Gain 
mg/kg 1 8 15 22 29 36 42 1-42 

No. 10 10 10 10 10 10 10 10 。 Mean 248 261 274 281 288 302 303 56 
S.D. 13 16 19 18 20 22 19 11 

No. 10 10 10 10 10 10 10 10 
1000 Mean 246 260 270 278 285 293 297 51 

S.D. 12 18 21 24 29 31 30 21 

Unit: g 
No.: No. of animals 
No significant difference between treated group and control group. 
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Table 3-6 A combin巴drepeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Body weight of male rats (Recovery period) 

Day of recovery 
Dose Gain 
mg/kg 1 8 14 1-14 

No. 5 5 5 5 。 Mean 516 532 537 21 
S.D. 16 20 19 5 

No. 5 5 5 5 
1000 Mean 527 543 553 26 

S.D. 26 22 27 5 

Unit: g 
No.: No. of animals 
No significant difference between treated group and control group. 



Tab1e 3-7 

Dose 
皿g/kg 1 

No. 5 。 Mean 319 
S.D. 17 

No. 5 
1000 Mean 300 

S.D. 31 

Unit: g 
No.: No. of anima1s 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by oral administraion in rats 

Body weight of fema1e rats (Recovery period) 

Day of recovery 
Gain 

8 14 1-14 

5 5 5 
328 325 5 
18 15 12 

5 5 5 
307 306 6 
30 30 5 

No significant difference between treated group and control group. 
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Tab1e 4-1 

Dose 
mg/kg 

No. 。 Mean 
S.D. 

No. 
100 Mean 

S.D. 

No. 
300 Mean 

S.D. 

No. 
1000 Mean 

S.D. 

Unit: g/rat/day 
No.: No. of animals 

1 

12 
29 
2 

12 
29 
1 

12 
28 
2 

12 
27 
3 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administraion in rats 

Food consumption of male rats (Administration period) 

Day of administration 

8 15 30 36 42 

12 12 12 12 12 
30 29 28 29 26 
3 3 2 3 2 

12 12 12 12 12 
30 28 30 30 28 
2 3 2 2 2 

12 12 12 12 12 
30 30 29 30 29 
2 3 2 2 2 

12 12 12 12 12 
30 30 29 29 27 
3 3 4 3 4 

No significant difference in any treated groups from control group. 
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Tab1e 4-2 

Dose 
mg/kg 

No. 。 Mean 
S.D. 

No. 
100 Mean 

S.D. 

No. 
300 Mean 

S.D. 

No. 
1000 Mean 

S.D. 

Unit: g/rat/day 
No.: No. of anima1s 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Food consumption of fema1e rats during the pre-mating period (Main group) 

Day of administration 

1 8 15 

12 12 12 
20 23 20 
3 2 2 

12 12 12 
20 21 21 
2 3 3 

12 12 12 
19 19** 20 
3 4D 3 

12 12 12 
20 19* 19 
3 3D 3 

・: pく0.05; ・骨: pく0.01 (Significant difference from contro1 group) 
D: Dunnett's test 
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Tab1e 4-3 

Dose 
mg/kg 

No. 。 Mean 
S.D. 

No. 
100 Mean 

S.D. 

No. 
300 Mean 

S.D. 

No. 
1000 Mean 

S.D. 

Unit: g/rat/day 
No.: No. of dams 
a): Gestation day 

1 

12 
22 
3 

12 
22 
2 

11 
22 
3 

12 
22 
3 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediYl ester by oral administraion in rats 

Food consumption of dams during the gestation periOd (Main group) 

Administration 

7 14 20a) 

12 12 12 
26 27 25 
2 2 2 

12 12 12 
27 27 25 
2 2 3 

11 11 11 
26 27 23 
2 2 1 

12 12 12 
26 27 25 
3 3 2 

No significant difference in any treated groups from control group. 
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Tab1e 4-4 

Dose 
mg/kg 

No. 。 Mean 
S.D. 

No. 
100 Mean 

S.D. 

No. 
300 Mean 

S.D. 

No. 
1000 Mean 

S.D. 

Unit: g/rat/day 
No.: No. of dams 
a): Lactation day 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administraion in rats 

Food consumption of dams during the lactation period (Main group) 

Administration 

2 4a) 

12 12 
27 43 
4 4 

12 12 
25 42 
7 7 

11 11 
22 41 
5 6 

12 12 
24 40 
5 4 

No significant difference in any treated groups from control group. 
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Table 4-5 

Dose 
mg/kg 

No. 。 Mean 
S.D. 

No. 
1000 Mean 

S.D. 

Unit: g/rat/day 
No.: No. of animals 

1 

10 
18 
3 

10 
18 
3 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Food consumption of female rats (Satellite group， administration periOd) 

Day of administration 

8 15 30 36 42 

10 10 10 10 10 
20 23 21 21 19 
4 3 3 2 4 

10 10 10 10 10 
21 22 20 20 19 
5 3 2 3 2 

No significant difference between treated group and control group. 
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Table 4-6 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administraion in rats 

Food consumption of male rats (Recovery period) 

Day of recovery 
Dose 
mg/kg 

No. 。 Mean 
S.D. 

No. 
1000 Mean 

S.D. 

1 8 14 

5
9
1
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Unit: g/rat/day 
No.: No. of anima1s 
No significant difference between treated group and control group. 
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Tab1e 4-7 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， l，2-ethanediY1 ester by oral administraion in rats 

Food consumption of female rats (Recovery period) 

Day of recovery 
Dose 
mg/kg 1 8 14 

。 No. 
Mean 
S.D. 

5
9
2
 

噌
よ

ロ
υ
句

i
q
L

。，“
5
7
3
 

'i 

1000 
No. 
Mean 
S.D. 

5
8
2
 

1
4
 

5
0
4
 

9
“
 

5
7
4
 

1
4
 

Unit: g/rat/day 
No.: No. of animals 
No significant difference between treated group and control group. 
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Table 5-1 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2担 ethanediy1ester by oral administration in rats 

Urinalysis of male rats (Week 6 of administration) 

1) 2) 3) 
pH Protein Ketone body Glucose 

Dose No. 
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 >;9.0 ー+ー + ++ +++ 白骨 + ー + ++ +++ + ++ +++ ++++ 

。 5 。。。。。。1 。 4 。1 3 1 。 032  。。 5 0 o 0 。
100 5 。。。。。。1 1 3 1 1 300  1 2 1 1 0 5 000  。
300 5 。。。。。。。4 1 2 3 0 o 0 2 1 2 。。 5 0 。。。

1000 5 。。。。。。。2 3 。230  。 2 2 1 。。 5 。。。。

1) o mg/dL +ー: 15 mg/dL + : 30 mg/dL ++ : 100 mg/dL +++ : >;300 mg/dL 
2) ー: 0 mg/dL +ー: 5 mg/dL + : 15 mg/dL ++ : 40 mg/dL +++ : 80 mg/dL 
3) ー: 0 mg/dL + : 100 mg/dL ++ : 250 mg/dL +++ : 500 mg/dL ++++ : >;1000 mg/dL 



Table 5-2 

Dose No. 
mg/kg 

。 5 

100 5 

300 5 

1000 5 

4) ー: 0 皿g/dL
5) ー: 0 mg/dL 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Urinalysis of male rats (Week 6 of administration) 

4) 5) 
Occult blood Bi1irubin 

ー+ー + ++ +++ + ++ +++ 

1 4 0 0 。 5 0 0 0 

4 1 0 0 0 4 100  

1 4 0 0 0 5 。。。
1 4 0 0 0  5 0 。。

+ー: 0.015 mg/dL 
+ : 0.8 mg/dL 

6) 
Urobilinogen 

+ー + ++ +++ 

5 0 。。
500  。
5 0 0 0 

5 0 0 0 

7) 
Co1or 

LY Y DY 

050  

050  

050  

050  

++ : 0.135 mg/dL 
+++ : 3.2 mg/dL 

+++ : 0.405 mg/dL 

6) +ー: 0.1-1.0 E.U./dL + : 2.0 E.U./dL 
Y : Yellow 

+ : 0.062 mg/dL 
++ : 1.6 mg/dL 
++ : 4.0 E.U./dL 
DY : Dark yellow 

+++ : >=8.0 E.U./dL 
7) LY: Light ye110w 
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Tab1e 5-3 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. l.2-ethanediyl ester by oral administration in rats 

Urinalysis of male rats (Week 6 of administration) 

URINE SEDIMENT 

。

CRYSTALLIZATION 

RBC WBC SEC SREC Cast PS CO 
No. 

ー+ー + ++ +++ ー+ー + ++ +++ ー+ー + ++ +++ ー+ー + ++ +++ ー+ー + ー+- + ++ +++ ー+ー + ++ +++ 

5 5 。o 0 。 5 0 。。。。5 000  5 。。。。 5 。。。5 0 。。 5 0 。。。
5 5 0 0 0 0 5 0 0 0 0 。5 o 0 。 5 o 0 。。 5 0 。 o 5 0 0 。 5 。。。。
5 500  。。 5 0 0 0 0 。500  。 5 。000  5 00  。5 。o。 5 0 0 0 0 

5 5 o 0 0 0 5 0 0 0 0 。5 000  5 。。o 0 5 00  1 4 0  o 0 5 0 0 0 0 

Dose 
mg/kg 

100 

300 

1000 
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Negative 
+ー: Slight 
+ : Mild 
++ : Moderate 
+++ : Severe 
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Tab1e 5-4 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administration in rats 

Water intake and urinalysis of ma1e rats (Week 6 of administrationl 

Water Urine Osmotic Na K Cl 
Dose No. intake volume Pressure 
mg/kg mL/24h mL/24h mOsm/kg mmol/24h mmol/24h mmol/24h 

。 5 Mean 38 17.1 2051 1.89 5.21 2.34 
S.D. 7 5.9 485 0.26 0.79 0.35 

100 5 Mean 46 23.6 1612 2.03 5.43 2.50 
S.D. 15 12.8 395 0.47 1.44 0.50 

300 5 Mean 50 22.4 1793 1.62 4.98 2.22 
S.D. 21 14.8 749 0.30 0.74 0.48 

1000 5 Mean 42 23.9 1620 1. 82 5.22 2.34 
S.D. 21 11.2 584 0.45 1.33 0.38 

No significant difference in any treated groups from control group. 



Tab1e 5-5 

Dose No. 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Urina1ysis of fema1e rats (Sate11ite group. Week 6 of administration) 

1) 
pH Protein 

2) 

Ketone body 
3) 

G1ucose 

mg/kg 5.0 5.5 6.0 6.5 1.0 1.5 8.0 8.5 >=9.0 ー+ー + ++ +++ ー+ー+ ++ +++ ー +++ +++ ++++ 

。 5 。。
1000 5 。。

1) ー: 0 mg/dL 
2) ー: 0 mg/dL 
3) ー: 0 mg/dL 

。
。
。。。
1 。1 

+ー: 15 mg/dL 
+ー: 5 mg/dL 
+ : 100 mg/dL 

1 

。
。
2 

4 230  

1 2 2 

+ : 30 mg/dL 
+ : 15 mg/dL 

++・ 250mg/dL 

1 

。。
。。

5 0 0 0 0 

3 2 0 0 0 

++ : 100 mg/dL 
++ : 40 mg/dL 

+++ : 500 mg/dL 

5 0 0 0 0 

5 0 0 0  0 

+++ : >=300 mg/dL 
+++ : 80 mg/dL 

++++ : >=1000 mg/dL 

R-1089 



Table 5-6 

Dose No. 
mg/kg 

。 5 

1000 5 

4) ー: 0 mg/dL 
5) ー: 0 mg/dL 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Urinalysis of female rats (Satellite group， Week 6 of administration) 

4) 5) 6) 
Occult blood Bilirubin Urobilinogen 

7) 

Color 

ー+ー + ++ +++ + ++ +++ 

5 

5 

o 0 0 0 5 000  

o 0 0 0 5 000  

+ー: 0.015 mg/dL 
+ : 0.8 mg/dL 

+ー + ++ +++ 

5 000  

5 000  

LY Y DY 

050  

050  

++ : 0.135 mg/dL 
+++ : 3.2 mg/dL 

+++ : 0.405 mg/dL 

6) +ー: 0.1司1.0E.U./dL + : 2.0 E.U./dL 
Y : Yellow 

+ : 0.062 mg/dL 
++ : 1. 6 mg/dL 
++ : 4.0 E.U./dL 
DY : Dark yellow 

+++ : >=8.0 E.U./dL 
7) LY: Light yellow 
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Tab1e 5ω7 

RBC 
Dose No. 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Urina1ysis of fema1e rats (Sate11ite group. Week 6 of administration) 

URINE SEDIMENT 

CRYSTALLIZATION 

WBC SEC SREC Cast PS CO 

mg/kg -+ー+ ++ +++ー+ー+ ++ +++ー+ー+ ++ +++ー+ー+ ++ +++ー+ー+ー+ー+++ +++ー+ー+ ++ +++ 

o 5 5 0 0 0 0 5 0 0 0 0 0 5 0 0 0 5 0 0 0 0 50 0  2 3 0 0 0 5 0 0  0 0 

1000 5 5 0 0 0 0 5 0 0 0 0 0 5 0 0 0 5 0 0 0 0 5 0 0 1 4 0 0 0 5 0 0 0 0 

SEC : Squamous Epithe1ia1 Ce11 
SREC : Sma11 Round Epithe1ia1 Ce11 
PS : Phosphate Sa1ts 
CO : Ca1cium Oxa1ate 

Negative 
+ー: Slight 
+ : Mi1d 
++ : Moderate 
+++ : Severe 

R-1089 
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Tab1e 5-8 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Water intake and urinalysis of female rats (Satellite group， Week 6 of administration) 

Water Urine Osmotic Na K Cl 
Dose No. intake volume Pressure 
mg/kg mL/24h mL/24h mOsm/kg mmol/24h mmol/24h mmol/24h 

。 5 Mean 33 12.3 1979 1.23 3.37 1.53 
S.D. 10 6.5 540 0.34 1.07 0.44 

1000 5 Mean 29 8.8 2441 1.13 3.19 1.40 
S.D. 4 2.4 331 0.29 0.59 0.30 

No significant difference between treated group and control group. 
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Table 5-9 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administration in rats 

Urinalysis of male rats (Week 2 of recovery) 

pH 
1) 

Protein 
2 ) 

Ketone body 
3) 

Glucose 
Dose 
mg/kg 

No. 
5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 >;9.0 - + ー + ++ +++ ー+ー+ ++ +++ ー +++ +++ ++++ 

。 5 o 0 0 000  1 1 3 212  0 0 2 1 2 0 0 5 0 0 0 0 

5 0 0 0 0 1000 5 o 0 0 0 0 0 0 3 2 122  0 0 1 2 110  

)

)

)

 

1
ム
ワ
白
向
。

o mg/dL 
o mg/dL 
o mg/dL 

+- : 15 mg/dL 
+ー: 5 mg/dL 
+ : 100 mg/dL 

+ : 30 mg/dL 
+ : 15 mg/dL 

++ : 250 mg/dL 

++ : 100 mg/dL 
++ : 40 mg/dL 

+++ : 500 mg/dL 

+++ : >;300 mg/dL 
+++ : 80 mg/dL 

++++ : >;1000 mg/dL 



Table 5-10 A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Urina1ysis of male rats (Week 2 of recovery) 

4) 5) 6) 
Occult b100d Bilirubin Urobilinogen 

7) 

Color 
Dose No. 
mg/kg ー+ー + ++ +++ + ++ +++ 

。 5 140  

1000 5 4 1 。

4) ー: 0 mg/dL 
5) ー: 0 mg/dL 
6) +ー: 0.1-1.0 E.U./dL 
7) LY: Light yellow 

。
。
。 4 100  

。 5 000  

+山: 0.015 mg/dL 
+ : 0.8 mg/dL 
+ : 2.0 E.U./dL 
Y : Yellow 

+ー + ++ +++ 

5 。。。
5 。。。

+ : 0.062 mg/dL 
++ : 1.6 mg/dL 
++ : 4.0 E.U./dL 
DY : Dark ye110w 

LY Y DY 

050  

050  

++ : 0.135 mg/dL 
+++ : 3.2 mg/dL 
+++ : >=8.0 E.U./dL 

+++ 0.405 mg/dL 
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Tab1e 5-11 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Urinalysis of male rats (Week 2 of recovery) 

URINE SEDIMENT 

CRYSTALLIZATION 

RBC WBC SEC SREC Cast PS CO 
Dose No. 
mg/kg -+ー+ ++ +++ー+ー+ ++ +++ー+ー+ ++ +++ー+ー+ ++ +++ー+ー+ー+- + ++ +++ー+ー+ ++ +++ 

o 5 500  0 0 5 0 0 0 0 0 5 0 0 0 5 0 0 0 0 5 0 0  1 4 0  0 0 5 0 0  0 0 

1000 5 5 0 0 0 0 5 0 0 0 0 0 5 0 0 0 5 0 0 0 0 5 0 0 1 4 0 0 0 5 0 0 0 0 

SEC : Squamous Epithelial Cell 
SREC : Small Round Epithelial Ce11 
PS : Phosphate Salts 
CO : Calcium Oxalate 

Negative 
+ー: Slight 
+ : Mild 
++ Moderate 
+++ : Severe 

R-1089 



Tab1e 5-12 

Water 
Dose No. intake 
mg/kg mL/24h 

。 5 Mean 44 
S.D. 6 

1000 5 Mean 48 
S.D. 31 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Water intake and urina1ysis of ma1e rats (Week 2 of recovery) 

Urine Osmotic Na K C1 
vo1ume Pressure 
血L/24h mOsm/kg mmo1/24h mmo1/24h mmo1/24h 

18.6 1909 1. 77 5.52 2.31 
5.4 132 0.46 1.44 0.55 

25.6 1668 1.97 5.46 2.37 
15.1 693 0.60 1.44 0.51 

No significant difference between treated group and contro1 group. 
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R-1089 

Tab1e 5特 13 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid，工， 2-ethanediylester by oral administration in rats 

Urina1ysis of fema1e rats (Week 2 of recovery) 

pH 
1) 

Protein 
2 ) 

Ketone body 
3) 

Glucose 
Dose 
mg/kg 

No. 
5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 >=9.0 - + ー + ++ +++ ー+ー+ ++ +++ ー +++ +++ ++++ 

。 5 o 0 0 0 0 1 0 1 3 3 2 0 0 0 

2 230  0 0 

4 100  0 

23000  

5 0 0 0 0 

5 0 0 0 0 1000 5 o 0 0 3 0 0 0 0 

)

)

)
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A
U
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u
 

r
f
r
f
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F
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u
 

+ー: 15 mg/dL 
+ー: 5 mg/dL 

100 mg/dL 

+ : 30 mg/dL 
+ : 15 mg/dL 

++ : 250 mg/dL 

++ : 100 mg/dL 
++ : 40 mg/dL 

+++ : 500 mg/dL 

+++ : >=300 mg/dL 
+++ : 80 mg/dL 

++++ : >=1000 mg/dL 



Table 5-14 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Urinalysis of female rats (Week 2 of recovery) 

4) 5) 6) 
Occult blood Bilirubin Urobilinogen 

7) 

Color 
Dose No. 
mg/kg ー+ー + ++ +++ + ++ +++ 

。 5 5 0 0  。
1000 5 5 。。。

4) ー: 0皿g/dL
5) ー: 0 mg/dL 
6) +目: 0.1-1.0 E.U./dL 
7) LY: Light yellow 

。 5 o 0 0 

。 5 。。

+ー: 0.015 mg/dL 
+ : 0.8 mg/dL 
+ : 2.0 E.U./dL 
Y : Yellow 

。

+ー + ++ +++ 

5 0 。。
5 0 。。

+ : 0.062 mg/dL 
++ : 1. 6 mg/dL 
++ : 4.0 E.U./dL 
DY : Dark yellow 

LY Y DY 

050  

050  

++ 

+++ 

+++ 

0.135 mg/dL 
3.2 mg/dL 
>=8.0 E.U./dL 

+++ : 0.405 mg/dL 
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Table 5-15 

RBC 
Dose No. 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Urinalysis of female rats (Week 2 of recovery) 

URINE SEDIMENT 

CRYSTALLIZATION 

WBC SEC SREC Cast PS CO 

mg/kg - +ー+ ++ +++ー+ー+ ++ +++ー+ー+ ++ +++ー+ー+ ++ +++ー+ー+ー+ー+++ +++ー+ー+ ++ +++ 

o 5 5 0 0 0 0 5 0 000  0 5 0 0 0 5 0 0 0 0 5 0 0  1 4 0 0 0  5 0 0 0 0 

1000 5 5 0 0 0 0 5 0 0 0 0 0 5 0 0 0 5 0 0 0 0 5 0 0 2 3 0 0 0 5 0 0 0 0 

SEC : Squamous Epithelial Cell 
SREC : Small Round Epithelial Cell 
PS : Phosphate Salts 
CO : Calcium Oxalate 

Negative 
Slight 

+ : Mild 
++ : Moderate 
+++ : Severe 

R-1089 
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Tab1e 5-16 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Water intake and urinalysis of female rats (Week 2 of recovery) 

Water Urine Osmotic Na K Cl 
Dose No. intake volume Pressure 
mg/kg mL/24h mL/24h mOsm/kg mmol/24h mmol/24h m皿ol/24h

。 5 Mean 37 13.1 1970 1.16 3.10 1.40 
S.D. 21 9.4 683 0.19 0.67 0.34 

1000 5 Mean 31 9.0 2350 0.93 2.76 1.18 
S.D. 10 4.9 666 0.17 0.53 0.26 

No significant difference between treated group and control group. 



Table 6-1 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Hematology of male rats (End of administration) 

RBC Hb Ht MCV 
Dose No. 
mg/kg X10'/μL g/dL % fL 

。 5 Mean 856 15.5 43.6 50.9 
S.D. 21 0.3 1.1 0.9 

100 5 Mean 906・ 15.4 43.9 48.5・
S.D. 29D 0.4 1.3 1.4D 

300 5 Mean 876 15.3 43.7 49.9 
S.D. 26 0.5 1.3 1.1 

1000 5 Mean 884 15.4 44.2 50.0 
S.D. 16 0.5 1.1 1.8 

暑: pく0.05 (Significant difference from control group) 
D: Dunnett・stest 

MCH MCHC Reticu-
locyte 

pg g/dL % 

18.1 35.5 2.3 
0.3 0.6 0.4 

17.0・ 35.0 2.2 
0.6D 0.2 0.3 

17.5 35.0 2.1 
0.3 0.3 0.4 

17.4 34.8 2.2 
0.8 0.5 0.2 

Plate- PT APTT Fibri-
let nogen 

X10'/μL s s 狙g/dL

104.3 17.8 25.6 295 
7.6 2.3 2.4 47 

98.3 16.9 23.5 276 
11.6 0.9 2.0 20 

102.1 16.9 25.6 292 
13.7 1.8 4.9 24 

105.8 17.5 23.8 269 
15.8 3.2 0.7 34 

R-1089 
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Tab1e 6-2 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Hemato1ogy of ma1e rats (End of administration) 

WBC Differentia1 1eukocyte counts (%) Differentia1 1eukocyte counts (X10'/μL) 
Dose No. 
mg/kg X10'/μL Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC 

。 5 Mean 74.2 73.1 22.1 1.5 0.3 2.6 0.5 53.9 16.6 1.0 0.3 2.0 0.4 
S.D. 22.3 5.3 4.4 0.4 0.1 0.8 0.3 16.1 6.2 0.3 0.2 1.0 0.3 

100 5 M巴an 85.8 70.6 23.7 1.7 0.3 3.0 0.8 60.4 20.4 1.3 0.3 2.7 0.8 
S.D. 31.3 4.9 6.2 1.1 0.2 0.7 0.8 21.6 10.0 0.5 0.2 1.4 0.9 

300 5 Mean 65.3 71.2 22.9 1.9 0.3 2.9 0.7 46.3 15.1 1.2 0.2 1.9 0.5 
S.D. 17.2 4.5 4.3 0.4 0.2 0.4 0.5 11.8 5.3 0.3 0.2 0.6 0.4 

1000 5 Mean 66.9 72.2 23.6 1.5 0.3 2.1 0.3 48.3 15.8 1.0 0.2 1.4 0.2 
S.D. 8.5 3.7 3.4 0.7 0.1 0.3 0.1 7.3 2.6 0.4 0.1 0.2 0.1 

LUC: Large unstained ce11s 
No significant difference in any treated groups from contro1 group. 



Tab1e 6-3 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Hematology of female rats (Lactation day 5) 

RBC Hb Ht MCV 
Dose No. 
mg/kg X10'1μL g/dL % fL 

。 5 Mean 788 14.4 41. 8 53.2 
S.D. 63 1.0 2.4 1.4 

100 5 Mean 792 14.2 41.2 52.0 
S.D. 31 0.5 1.8 1.3 

300 5 Mean 775 14.0 40.4 52.2 
S.D. 52 0.7 2.0 2.0 

1000 5 Mean 745 13.7 39.4 52.9 
S.D. 50 0.5 1.9 1.3 

*: p<0.05 (Significant difference from control group) 
D: Dunnett's test 

MCH MCHC Reticu-
locyte 

pg g/dL 克

エ8.3 34.5 6.3 
0.2 0.5 2.5 

17.9 34.4 5.4 
0.4 0.7 0.9 

18.1 34.6 5.6 
0.7 0.1 1.8 

18.3 34.7 7.0 
0.6 0.5 1.2 

Plate- PT APTT Fibri司

let nogen 
X10'1μL s s mg/dL 

144.8 14.0 18.1 381 
29.1 0.8 1.5 79 

146.2 14.0 17.8 290 
12.7 0.7 4.5 49 

146.9 14.5 21.1 300 
23.1 0.4 2.8 41 

148.2 14.5 19.1 263* 
18.5 1.1 1.5 63D 
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Tab1e 6-4 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Hemato1ogy of fema1e rats (Lactation day 5) 

WBC Differentia1 1eukocyte counts (克) Differentia1 1eukocyte counts (X10'/μL) 
Dose No. 
mg/kg X10'/μL Lymph. Neut. Eosino. 

。 5 Mean 131.5 61. 0 35.2 0.8 
S.D. 24.2 6.9 7.0 0.2 

100 5 Mean 102.8 66.9 29.0 1.1 
S.D. 39.5 7.2 6.8 0.4 

300 5 Mean 84.0骨 70.2 24.8冊 1.3 
S.D. 5.8D 2.8 2.9D 0.8 

1000 5 Mean 90.1 61. 6 33.5 0.9 
S.D. 30.1 5.4 5.8 0.3 

LUC: Large unstained ce11s 
骨: p<0.05 (Significant difference from contro1 group) 
D: Dunnett's test 

Baso. Mono. LUC Lymph Neut. Eosino. Baso. Mono. 

0.4 2.3 0.4 79.8 46.5 1.0 0.5 3.1 
0.1 0.7 0.1 16.6 13.3 0.2 0.2 1.2 

0.2長 2.4 0.4 66.8 31.6 1.1 0.2・ 2.6 
0.1D 0.7 0.2 20.8 16.6 0.7 0.2D 1.5 

0.3 2.7 0.8 58.9 20.9・ 1.1 0.2・ 2.3 
0.1 1.0 0.4 4.3 3.2D 0.7 0.1D 0.8 

0.3 3.0 0.8 54.5 31.2 0.8 0.2* 2.7 
0.1 0.3 0.6 15.7 13.9 0.4 0.1D 0.8 

R-1089 

LUC 

0.6 
0.2 

0.5 
0.4 

0.6 
0.4 

0.7 
0.5 



Table 6-5 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Hematology of female rats (Satellite group， End of administration) 

RBC Hb Ht MCV 
Dose No. 
mg/kg X104/μL g/dL % fL 

。 5 Mean 849 15.7 44.1 51. 9 
S.D. 37 0.4 1.2 1.1 

1000 5 Mean 871 15.6 43.9 50.4骨

S.D. 38 0.5 2.2 0.8T 

*: P<0.05 (Significant difference from control group) 
T: Student's t-test 

MCH MCHC Reticu- Plate-
locyte let 

pg g/dL % X104/μL 

18.4 35.5 2.0 109.2 
0.4 0.3 0.5 16.5 

17.9侵 35.5 1.8 110.6 
0.3T 0.6 0.8 14.3 

PT APTT Fibri-
nogen 

s s mg/dL 

13.8 18.1 228 
0.9 2.3 9 

13.8 18.5 211* 
0.6 0.9 13T 
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Table 6-6 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Hematology of female rats (Satellite group， End of administration) 

WBC Differential leukocyte counts (屯) Differential leukocyte counts (X102/μL) 
Dose No. 
mg/kg X102/μL Lymph. Neut. Eosino. 

。 5 Mean 49.5 76.1 19.9 1.6 
S.D. 12.0 6.1 5.6 0.4 

1000 5 Mean 40.1 71.5 24.4 1.3 
S.D. 12.7 5.3 5.1 0.3 

LUC: Large unstained cells 
骨: pく0.05 (Significant difference from control group) 
T: Student's t-test 

Baso. 

0.3 
0.1 

0.2 
0.1 

Mono. LUC Lymph. Neut. Eosino. Baso. Mono. 

1.6 0.4 38.1 9.4 0.8 0.1 0.8 
0.5 0.3 11.8 1.6 0.2 0.1 0.1 

2.3 0.4 28.2 10.1 0.5・ 0.0 1.0 
0.7 0.2 7.0 5.2 0.1T 0.1 0.5 

R-1089 

LUC 

0.2 
0.2 

0.2 
0.1 
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Table 6-7 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Hematology of male rats (End of recovery) 

RBC Hb 日t MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen 
mg/kg X104/μL g/dL 9包 fL pg g/dL 克 X104/μL s s mg/dL 

。 5 Mean 932 16.1 46.3 49.7 17.3 34.7 2.1 95.5 15.5 22.8 268 
S.D. 48 0.2 0.6 2.0 0.9 0.5 0.1 1.8 1.5 3.1 43 

1000 5 Mean 913 15.8 45.2 49.5 17.4 35.0 2.1 101.6 15.7 22.4 257 
S.D. 20 0.4 1.1 1.1 0.3 0.2 0.4 11.3 2.0 2.0 31 

No significant difference between treated group and control group. 
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Tab1e 6-8 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Hemato1ogy of ma1e rats (End of recovery) 

WBC Differentia1 1eukocyte counts (%) Differentia1 1eukocyte counts (X102/μL) 
Dose No. 
mg/kg X102/μL Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC 

。 5 Mean 16.5 15.0 20.1 1.1 0.3 2.4 0.6 51.5 15.4 1.3 0.2 1.1 0.4 
S.D. 21.1 4.9 4.9 0.5 0.1 0.5 0.3 11.0 5.2 0.6 0.1 0.3 0.1 

1000 5 Mean 14.6 13.5 21.2 2.0 0.3 2.5 0.5 55.6 15.1 1.5 0.2 1.8 0.4 
S.D. 22.1 5.5 5.6 0.8 0.0 0.5 0.4 19.1 3.6 0.8 0.1 0.4 0.3 

LUC: Large unstained ce11s 
No significant difference betw巴entreated group and contro1 group. 
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Tab1e 6叩 9 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Hemato1ogy of fema1e rats (End of recovery) 

RBC Hb Ht MCV MCH MCHC Reticu- P1ate- PT APTT Fibri-
Dose No. 10cyte 1et nogen 
mg/kg X10・/μL g/dL % fL pg g/dL 克 X104/μL s s mg/dL 

。 5 Mean 845 15.5 43.7 51.8 18.4 35.5 2.0 108.5 12.2 18.1 198 
S.D. 37 0.5 1.3 2.4 0.9 0.2 0.5 14.7 0.5 1.8 16 

1000 5 Mean 861 15.3 42.8 49.8 17.8 35.7 2.0 112.6 12.1 18.9 180 
S.D. 29 0.4 1.0 1.3 0.4 0.3 0.3 7.4 0.1 1.0 20 

No significant difference between treated group and contro1 group. 
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Table 6-10 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Hematology of female rats (End of recovery) 

WBC Differential leukocyte counts (克) Differential leukocyte counts (X102/μL) 
Dose No. 
mg/kg X102/μL Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC 

。 5 Mean 54.3 76.1 19.6 1.6 0.2 2.0 0.4 41.2 10.7 0.9 0.1 1.1 0.2 
S.D. 8.7 7.3 7.3 0.3 0.0 0.5 0.2 7.2 4.3 0.2 0.0 0.3 0.1 

1000 5 Mean 46.4 77.8 17.0 1.9 0.2 2.4 0.7 36.0 8.0 0.8 0.1 1.1 0.3 
S.D. 6.5 6.7 6.9 0.8 0.1 0.7 0.4 5.0 3.8 0.3 0.0 0.3 0.2 

LUC: Large unstained cells 
No significant differenc母 betweentreated group and control group. 
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Tab1e 7-1 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

B100d chemistry of ma1e rats (End of administration) 

AST ALT LDH 了一GTP ALP TBA T.cho TG PL T.bi1i- G1ucose 
Dose No. (GOT) (GPT) rubin 
mg/kg IU/L IU/L IU/L IU/L IU/L μmo1/L mg/dL 皿g/dL mg/dL mg/dL mg/dL 

。 5 Mean 66 29 61 1 382 8.1 48 38 78 0.1 140 
S.D. 5 4 18 。 67 2.9 11 17 9 0.0 12 

100 5 Mean 69 31 52 1 367 7.2 50 52 84 0.1 146 
S.D. 6 2 12 。 42 1.1 14 14 14 0.0 11 

300 5 Mean 67 29 52 1 359 8.4 50 36 83 0.1 141 
S.D. 7 2 16 。 68 4.3 6 12 3 0.0 11 

1000 5 Mean 63 28 43 l 329 10.5 50 33 83 0.1 130 
S.D. 7 4 8 。 80 6.9 10 14 13 0.0 7 

No significant difference in any treated groups from contro1 group. 
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Table 7-2 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

B100d chemistry of male rats (End of administration) 

BUN Crea- Na K Cl Ca P TP Albumin A/G 
Dose No. tinine 
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL 

。 5 Mean 15 0.25 144 4.3 108 9.5 5.7 5.7 3.1 1.16 
S.D. 4 0.04 1 0.2 2 0.3 0.7 0.1 0.1 0.08 

100 5 Mean 15 0.24 142 4.5 106 9.5 5.9 5.7 3.1 1.17 
S.D. 3 0.04 1 0.1 1 0.3 0.5 0.3 0.1 0.07 

300 5 Mean 14 0.24 143 4.4 107 9.5 5.8 5.7 3.0 1.14 
S.D. 1 0.04 1 0.2 1 0.3 0.5 0.2 0.1 0.09 

1000 5 Mean 15 0.25 143 4.4 106 9.6 5.8 5.6 3.1 1.19 
S.D. 2 0.04 2 0.1 1 0.5 0.7 0.2 0.1 0.04 

No significant difference in any treated groups from contro1 group. 
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Tab1e 7-3 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl 巴sterby oral administration in rats 

Blood chemistry of female rats (Lactation day 5) 

AST ALT LDH 了一GTP ALP TBA T.cho TG PL T. bili- Glucose 
Dose No. (GOT) (GPT) rubin 
mg/kg IU/L IU/L IU/L IU/L IU/L 月目ol/L mg/dL mg/dL mg/dL mg/dL mg/dL 

。 5 Mean 80 52 33 1 277 23.9 54 87 119 0.1 122 
S.D. 16 10 6 1 84 21.6 7 25 13 0.0 11 

100 5 Mean 69 41 39 1 321 14.4 55 62 111 0.1 126 
S.D. 9 12 9 。 84 8.1 8 42 12 0.0 8 

300 5 Mean 78 44 42 1 238 14.5 50 52 101 0.1 113 
S.D. 18 15 11 。 65 8.7 8 26 18 0.0 9 

1000 5 Mean 77 40 44 1 190 14.2 53 53 110 0.1 114 
S.D. 8 7 9 。 47 3.3 7 22 10 0.0 6 

No significant difference in any treated groups from control group. 



Table 7-4 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2白 ethanediylester by oral administration in rats 

Blood chemistry of female rats (Lactation day 5) 

BUN Crea- Na K C1 Ca P TP Albumin A/G 
Dose No. tinine 
mg/kg mg/dL mg/dL mI日ol/L mmol/L 血血ol/L mg/dL mg/dL g/dL g/dL 

。 5 Mean 14 0.24 139 4.3 104 10.2 6.8 6.0 3.4 1. 26 
S.D. 2 0.04 1 0.3 3 0.2 0.6 0.4 0.2 0.04 

100 5 Mean 13 0.24 141 4.3 107 10.2 6.5 5.9 3.3 1.24 
S.D. 1 0.02 2 0.3 3 0.2 0.3 0.2 0.1 0.09 

300 5 Mean 16 0.24 141 4.2 108・ 10.1 6.5 6.0 3.3 1. 25 
S.D. 3 0.03 1 0.4 1D 0.3 0.7 0.1 0.1 0.10 

1000 5 Mean 15 0.26 141 4.1 107 10.1 6.7 6.0 3.3 1. 22 
S.D. 2 0.03 1 0.2 2 0.4 0.7 0.1 0.1 0.12 

毎: pく0.05 (Significant difference from control group) 
D: Dunnett's test 
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Tab1e 7-5 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Blood chemistry of female rats (Satellite group， End of administration) 

AST ALT LDH y-GTP ALP TBA T.cho TG PL T.bili- G1ucose 
Dose No. (GOT) (GPT) rubin 
mg/kg IU/L IU/L IU/L IU/L IU/L μmOl/L mg/dL mg/dL mg/dL mg/dL mg/dL 

。 5 Mean 61 26 42 1 205 13.6 64 21 127 0.1 134 
S.D. 6 1 6 。 86 4.9 6 10 10 0.0 10 

1000 5 Mean 59 30骨骨 41 1 176 10.9 65 20 123 0.1 136 
S.D. 7 1T 8 。 36 3.3 16 7 27 0.0 12 

ー*: p<0.01 (Significant difference from control group) 
T: Student ・s t-test 
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Table 7-6 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Blood chemistry of female rats (Satellite group. End of administration) 

BUN Crea- Na K Cl Ca P TP Albumin A/G 
Dose No. tinine 
mg/kg mg/dL mg/dL mmo1/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL 

。 5 Mean 16 0.26 141 4.4 109 10.0 4.4 6.3 3.6 1.35 
S.D. 2 0.01 1 0.1 1 0.3 1.0 0.3 0.2 0.06 

1000 5 Mean 17 0.29 141 4.3 108 10.1 4.5 6.4 3.6 1.33 
S.D. 2 0.03 1 0.2 1 0.3 0.7 0.4 0.2 0.13 

No significant difference between treated group and contro1 group. 
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Tab1e 7-7 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Blood chemistry of male rats (End of recovery) 

AST ALT LDH 了一GTP ALP TBA T.cho TG PL T.bili- Glucose 
Dose No. (GOT) (GPT) rubin 
血g/kg IU/L IU/L 工U/L IU/L IU/L μmol/L mg/dL mg/dL mg/dL mg/dL mg/dL 

。 5 Mean 65 31 48 1 329 11.2 52 55 84 0.1 142 
S.D. 10 4 6 。 65 5.6 6 32 9 0.0 13 

1000 5 Mean 70 29 49 1 312 12.1 50 30 79 0.1 138 
S.D. 6 1 6 。 49 6.6 12 11 14 0.0 20 

No significant difference between treated group and contro1 group. 



R-I089 

Table 7-8 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Blood chemistry of ma1巴 rats (End of recovery) 

BUN Crea- Na K C1 Ca P TP A1bumin A/G 
Dose No. tinine 
mg/kg mg/dL mg/dL mmo1/L mmo1/L mmo1/L mg/dL mg/dL g/dL g/dL 

。 5 Mean 16 0.22 142 4.4 105 9.8 5.5 5.8 3.0 1.09 
S.D. 1 0.04 1 0.2 1 0.2 0.4 0.0 0.0 0.04 

1000 5 Mean 17 0.26 142 4.5 106 9.6 5.7 5.7 3.0 1.11 

S.D. 2 0.05 1 0.3 1 0.2 0.4 0.2 0.0 0.06 

No significant difference between treated group and contro1 group. 



Tab1e 7-9 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administration in rats 

Blood chemistry of fema1e rats (End of recovery) 

AST ALT LDH 了一GTP
Dose No. (GOT) (GPT) 
mg/kg IU/L IU/L 工U/L IU/L 

。 5 Mean 58 26 43 1 
S.D. 6 5 10 。

1000 5 Mean 68 34 42 1 
S.D. 21 15 9 。

骨: pく0.05 (Significant difference from control group) 
T: Student's t-test 

ALP TBA 

工U/L μ皿ol/L

170 16.2 
20 5.9 

133骨 14.3 
17T 4.4 

T.cho TG PL T.bi1i- G1ucose 
rubin 

mg/dL mg/dL mg/dL mg/dL mg/dL 

77 31 139 0.1 137 
19 16 32 0.0 6 

73 23 130 0.1 136 
5 20 9 0.0 10 
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Tab1e 7-10 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Blood chemistry of fema1e rats (End of recovery) 

BUN Crea- Na K Cl Ca P TP Albumin A/G 
Dose No. tinine 
mg/kg 皿g/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL 

。 5 Mean 15 0.30 141 4.2 108 10.0 3.9 6.5 3.7 1.30 
S.D. 1 0.02 2 0.4 2 0.3 0.5 0.4 0.3 0.10 

1000 5 Mean 15 0.28 141 4.2 107 10.0 3.7 6.3 3.6 1.35 
S.D. 2 0.02 1 0.1 1 0.1 0.9 0.4 0.2 0.13 

No significant difference between treated group and control group. 



Tab1e 8-1 

Dose 
mg/kg 

Abso1ute 0 

100 

300 

1000 

Re1ative 0 

100 

300 

1000 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Organ weight of ma1e rats (End of administration) 

Body Brain Pituitary Thyroid Thymus Heart 
weight (R+L) 

E g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) 

7 7 7 7 7 7 
493 2.11 13.6 22.7 267 1.46 
21 0.10 1.3 2.0 74 0.08 

12 12 12 12 12 12 
506 2.09 13.6 23.4 334 1.46 
12 0.08 1.5 3.4 115 0.07 

12 12 12 12 12 12 
508 2.11 13.8 23.1 276 1.58 
27 0.08 1.4 4.0 57 0.16 

7 7 7 7 7 7 
503 2.19 13.6 23.4 283 1.44 
34 0.06 1.0 3.6 49 0.12 

7 7 7 7 7 
0.43 2.8 4.6 55 0.30 
0.03 0.3 0.3 16 0.01 

12 12 12 12 12 
0.41 2.7 4.6 66 0.29 
0.02 0.3 0.7 24 0.02 

12 12 12 12 12 
0.42 2.7 4.6 55 0.31 
0.02 0.2 0.8 12 0.03 

7 7 7 7 7 
0.44 2.7 4.7 56 0.29 
0.03 0.2 0.8 8 0.01 

No significant difference in any treated groups from contro1 group. 
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Tab1e 8-2 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Organ weight of male rats (End of administration) 

Liver Spleen Kidney Adrenal Seminal Prostate 
Dose (R+L) (R+L) vesicle 
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) 

No. 7 7 7 7 7 7 
Absolute 。 Mean 12.23 0.79 3.15 61 1. 74 1.22 

S.D. 1.13 0.11 0.29 10 0.15 0.12 

No. 12 12 12 12 12 12 
100 Mean 12.93 0.81 3.18 72 1. 86 1.37 

S.D. 0.99 0.12 0.19 12 0.23 0.26 

No. 12 12 12 12 12 12 
300 Mean 12.96 0.80 3.27 69 1. 86 1.34 

S.D. 1.00 0.09 0.24 12 0.21 0.19 

No. 7 7 7 7 7 7 
1000 Mean 12.60 0.81 3.21 75 1.85 1.48 

S.D. 1.32 0.07 0.26 14 0.28 0.23 

No. 7 7 7 7 7 7 
Relative 。 Mean 2.48 0.16 0.64 13 0.35 0.25 

S.D. 0.15 0.03 0.04 2 0.04 0.03 

No. 12 12 12 12 12 12 
100 Mean 2.55 0.16 0.63 14 0.37 0.27 

S.D. 0.18 0.02 0.04 2 0.04 0.05 

No. 12 12 12 12 12 12 
300 Mean 2.55 0.16 0.65 14 0.37 0.27 

S.D. 0.09 0.01 0.04 2 0.04 0.03 

No. 7 7 7 7 7 7 
1000 Mean 2.50 0.16 0.64 15 0.37 0.29 

S.D. 0.13 0.02 0.04 3 0.06 0.04 

No significant difference in any treated groups from control group. 



Tab1e 8-3 

Dose 
mg/kg 

Abso1ute 0 

100 

300 

1000 

Re1ative 0 

100 

300 

1000 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administraion in rats 

Organ weight of ma1e rats (End of administration) 

Testis 
(R+L) 

g(g/100g BW) 

7 
3.21 
0.29 

12 
3.18 
0.30 

12 
3.30 
0.24 

7 
3.18 
0.16 

7 
0.65 
0.04 

12 
0.63 
0.06 

12 
0.65 
0.05 

7 
0.63 
0.05 

Epididymis 
(R+L) 

mg(mg/100g BW) 

7 
1307 
193 

12 
1314 

94 

12 
1314 
110 

7 
1323 
104 

7 
265 
36 

12 
260 
20 

12 
259 
21 

7 
263 
18 

No significant difference in any treated groups from contro1 group. 
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Tab1e 8-4 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Organ weight of fema1e rats (Lactation day 5) 

BOdy Brain Pituitary Thyroid Thymus Heart 
weight (R+L) Dose 

mg/kg E g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) 

No. 12 。 Mean 318 
S.D. 15 

No. 12 
Abso1ute 100 Mean 313 

S.D. 21 

No. 11 
300 Mean 318 

S.D. 14 

No. 12 
1000 Mean 312 

S.D. 17 

No. 。 Mean 
S.D. 

No. 
Re1ative 100 Mean 

S.D. 

No. 
300 Mean 

S.D. 

No. 
1000 Mean 

S.D. 

毎: p<0.05 (Significant difference from contro1 group) 
D: Dunnett's test 

12 
2.03 
0.08 

12 
1. 96・
0.05D 

11 
1.97 
0.05 

12 
1.99 
0.06 

12 
0.64 
0.04 

12 
0.63 
0.04 

11 
0.62 
0.03 

12 
0.64 
0.03 

12 12 12 12 
18.7 16.8 229 1.04 
1.9 2.9 67 0.08 

12 12 12 12 
18.3 16.6 251 1. 00 
2.4 4.5 57 0.07 

11 11 11 11 
18.2 16.0 287 1.03 
2.0 3.2 71 0.06 

12 12 12 12 
18.2 17.2 218 1. 02 
1.9 3.2 45 0.06 

12 12 12 12 
5.9 5.3 72 0.33 
0.5 0.9 20 0.02 

12 12 12 12 
5.9 5.3 80 0.32 
0.8 1.3 16 0.02 

11 11 11 11 
5.7 5.0 90 0.32 
0.7 1.0 22 0.02 

12 12 12 12 
5.8 5.5 70 0.33 
0.5 0.9 14 0.02 
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Tab1e 8同 5 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Organ weight of fema1e rats (Lactation day 5) 

Liver Sp1een Kidney Adrena1 Ovary Uterus 
Dose (R+L) (R+L) (R+L) 
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) 

No. 12 12 。 Mean 10.85 0.76 
S.D. 0.96 0.13 

No. 12 12 
Abso1ute 100 Mean 10.00・ 0.67 

S.D. 0.73D 0.07 

No. 11 11 
300 Mean 10.22 0.68 

S.D. 0.74 0.09 

No. 12 12 
1000 Mean 10.24 0.71 

S.D. 0.62 0.09 

No. 12 12 。 Mean 3.41 0.24 
S.D. 0.23 0.04 

No. 12 12 
Re1ative 100 Mean 3.20 0.21 

S.D. 0.22 0.02 

No. 11 11 
300 Mean 3.21 0.22 

S.D. 0.21 0.03 

No. 12 12 
1000 Mean 3.29 0.23 

S.D. 0.23 0.03 

骨: p<0.05; 暑昏: pく0.01 (Significant difference from contro1 group) 
D: Dunnett's test 

12 12 12 12 
2.27 82 116.3 756 
0.18 11 15.1 118 

12 12 12 12 
2.15 76 102.0・・ 715 
0.16 13 10.0D 89 

11 11 11 11 
2.22 79 108.8 799 
0.11 9 10.3 124 

12 12 12 12 
2.18 81 106.7 782 
0.17 10 7.9 76 

12 12 12 12 
0.71 26 36.5 237 
0.04 3 4.5 37 

12 12 12 12 
0.69 24 32.7 230 
0.05 5 4.2 33 

11 11 11 11 
0.70 25 34.3 251 
0.04 3 4.0 39 

12 12 12 12 
0.70 26 34.2 251 
0.05 3 2.2 28 
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Tab1e 8-6 

Dose 
mg/kg 

Absolute 0 

1000 

Relative 0 

1000 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Organ weight of female rats (Satellite group. End of administration) 

Body Brain Pituitary Thyroid Thymus 
weight (R+L) 

Heart 

E g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) 

5 5 5 5 5 5 
277 1.96 15.7 14.8 335 0.88 
15 0.08 1.0 2.3 65 0.09 

5 5 5 5 5 5 
279 1. 94 16.0 14.1 286 0.93 
33 0.08 2.3 3.0 88 0.08 

5 5 5 5 5 
0.71 5.7 5.4 121 0.32 
0.02 0.3 1.0 21 0.02 

5 5 5 5 5 
0.70 5.8 5.1 101 0.33 
0.06 0.9 1.3 23 0.03 

No significant difference between treated group and control group. 
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Tab1e 8-7 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Organ weight of female rats (Satellite group， End of administration) 

Liver Spleen Kidney Adrenal Ovary Uterus 
Dose (R+L) (R+L) (R+L) 
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) 

No. 5 5 5 5 5 5 
Absolute 。 Mean 7.01 0.51 1.86 64 87.1 561 

S.D. 0.49 0.04 0.12 11 17.5 98 

No. 5 5 5 5 5 5 
1000 Mean 6.97 0.51 1. 88 70 94.8 549 

S.D. 1.01 0.09 0.15 14 6.8 114 

No. 5 5 5 5 5 5 
Relative 。 Mean 2.53 0.19 0.67 23 31.6 203 

S.D. 0.09 0.01 0.02 4 7.0 42 

No. 5 5 5 5 5 5 
1000 Mean 2.49 0.18 0.68 26 34.2 200 

S.D. 0.15 0.03 0.09 8 4.1 49 

No significant difference between treated group and control group. 



Tab1e 8-8 

Dose 
mg/kg 

Abso1ute 0 

1000 

Re1ative 0 

1000 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Organ weight of ma1e rats (End of recovery) 

Body Brain Pituitary Thyroid Thymus Heart 
weight (R+L) 

g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) 

5 5 5 5 5 5 
509 2.14 13.0 21.9 256 1.49 
17 0.07 1.1 6.9 45 0.06 

5 5 5 5 5 5 
524 2.18 12.6 22.4 252 1.46 
29 0.08 1.2 3.3 47 0.14 

5 5 5 5 5 
0.42 2.6 4.3 50 0.29 
0.03 0.2 1.3 10 0.01 

5 5 5 5 5 
0.42 2.4 4.3 48 0.28 
0.03 0.2 0.5 7 0.02 

No significant difference between treated group and contro1 group. 
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Table 8-9 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administraion in rats 

Organ weight of male rats (End of recovery) 

Liver Spleen Kidney Adrenal Seminal Prostate 
Dose (R+L) (R+L) vesicle 
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) 

No. 5 5 5 5 5 5 
Absolute 。 Mean 13.72 0.82 3.32 62 1. 73 1.43 

S.D. 1. 56 0.09 0.31 日 0.25 0.26 

No. 5 5 5 5 5 5 
1000 Mean 12.81 0.79 3.28 67 1. 85 1.45 

S.D. 1. 08 0.12 0.18 8 0.23 0.25 

No. 5 5 5 5 5 5 
Relative 。 Mean 2.69 0.16 0.65 12 0.34 0.28 

S.D. 0.24 0.02 0.06 1 0.06 0.05 

No. 5 5 5 5 5 5 
1000 Mean 2.44 0.15 0.63 13 0.35 0.28 

S.D. 0.12 0.02 0.02 2 0.03 0.04 

No significant difference between treated group and control group. 



Tab1e 8-10 

Dose 
mg/kg 

Abso1ute 0 

1000 

Re1ative 0 

1000 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， l，2-ethanediy1 ester by ora1 administraion in rats 

Organ weight of ma1e rats (End of recovery) 

Testis 
(R+L) 

g(g/100g BW) 

5 
3.25 
0.13 

5 
3.37 
0.14 

5 
0.64 
0.04 

5 
0.65 
0.04 

Epididymis 
(R+L) 

mg(mg/100g BW) 

5 
1382 

44 

5 
1306* 

40T 

5 
272 
15 

5 
250・
10T 

場: pく0.05 (Significant difference from control group) 
T: Student's t-test 
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Tab1e 8-11 

Dose 
mg/kg 

Absolute 0 

1000 

Relative 0 

1000 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Organ weight of female rats (End of recovery) 

Body Brain Pituitary Thyroid Thymus Heart 
weight (R+L) 

E g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) 

5 5 5 5 5 5 
308 1.95 17.7 15.1 285 0.95 
14 0.05 2.3 3.0 77 0.05 

5 5 5 5 5 5 
289 1.97 17.4 13.1 307 0.93 
26 0.04 3.5 1.8 67 0.06 

5 5 5 5 5 
0.63 5.7 4.9 92 0.31 
0.02 0.6 0.8 23 0.01 

5 5 5 5 5 
0.69 6.0 4.5 105 0.32 
0.06 0.8 0.6 16 0.02 

No significant difference between treated group and control group. 
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Tab1e 8-12 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Organ weight of female rats (End of recovery) 

Liver Spleen Kidney Adrenal Ovary Ut巴rus
Dose (R+L) (R+L) (R+L) 
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) 犯g(mg/100gBW) mg(mg/100g BW) 

No. 5 5 5 5 5 5 
Absolute 。 Mean 7.83 0.57 1.94 65 100.0 552 

S.D. 0.90 0.07 0.13 11 23.8 124 

No. 5 5 5 5 5 5 
1000 Mean 7.03 0.49 1. 95 72 81.6 584 

S.D. 0.75 0.04 0.09 18 8.9 113 

No. 5 5 5 5 5 5 
Relative 。 Mean 2.54 0.19 0.63 21 32.4 180 

S.D. 0.21 0.02 0.02 3 7.2 44 

No. 5 5 5 5 5 5 
1000 Mean 2.43 0.17 0.68 24 28.4 202 

S.D. 0.08 0.02 0.05 5 4.2 32 

No significant difference between treated group and control group. 
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Organs Sex: M M M M 
Dose(mUgI/nkb g): 

。 100 300 1000 
Findings Number: 7 12 12 7 

A11 tissues 
Not remarkab1e 7 12 12 7 

M : Ma1e 
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Table 9-2 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Gross pathological findings (End of administration (D42)) 

urgans 

Findings 

Sex: 
Dose(mg/kg) : 

Number: 

F
0
5
 

F 
1000 

5 

Stomach 
Focus，dark red，glandular stomach 1 。

F : Female 
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Tab1e 9-3 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by ora1 administration in rats 

Gross patho1ogica1 findings (End of administration (L4)) 

Organs Sex: F F F F 
Dose(mg/kg) : 。 100 300 1000 

Findings Number: 12 12 11 12 

Stomach 
Focus，dark red，glandu1ar stomach l 2 2 1 

F : Fema1e 
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Tab1e 9-4 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Gross pathological findings (End of recovery period) 

Organs Sex: M M F F 
Dose(mg/kg) : 。 1000 。 1000 

Findings Number: 5 5 5 5 

Stomach 
Focus，dark red，glandular stomach 1 。 2 。

M : Male， F : Female 



Table 9-5 

Organs 

Findings 

All tissues 
Not remarkable 

F : Female 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Gross pathological findings (Undeliver巴d)

Sex: 
Dose(mg/kg) : 

Number: 

F 
300 

1 

1 

R-l089 



R-1089 

Tab1e 10-1 A cornbined repeated dose toxicity study with the reproduction/developrnental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral adrninistration in rats 

Histopathological findings (End of adrninistration (D42)) 

Organs Sex: M M M M 
Dose(rng/kg) : 。 100 300 1000 

Findings Nurnber: 5 5 5 5 

Adrenal 
Nurnber exarnined 5 。 。 5 
Not rernarkable 5 。 。 5 

Bone+Bone rnarrow，fernoral 
Nurnber exarnined 5 。 。 5 
Not rernarkable 5 。 。 5 

Cerebellurn(pons) 
Nurnber exarnined 5 。 。 5 
Not rernarkable 5 。 。 5 

C巴rebrurn
Nurnber exarnined 5 。 。 5 
Not rernarkable 5 。 。 5 

EP 1d i dyDme is 
Nurnber exarnined 5 。 。 5 
Not rernarkable 5 。 。 5 

Eye 
Nurnber exarnined 5 。 。 5 
Not rernarkable 5 。 。 5 

Heart 
Nurnber exarnined 5 。 。 5 
Not rernarkable 5 。 。 4 
Cell infiltration 。 。 。 1 

rninirnal 。 。 。 1 
Intestine，duodenurn 

Nurnber exarnined 5 。 。 5 
Not rernarkable 5 。 。 5 

Intestine，jejunurn 
Nurnber exarnined 5 。 。 5 
Not rernarkable 5 。 。 5 

Intestine，ileurn(Peyer・spatch) 
Nurnber exarnined 5 。 。 5 
Not rernarkable 5 。 。 5 

Intestine，cecurn 
Nurnber exarnined 5 。 。 5 
Not rernarkable 5 。 。 5 

Intestine，colon 
Nurnber exarnined 5 。 。 5 
Not rernarkable 5 。 。 5 

Intestine，recturn 
Nurnber exarnined 5 。 。 5 
Not rernarkable 5 。 。 5 

Kidney 
Nurnber exarnin巴d 5 。 。 5 
Not rernarkable 2 。 。 2 
Regeneration，tubular 3 。 。 3 

rninirnal 3 。 。 3 
Liver 

Nurnber exarnined 5 。 。 5 
Microgranulorna 5 。 。 5 

rninimal 。戸 。 。 5 

問 Male



Table 10-2 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Histopathological findings (End of administration (D42)) 

Organs Sex: M M M M 
Dose(mg/kg) : 。 100 300 1000 

Findings Number: 5 5 5 5 

LunNgu (bronchus ) 
mber examined 5 。 。 5 

Not remarkable 4 。 。 5 
Aggregation.foamy cell 1 。 。 。

minimal 1 。 。 。
LympN h node ，mesenter ic 

umber examined 5 。 。 5 
Not remarkable 5 。 。 5 

LympN h node ，submandibular 
umber examined 5 。 。 5 

Not remarkable 5 。 。 5 
Pancreas 

Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

parathzro id 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Pituitary 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Prostate 
Number examined 5 。 。 5 
Not remarkable 1 。 。 1 
Cel1 infiltration 4 。 。 4 

minimal 4 。 。 4 
Salivary gland.submandibular 

Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Sciatic nerve 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Seminal v巴sicle(Coagulatinggland) 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Skeletal muscle.femoral 
Number examined 5 。 。 5 
Not remarkable 3 。 。 3 
Degeneration.muscular 2 。 。 2 

minimal 2 。 。 2 
Spinal cord.thoracic 

Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Spleen 
Number examined 5 。 。 5 
Not remarkable 1 。 。 。
EfeElatop1 o ies is .ext ramed1111ary 4 。 。 5 

minimal 4 。 。 5 

M Male 

R-1089 



Tab1e 10-3 

Organs 

Findings 

Stomach 
Number examined 
Not remarkable 

Testis 
Number examined 
Not remarkable 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Histopathological findings (End of administration (D42)) 

Sex: M M M M 
Dose(mg/kg) : 。 100 300 1000 

Numb巴r: 5 5 5 5 

5 。 。 5 
5 。 。 5 

5 。 。 5 
3 。 。 5 

At rop1hy1m ，semln1fe rous tubular 2 。 。 。
minimal 2 。 。 。

ThymN us 
umber examined 5 。 。 5 

Not remarkable 5 。 。 5 
Thyroid 

Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Trachea 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Ur inarb y b1adder 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

M : Male 

R-1089 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Histopathological findings (End of administration (D42)) 

Table 10-4 

F 
1000 

5 

P
4
A
U
R
U
 

Sex: 
Dose(mg/kg) : 

Number: 

Organs 

Findings 

5 
5 

5 
5 

5
-
D
 
m
D
5
 
F
h
υ
E
U
 

F
D
5
 
5

戸

hυ

FO
同じ

F
O
5
 

5
5
 

民

υ戸
hu

5
5
 

5
4
0
G
O
o
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-
o
o
 

5 
5 

5

5

 
5 
5 

5 
5 

5 
5 

5
5
 5
5
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b

5
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w
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5 
5 

5
F
U
 
5
5
 民
υ
η
A
t
i
1
よ
噌
ム
ー
ム
咽
ム
ー
ム
1
4
1
よ

Adrenal 
Number examined 
Not remarkable 

Bone+Bone marrow，femoral 
Number examined 
Not remarkable 

Cerebellum(pons) 
Number examined 
Not remarkable 

Cerebrum 
Number examined 
Not remarkable 

Eye 
Numb巴rexamined 
Not remarkable 

Heart 
Number examined 
Not remarkable 

工ntestine，duodenum
Numb巴rexamined 
Not remarkable 

Intestine，jejunum 
Number examined 
Not remarkable 

Intestine，ileum(Peyer's patch) 
Number examined 
Not remarkable 

Intestine，cecum 
Number examined 
Not remarkabl巴

Intestine，colon 
Number examined 
Not remarkable 

Intestine，rectum 
Number examined 
Not remarkable 

Kidney 
Number examined 
Not remarkable 
Regeneration，tubular 

minimal 
Urinary cast，hyaline 

minimal 
Cell infiltration 

minimal 
Hyperplasia，transitional，focal 

mild 
Liver 

Number examined 
Microgranuloma 

minimal 

5
5
5
 

F : Female 

Eυ
戸

hUFhυ



Table 10-5 

Organs 

Findings 

LunNgu(mbb ronchus ) 
er examined 

Not remarkable 
LympNh u node ，IEeseater1c 

mber examined 
Not remarkable 

LympNh umnb ode ，S11bmandibular 
er examined 

Not remarkable 
Ovary umb 

Number examined 
Not remarkabl巴

Pancreas 
Number examined 
Not remarkable 

parathzroid 
Number examined 
Not remarkable 

Pituitary 
Number examined 
Not remarkable 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Histopathological findings (End of administration (D42)) 

Sex: F F 
Dose(mg/kg) : 。 1000 

Number: 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 

Salivary gland.submandibular 
Number examined 5 5 
Not remarkable 5 5 

Sciatic nerve 
Number examined 5 5 
Not remarkable 5 5 

Skeletal muscle.femoral 
Number examined 5 5 
Not remarkable 5 5 

Spinal cord.thoracic 
Number examined 5 5 
Not remarkab1e 5 5 

Spleen 
Number examined 5 5 
Not remarkab1e 。 2 
He m atopi o ies is，ext ramedullary 5 3 

minimal 5 3 
Stomach 

Number examined 5 5 
Not remarkab1e 5 5 

ThymNuums b 
er examined 5 5 

Not remarkab1e 5 5 

F : Fema1e 

R-1089 
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Table 10-6 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Histopathological findings (End of administration (D42)) 

Organs Sex: F F 
Dose(mg/kg) : 。 1000 

Findings Number: 5 5 

Thyroid 
Number examined 5 5 
Not remarkable 5 5 

Trachea 
Number examined 5 5 
Not remarkable 5 5 

Urin1a1Erlb y bladder 
Number examined 5 5 
Not remarkab1e 5 5 

Uterus 
Number examined 5 5 
Not remarkable 5 5 

VagN ina 
umber examined 5 5 

Not remarkable 5 5 

F : Fema1e 
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Organs Sex: F F F F 
Dose(mg/kg) : 。 100 300 1000 

Findings Number: 5 5 5 5 

Adrenal 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Bone+Bone marrow，femoral 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Cerebellum(pons) 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Cerebrum 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Eye 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Heart 
Number examined 5 。 。 5 
Not remarkable 5 。 。 4 
Fibrosis，myocardial 。 。 。 1 

minimal 。 。 。 1 
Intestine，duodenum 

Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Intestine，jejunum 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Intestine，ileum(Peyer's patch) 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Intestine，cecum 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Intestine，colon 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Intestine，rectum 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Kidney 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Liver 
Number examined 5 。 。 5 
Not remarkable 。 。 。 2 
Microgranu工oma 5 。 。 3 

minimal 5 。 。 3 
LunNgu (bronchus ) 

mber examined 5 。 。 5 
Not remarkable 5 。 。 5 

F : Female 
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Tab1e 10-8 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2四 ethanediylester by ora1 administration in rats 

Histopathological findings (End of administration (L4)) 

Organs Sex: F F F F 
Dose(mg/kg) : 。 100 300 1000 

Findings Number: 5 5 5 5 

LympN h node ，mesenter ic 
umber examined 5 。 。 5 

Not remarkable 5 。 。 5 
LympN h node ，subIIland1b111ar 

umber examined 5 。 。 5 
Not remarkable 5 。 。 5 

Ovary 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Pancreas 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

parathzro i d 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Pituitary 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Salivary gland工，submandibular 
Number examined 5 。 。 b 

Not remarkabl巴 5 。 。 5 
Sciatic nerve 

Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Skeletal muscle，femoral 
Number examined 5 。 。 5 
Not remarkabl巴 5 。 。 5 

Spinal cord，thoracic 
Number examined 5 。 。 5 
Not remarkab1e 5 。 。 5 

Spleen 
Number examined 5 。 。 5 
HeInatop1 oies is ，extramedullary 5 。 。 5 

minima1 4 。 。 5 
mild 1 。 。 。

Stomach 
Number examined 5 。 。 5 
Not remarkable 4 。 。 4 
Erosion，glandular stomach 1 。 。 1 

minimal 1 。 。 1 
Thymus 

Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Thyroid 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Trachea 
Number examined 5 。 。 5 
Not remarkab1e 5 。 。 5 

F : Fema1巴
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Tab1e 10-9 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Histopatho1ogical findings (End of administration (L4)) 

Organs Sex: F F F F 
Dose(mg/kg) : 。 100 300 1000 

Findings Number: 5 5 5 5 

Ur inarb y bladder 
Number examined 5 。 。 5 
Not remarkable 5 。 。 5 

Uterus 
Numb巴rexamined 5 。 。 5 
Not remarkable 5 。 。 5 

vagN ina 
umber examined 5 。 。 5 

Not remarkable 5 。 。 5 

F : Female 



Tab1e 10-10 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-巴thanediylester by oral administration in rats 

Histopathological findings (End of recovery period) 

Organs 

Findings 

Epididymis 
Number examined 
Not remarkable 

Testis 
Number examined 
Not remarkable 

Sex: 
Dose(mg/kg) : 

Number: 

Atrophy，seminiferous tubular 
minimal 

M : Male， F : Female 
- : Not applicable 

M M 。 1000 
5 5 

5 5 
5 5 

5 5 
4 5 
1 。
1 。

F F 。 1000 
5 5 

R-1089 
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Table 10-11 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Histopathological findings (Undelivered) 

Organs 

Findings 

Adrenal 
Number examin巴d
Not remarkable 

Bone+Bone marrow，femoral 
Number examined 
Not remarkable 

Cerebellum(pons) 
Number examined 
Not remarkable 

Cerebrum 
Number examined 
Not remarkable 

Eye 
Number examined 
Not remarkable 

Heart 
Numb巴rexamined 
Not remarkable 

工ntestine，duodenum
Number examined 
Not remarkable 

Intestine，jejunum 
Number examined 
Not remarkable 

Intestine，ileum(Peyer's patch) 
Number examined 
Not remarkable 

Intestine，cecum 
Number examined 
Not remarkable 

Intestine，colon 
Number examined 
Not remarkable 

Intestine，rectum 
Number examined 
Not remarkable 

Kidney 
Number examined 
Regeneration，tubular 

minimal 

Sex: 
Dose(mg/kg) : 

Number: 

F 
300 

1 

Liver 
Number examined 
Microgranuloma 

minimal 
Lung(bronchus) 

Number examined 
Aggregation，foamy cell 

minimal 

1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
4
1
-
1
1
1
1
1
1
 

F : Female 
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Tab1e 10-12 
cd 

十しa
 

r
 

vd t
n
 

-
可
ム
、
ム

c
 

・1
n

X

0

 

0

1

 

+
し
+
し

a
 

守
S
4
F
L

a
t
 

+し

eda--
e
n
 

m
・1

p
m
 

o
d
 

-
ム

a
e
 

V
1
4
 

e
a
 

d
r
 

r
f
n
u
 

n
 

o
v
d
 

i
b
 

+しρ
U
F
L
 

u
e
 

AU+し
O

S

 

V
A
ρ
し
v

n
y
 

ρし
U
1よ

r
y
 

・句よ
e句

α
h
e
 

t
n
 

a
 

h
h
 

+
し
十
U

・
1
e

w
-

内

4

、』，

y

'

d

 

A
U
1
e
 

u

r

 

t

，

e
 

S

A

U

V

 

s
i

・宅
4

y
c
l
 

t

a

e

 

-
-
、
q

c
c
n
 

i
-
-
u
 

x

O

(

 

o
n
 

t

a

s

 

c

g

 

e
e
n
 

S
唱

d

・1

o
a
、G

d

t

n

 

nし
・

可

ム

『

d
o
g
t

e
 

t
ρ
z
l
 

a
o
a
 

e

c

 

p

t

i

 

e

s

g

 

r
e
o
 

+し

1
ム

d

o

 

e
v
h
u
h
 

n

n

t

 

・

-
-
l
a

b

n

p

 

m
e
o
 

o

e

t

 

n
u
vム

Q
U

ハ
し
.
、
ム

A

S

H

 

Organs 

Findings 

Lymph node，mesenteric 
Number examined 
Not remarkab1e 

Lymph node，submandibu1ar 
Number examined 
Not remarkab1e 

Ovary 
Number examined 
Not remarkab1e 

Pancreas 
Number examined 
Not remarkab1e 

Parathyroid 
Number examined 
Not remarkab1e 

Pituitary 
Number examined 
Not remarkab1e 

Sa1ivary gland，submandibu1ar 
Number examined 
Not remarkab1e 

Sciatic nerve 
Number examined 
Not remarkab1e 

Ske1eta1 musc1e，femora1 
Number examined 
Degeneration，muscu1ar 

minima1 
Spina1 cord，thoracic 

Number examined 
Not remarkab1e 

Sp1een 
Number examined 
Hematopoiesis，extramedu11ary 

minima1 
Stomach 

Number examined 
Not remarkab1e 

Thymus 
Number examined 
Not remarkab1e 

Thyroid 
Number examined 
Not remarkab1e 

Trachea 
Number examined 
Not remarkab1e 

Sex: 
Dose(mg/kg) : 

Number: 

F 
300 

1 

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

 

F : Fema1e 



R-10S9 

Tab1e 10-13 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Histopathological findings (Undelivered) 

Organs 

Findings 

Urinary bladder 
Number examined 
Not remarkable 

Uterus 
Number examined 
Not remarkable 

Vagina 
Number examined 
Degeneration，mucinous，mucosal 

mild 
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F 
300 

1 

1

1

1

1

1
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F : Female 
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Tab1e 11 A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octad巴canoicacid， 1，2-ethanediyl ester by oral administraion in rats 

Estrous cycle in female rats during the pre-mating period 

Count of estrus Mean duration 
Dose No. of of cycles 
mg/kg animals 。 1 2 3 4 Mean+S.D. Mean+S.D. 

。 12 1 。 。 1 10 3.6+1.2 4.0+0.0 

100 12 。 。 。 5 7 3.6+0.5 4.2+0.3 

300 12 。 。 。 8 4 3.3+0.5 4.2+0.3 

1000 12 。 。 。 6 6 3.5+0.5 4.0+0.1 

No significant difference in any treated groups from control group. 



Tab1e 12 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Mating and fertility of animals 

Male 

Days until Copulation Insemination Days until 
Dose No. of copulation index index No. of copulation 
mg/kg males Mean+S.D. {克) a) (克) b) females Mean+S.D. 

。 12 3.0+1.1 12/12(100.0) 12/12(100.0) 12 

100 12 2.8+1.1 12/12(100.0) 12/12(100.0) 12 

300 12 1.9+1.4 12/12(100.0) 11/12( 91.7) 12 

1000 12 2.5+1.4 12/12(100.0) 12/12(100.0) 12 

a): (No. of copulated animals / No. of mated animals) X 100 
b): (No. of ma1es which impregnated females / No. of copu1ated ma1es) X 100 
c): (No. of pregnant females / No. of copulated females) X 100 
No significant difference in any treated groups from control group. 

3.0+1.1 

2.8+1.1 

1.9+1.4 

2.5+1.4 

Female 

Copulation Fertility 
index index 
(主) a) (克) c) 

12/12(100.0) 12/12(100.0) 

12/12(100.0) 12/12(100.0) 

12/12(100.0) 11/12( 91.7) 

12/12(100.0) 12/12(100.0) 

R-1089 



Tab1e 13 A combined repeated dose toxicity study with the reproduction/dev巴lopmentaltoxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Delivery data on dams 

No. of No. of 
No. of females Delivery Gestation No. of implan- Implan-

Dose pregnant with index length corpora tation tation 
mg/kg fema1es liveborns 克 a) in days lutea sites index % b) 

Total 12 12 100.0 198 193 。 Mean 21. 7 16.5 16.1 97.9 
S.D. 0.5 2.3 1.9 5.8 

Total 12 12 100.0 190 180 
100 Mean 21.8 15.8 15.0 94.8 

S.D. 0.5 1.3 1.4 5.2 

Total 11 11 100.0 181 172 
300 Mean 21. 5 16.5 15.6 95.2 

S.D. 0.5 2.0 2.0 5.7 

Total 12 12 100.0 193 185 
1000 Mean 21.6 16.1 15.4 96.1 

S.D. 0.5 1.4 1.2 4.9 

a): (No. of females which de1ivered liveborns / No. of pregnant females) X 100 
b): (No. of implantation sites / No. of corpora lutea) X 100 
c): (No. of stillborns / No. of liveborns and stillborns) X 100 
d): No. of delivered pups with externa1 abnormalities 

No. of 
sti11-
borns 
(克)c)

2 
1.1) 
2.5) 

。
0.0) 
0.0) 

。
0.0) 
0.0) 

。
0.0) 
0.0) 

e): (No. of delivered pups with external abnormalities / No. of liveborns and stillborns) X 100 
f): (No. of liveborns / No. of implantation sites) X 100 
No significant difference in any treated groups from control group. 

No. of External d) 
live- abnor-
borns malities(克)e)

176 。
14.7 0.0) 
1.8 0.0) 

159 。
13.3 0.0) 
2.3 0.0) 

159 。
14.5 0.0) 
2.5 0.0) 

180 。
15.0 0.0) 
1.0 0.0) 

R-1089 

Live birth 
index 

% f) 

91.6 
8.7 

88.4 
13.8 

92.1 
6.3 

97.5 
4.0 



Tab1e 14 

R-1089 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Viabi1ity index of pups 

Dose 
mg/kg 

Viability 
No. of live pups index on 

No. of postnata1 
dams Day 0 Day 4 day 4 克 a)
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1000 
Tota1 
Mean 
S.D. 

12 

176 175 
14.7 14.6 99.5 
1.8 1.7 1.7 

159 157 
13.3 13.1 98.6 
2.3 2.4 3.3 

159 155 
14.5 14.1 98.1 
2.5 2.1 6.4 

180 171 
15.0 14.3 94.8 
1.0 1.8 8.1 

a): (No. of 1ive pups on postnata1 day 4 / No. of 1iveborns) X 100 
No significant difference in any treated groups from contro1 group. 
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Table 15 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Sex ratio of pups 

Liveborns Sex ratio of Postnatal day 4 Sex ratio of 
liveborns live pups 

Dose No. of No. of No. of at birth No. of No. of No. of on day 4 
mg/kg dams males females a) dams males females b) 

Total 88 88 88 87 。 12 Mean 7.3 7.3 0.50 12 7.3 7.3 0.50 
S.D. 1.9 1.8 0.12 1.9 1.9 0.12 

Total 82 77 82 75 
100 12 Mean 6.8 6.4 0.53 12 6.8 6.3 0.53 

S.D. 1.4 2.2 0.11 1.4 2.3 0.12 

Total 78 81 77 78 
300 11 Mean 7.1 7.4 0.50 11 7.0 7.1 0.50 

S.D. 2.0 2.7 0.15 2.0 2.2 0.14 

Total 101 79 96 75 
1000 12 Mean 8.4 6.6 0.56 12 8.0 6.3 0.55 

S.D. 2.0 1.5 0.12 2.4 1.1 0.11 

a): No. of liveborn males / No. of liveborns 
b): No. of live males on day 4 / No. of live pups on day 4 
No significant difference in any treated groups from control group. 



Table 16 

Dose 
mg/kg 

No. 。 Mean 
S.D. 

No. 
100 Mean 

S.D. 

No. 
300 Mean 

S.D. 

No. 
1000 Mean 

S.D. 

Unit: g 
No.: No. of dams 
a): Postnatal day 

。

12 
6.5 
0.5 

12 
6.7 
0.6 

11 
6.5 
0.7 

12 
6.4 
0.4 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Body weight of pups 

Male Female 

4a) Gain 。 4a) Gain 

12 12 12 12 12 
9.7 3.2 6.0 9.0 2.9 
1.1 0.7 0.5 1.0 0.5 

12 12 12 12 12 
10.1 3.4 6.3 9.6 3.3 
1.2 0.9 0.6 0.9 0.8 

11 11 11 11 11 
9.8 3.3 6.2 9.2 3.0 
1.4 0.9 0.6 1.3 0.9 

12 12 12 12 12 
9.4 2.9 6.1 8.6 2.6 
0.9 0.7 0.3 1.2 1.0 

No significant difference in any treated groups from control group. 

R-1089 
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Tab1e 17 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Externa11y for gross abnorma1ities in pups on postnata1 day 4 

Dose (mg/kg) 。 100 300 1000 

Ma1e 
No. of pups examined 88 82 77 96 

No. of pups with abnorma1 findings 。 。 。 。

Fema1e 
No. of pups examined 87 75 78 75 

No. of pups with abnorma1 findings 。 。 。 。



Appendix 1-1 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Individua1 clinical signs in male rats (Administration period) 

Dose (mg/kg): 0 

Day of administration 
Animal 
number 1-7 8-14 15-21 22-28 29-35 36-42 43a) 

1001 
1002 
1003 
1004 
1005 
1006 
1007 
1008 
1009 
1010 
1011 
1012 

a): Day of necropsy 
ー: No abnormal findings 

R-1089 



Appendix 1-2 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

lndividual c1inica1 signs in male rats (Administration period) 

Dose (mg/kg): 100 

Day of administration 
Anima1 
number 1-7 8-14 15-21 22-28 29-35 36-42 43a) 

2001 
2002 
2003 
2004 
2005 
2006 
2007 
2008 
2009 
2010 
2011 
2012 

a): Day of necropsy 
ー: No abnormal findings 

R-1089 



Appendix 1-3 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administraion in rats 

lndividual c1inica1 signs in ma1e rats (Administration period) 

Dose (mg/kg)・ 300

Day of administration 
Anima1 
number 1-7 8-14 15-21 22-28 29-35 36-42 43a) 

3001 
3002 
3003 
3004 
3005 
3006 
3007 
3008 
3009 
3010 
3011 
3012 

a): Day of necropsy 
ー: No abnorma1 findings 

R-1089 



Appendix 1-4 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， l，2-ethanediyl ester by oral administraion in rats 

Individual clinical signs in male rats (Administration period) 

Dose (mg/kg): 1000 

Day of administration 
Animal 
number 1-7 8-14 15-21 22-28 29-35 36-42 43a) 

4001 
4002 
4003 
4004 
4005 
4006 
4007 
4008 
4009 
4010 
4011 
4012 

a): Day of necropsy 
ー: No abnormal findings 

R-1089 



Appendix 1-5 

Animal 
number 

1101 
1102 
1103 
1104 
1105 
1106 
1107 
1108 
1109 
1110 
1111 
1112 

1 2 

ー: No abnormal findings 

R-1089 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administraion in rats 

lndividual clinical signs in female rats during the pre-mating period (Main group) 

Dose (mg/kg): 0 

Day of administration 

3 4 5 6 7 8 9 10 11 12 13 14 15 



Appendix 1-6 

Anima1 
number 

2101 
2102 
2103 
2104 
2105 
2106 
2107 
2108 
2109 
2110 
2111 
2112 

1 2 

ー: No abnorma1 findings 

R-1089 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 ad宜linistraionin rats 

Individua1 c1inica1 signs in fema1e rats during the pre-mating period (Main group) 

Dose (mg/kg): 100 

Day of administration 

3 4 5 6 7 8 9 10 11 12 13 14 15 



Appendix 1-7 

Animal 
number 

3101 
3102 
3103 
3104 
3105 
3106 
3107 
3108 
3109 
3110 
3111 
3112 

1 2 

ー: No abnormal findings 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

lndividual clinical signs in female rats during the pre-mating period (Main group) 

Dose (mg/kg): 300 

Day of administration 

3 4 5 6 7 8 9 10 11 12 13 14 15 

R-1089 



Appendix 1-8 

Animal 
number 

4101 
4102 
4103 
4104 
4105 
4106 
4107 
4108 
4109 
4110 
4111 
4112 

1 2 

ー: No abnormal findings 

R-1089 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， l，2-ethanediy1 ester by ora1 administraion in rats 

Individua1 c1inica1 signs in female rats during the pre-mating period (Main group) 

Dose (mg/kg): 1000 

Day of administration 

3 4 5 6 7 8 9 10 11 12 13 14 15 



Appendix 1-9 

Dam 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individua1 clinical signs in dams during the gestation period (Main group) 

Dose (mg/kg): 0 

Administration 

number 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 

1101 
1102 
1103 
1104 
1105 
1106 
1107 
1108 
1109 
1110 
1111 
1112 

a): Gestation day 
ー: No abnormal findings 
d: Delivery 
/d: Found delivery after the observation of general conditions. 

R-1089 

20 21 22a) 

d 
d 

ー/d
d 

ー/d
d 
d 
d 

ー/d
ー/d

d 
d 



Appendix 1-10 

Dam 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual clinical signs in dams during the gestation period (Main group) 

Dose (mg/kg): 100 

Administration 

number 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 

2101 
2102 
2103 
2104 
2105 
2106 
2107 
2108 
2109 
2110 
2111 
2112 

a): Gestation day 
ー: No abnormal findings 
d: De1ivery 
/d: Found delivery after the observation of genera1 conditions. 

R-1089 

20 21 22a) 

d 
d 
d 

ー/d
一/d

d 
ー/d
d 
d 
ー/d

ー/d
ー/d
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Appendix 1-11 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， l，2-ethanediy1 ester by ora1 administraion in rats 

Individua1 c1inica1 signs in dams during the gestation period (Main group) 

Dose (mg/kg): 300 

Administration 
Dam 
number 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22a) 

d 
d 

ー/d
ー/d
d 
ー/d

ー/d
ー/d

d 
ー/d
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a): Gestation day 
ー: No abnormal findings 
d: De1ivery 
/d: Found de1ivery after the observation of genera1 conditions. 
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Appendix 1-12 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

lndividual clinical signs in dams during the gestation period (Main group) 

Dose (mg/kg): 1000 

Administration 
Dam 
number 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22a) 

4101 
4102 
4103 
4104 
4105 
4106 
4107 
4108 
4109 
4110 
4111 
4112 

d 
d 
-/d 

時 /d

-/d 
-/d 
山 /d
-/d 

d 

A
U
A
U
A
U
 

a): Gestation day 
ー: No abnormal findings 
d: Delivery 
/d: Found delivery after the observation of general conditions. 



Appendix 1-13 

Dam 
number 

1101 
1102 
1103 
1104 
1105 
1106 
1107 
1108 
1109 
1110 
1111 
1112 

。

a): Lactation day 
b): Day of necropsy 

1 

ー: No abnormal findings 

R-1089 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

lndividual clinical signs in dams during the lactation period (Main group) 

Dose (mg/kg): 0 

Administration 

2 3 4a) 5b) 



Appendix 1-14 

Dam 
number 

2101 
2102 
2103 
2104 
2105 
2106 
2107 
2108 
2109 
2110 
2111 
2112 

。

a): Lactation day 
b): Day of necropsy 

1 

時: No abnorma1 findings 

R-1089 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Individua1 c1inica1 signs in dams during the 1actation period (Main group) 

Dose (mg/kg): 100 

Administration 

2 3 4a) 5b) 



R-1089 

Appendix 1-15 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediYl ester by oral administraion in rats 

Individual clinical signs in dams during the lactation period (Main group) 

Dose (mg/kg): 300 

Administration 
Dam 
number 。 1 2 3 4a) 5b) 
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a): Lactation day 
b): Day of necropsy 
ー: No abnormal findings 



Appendix 1-16 

Dam 
number 

4101 
4102 
4103 
4104 
4105 
4106 
4107 
4108 
4109 
4110 
4111 
4112 

。

a): Lactation day 
b): Day of necropsy 

1 

ー: No abnormal findings 

R-1089 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic aCid， 1，2-ethanediyl ester by oral administraion in rats 

lndividual clinical signs in dams during the lactation period (Main group) 

Dose (mg/kg): 1000 

Administration 

2 3 4a) 5b) 



Appendix 1-17 A combined repeated dose toxicity study with the reproduction!developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

工ndividualclinical signs in female rats (Satellite group， administration period) 

Dose (mg!kg): 0 

Day of administration 
Animal 
number 1-7 8-14 15-21 22-28 29-35 36-42 43a) 

1113 
1114 
1115 
1116 
1117 
1118 
1119 
1120 
1121 
1122 

a): Day of necropsy 
ー: No abnor皿alfindings 

R-1089 



Appendix 1-18 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual clinical signs in female rats (Satellite group， administration period) 

Dose (mg/kg); 1000 

Day of administration 
Animal 
number 1-7 8-14 15-21 22-28 29-35 36-42 43a) 

4113 
4114 
4115 
4116 
4117 
4118 
4119 
4120 
4121 
4122 

a); Day of necropsy 
ー; No abnormal findings 

R-1089 



Appendix 1-19 

Animal 
number 

1008 
1009 
1010 
1011 
1012 

1 

a): Day of necropsy 

2 

一: No abnormal findings 

R-1089 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

lndividual clinica1 signs in male rats (Recovery period) 

Dose (mg/kg): 0 

Day of recovery 

3 4 5 6 7 8 9 10 11 12 13 14 15a) 



Appendix 1-20 

Animal 
number 

4008 
4009 
4010 
4011 
4012 

1 

a): Day of necropsy 

2 

ー: No abnormal findings 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual clinical signs in male rats (Recovery period) 

Dose (mg/kg): 1000 

Day of recovery 

3 4 5 6 7 8 9 10 11 12 13 14 15a) 

R-1089 



Appendix 1-21 

Animal 
number 

1118 
1119 
1120 
1121 
1122 

1 

a): Day of necropsy 

2 

ー: No abnormal findings 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual clinical signs in female rats (Recovery p巴riod)

Dose (mg/kg): 0 

Day of recovery 

3 4 5 6 7 8 9 10 11 12 13 14 15a) 

R-1089 



Appendix 1-22 

Animal 
number 

4118 
4119 
4120 
4121 
4122 

1 

a): Day of necropsy 

2 

ー: No abnormal findings 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual clinical signs in female rats (Recovery period) 

Dose (mg/kg): 1000 

Day of recovery 

3 4 5 6 7 8 9 10 11 12 13 14 15a) 

R-1089 



Appendix 2-1 

Parameter 

Posture a) 

Convu1sion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethan巴diylester by oral administration in rats 

lndividual detailed clinical signs in male rats: home cage observation 
(Week 1 of administration) 

Dose (mg/kg) : 0 

Animal number (工001-1012)

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。一 。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: Flattened，日: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-2 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in male rats: home cage observation 
(Week 1 of administration) 

Dose (mg/kg) 100 

Animal number (2001-2012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal. F: Flattened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-3 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediYl ester by oral administration in rats 

lndividual detailed clinical signs in male rats: home cage observation 
(Week 1 of administration) 

Dose (mg/kg) 300 

Animal number (3001-3012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal. F: Flattened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-4 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

lndividual detailed clinical signs in male rats: home cage observation 
(Week 1 of administration) 

Dose (血g/kg) 1000 

Animal number (4001-4012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-5 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed clinical signs in ma1e rats: home cage observation 
(Week 2 of administration) 

Dose (mg/kg) : 0 

Animal number (1001-1012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-6 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in male rats: home cage observation 
(Week 2 of administration) 

Dose (mg/kg) 100 

Animal number (2001-2012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-7 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

lndividual detai1ed clinical signs in ma1e rats: home cage observation 
(Week 2 of administration) 

Dose (孤g/kg) : 300 

Animal number (3001守 3012)

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-8 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

lndividual detailed clinical signs in ma1e rats: home cage observation 
(Week 2 of administration) 

Dose (mg/kg) 1000 

Animal number (4001-4012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-9 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: home cage observation 
(Week 3 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1001-1012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-10 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: home cag巴 observation
(Week 3 of administration) 

Dose (mg/kg) 100 

Anima1 number (2001-2012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-11 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administration in rats 

lndividual detai1ed c1inica1 signs in ma1e rats: home cage observation 
(Week 3 of administration) 

Dose (mg/kg) 300 

Animal number (3001-3012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-12 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

lndividual detailed clinical signs in male rats: home cage observation 
(Week 3 of administration) 

Dose (mg/kg) 1000 

Animal number (4001-4012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-13 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by ora1 administration in rats 

lndividual detailed clinical signs in male rats: home cage observation 
(Week 4 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1001-1012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-14 

Parameter 

Posture a) 

Convu1sion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administration in rats 

Individual detailed clinical signs in male rats: home cage observation 
(Week 4 of administration) 

Dose (mg/kg) 100 

Animal number (2001司 2012)

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-15 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

lndividual detai1ed clinical signs in male rats: home cage observation 
(Week 4 of administration) 

Dose (mg/kg) 300 

Animal number (3001-3012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal. F: Flattened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-16 

Parameter 

Posture a) 

Convu1sion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in male rats: home cage observation 
(Week 4 of administration) 

Dose (mg/kg) 1000 

Anima1 number (4001-4012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R同 1089



Appendix 2-17 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: home cage observation 
(Week 5 of administration) 

Dose (mg/kg) 。

Anima1 number (1001-1012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-18 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. l.2-ethanediyl ester by ora1 administration in rats 

Individual detailed clinica1 signs in male rats: home cage observation 
(Week 5 of administration) 

Dose (mg/kg) 100 

Animal number (2001-2012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal. F: F1attened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-19 

Parameter 

Posture a) 

Convu1sion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in male rats: home cage observation 
(Week 5 of administration) 

Dose (mg/kg) 300 

Animal number (3001-3012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Sever巴

R-1089 



Appendix 2-20 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in male rats: home cage observation 
(Week 5 of administration) 

Dose (mg/kg) 1000 

Animal number (4001-4012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-21 

Parameter 

Posture a) 

Convu1sion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administration in rats 

lndividual detailed clinical signs in male rats: home cage obs巴rvation
(Week 6 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1001-1012) 

エ 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-10S9 



Appendix 2-22 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2叩 ethanediylester by oral administration in rats 

Individual detailed clinical signs in male rats: home cage observation 
(Week 6 of administration) 

Dose (mg/kg) 100 

Animal number (2001【 2012)

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-23 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: home cage observation 
(Week 6 of administration) 

Dose (mg/kg) : 300 

Anima1 number (3001-3012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1， F: F1attened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate， 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-24 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

工ndividua1detai1ed c1inica1 signs in ma1e rats: home cage observation 
(Week 6 of administration) 

Dose (mg/kg) 1000 

Anima1 number (4001-4012) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1. F: F1attened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-25 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Main group. Week 1 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1101白 1112)

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1. F: F1attened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-26 

Parameter 

Posture a) 

Convu1sion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Main group， Week 1 of administration) 

Dose (mg/kg) 100 

Anima1 number (2101-2112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-27 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Main group. Week 1 of administration) 

Dose (mg/kg) : 300 

Anima1 number (3101-3112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1. F: F1attened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-28 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administration in rats 

Individual detailed clinical signs in female rats: home cage observation 
(Main group， Week 1 of administration) 

Dose (mg/kg) 1000 

Animal number (4101-4112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-29 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Main group， Week 2 of administration) 

Dose (mg/kg) : 0 

Animal number (1101-1112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-30 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction!deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

lndividual detailed clinical signs in female rats: home cage observation 
(Main group， Week 2 of administration) 

Dose (mg!kg) 100 

Animal number (2101-2112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-31 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/dev巴10pmentaltoxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by ora1 administration in rats 

Individual detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Main group， Week 2 of administration) 

Dose (mg/kg) 300 

Anima1 number (3101-3112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-32 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by ora1 administration in rats 

Individual detailed clinical signs in female rats: home cage observation 
(Main group. Week 2 of administration) 

Dose (mg/kg) 1000 

Animal number (4101-4112) 

1 2 3 4 5 日 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal. F: Flattened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-33 

Parameter 

Posture a) 

Convu1sion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual detailed clinica1 signs in fema1e rats: home cage observation 
(Main group. Gestation day 1) 

Dose (mg/kg) : 0 

Animal number (1101-1112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal. F: Flattened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-34 

Parameter 

Posture a) 

Convulsion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction!deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Main group， Gestation day 1) 

Dose (血g!kg) 100 

Anima1 number (2101-2112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-35 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: home cage observation 
(Main group. Gestation day 1) 

Dose (mg/kg) : 300 

Animal number (3101-3112) 

Parameter 1 2 3 

Posture a) N N N 

Convulsion b) 。。。
Abnormal behavior c) 。。。

a) N: Normal. F: Flattened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 
NP: Non-pregnant 

4 5 6 7 8 9 

N N N N N N 

。。。。。。
。。。。。。

10 11 12 
NP 

N N 

。 。
。 。

R-1089 



Appendix 2-36 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Main group， Gestation day 1) 

Dose (mg/kg) 1000 

Anima1 number (4101-4112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2時 37

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: home cage observation 
(Main group. Gestation day 7) 

Dose (mg/kg) : 0 

Animal number (1101-1112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal. F: Flattened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2ゅ 38

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual detailed clinica1 signs in fema1e rats: home cage observation 
(Main group. Gestation day 7) 

Dose (mg/kg) 100 

Anima1 number (2101-2112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1. F: F1attened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-39 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administration in rats 

Individual detailed clinical signs in female rats: home cage observation 
(Main group， Gestation day 7) 

Dose (mg/kg) : 300 

Animal number (3101-3112) 

Parameter 1 2 3 

Posture a) N N N 

Convulsion b) 。。。
Abnormal behavior c) 。。。

a) N: Normal， F: Flattened，豆: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
NP: Non-pregnant 

4 5 6 7 8 9 

N N N N N N 

。。。。。。
。。。。。。

10 11 12 
NP 

N N 

。 。
。 。

R-1089 



Appendix 2-40 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Main group， Gestation day 7) 

Dose (mg/kg) 1000 

Anima1 number (4101-4112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-41 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Main group， Gestation day 14) 

Dose (mg/kg) : 0 

Anima1 number (1101-1112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-42 

Parameter 

Posture a) 

Convulsion b) 

Abnor皿a1behavior c) 

A combined rep巴ateddose toxicity study with the reproduction!developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: home cage observation 
(Main group. Gestation day 14) 

Dose (mg!kg) 100 

Animal number (2101-2112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal. F: Flattened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-43 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in fema1e rats: home cage observation 
(Main group， Gestation day 14) 

Dose (mg/kg) 300 

Anima1 number (3101-3112) 

Parameter 1 2 3 

Posture a) N N N 

Convulsion b) 。。。
Abnormal behavior c) 。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
NP: Non-pregnant 

4 

N 

。
。

5 6 7 8 9 

N N N N N 

。。。。。
。。。。。

10 11 12 
NP 

N N 

。 。
。 。

R-1089 



Appendix 2-44 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: home cage observation 
(Main group， Gestation day 14) 

Dose (mg/kg) 1000 

Animal number (4101-4112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-45 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Main group， Gestation day 20) 

Dose (mg/kg) 。

Anima1 number (1101-1112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1， F: F1attened，日: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-46 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

lndividual detailed clinical signs in female rats: home cage observation 
(Main group. Gestation day 20) 

Dose (mg/kg) 100 

Animal number (2101-2112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal. F: Flattened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-47 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individua1 detailed c1inical signs in female rats: home cage observation 
(Main group， Gestation day 20) 

Dose (mg/kg) 300 

Animal number (3101-3112) 

Parameter 1 2 3 

Posture a) N N N 

Convulsion b) 。。。
Abnormal behavior c) 。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
NP: Non-pregnant 
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。
。

5 6 7 8 9 

N N N N N 

。。。。。
。。。。。

10 11 12 
NP 

N N 

。 。
。 。

R-1089 



Appendix 2-48 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: home cage observation 
(Main group. Gestation day 20) 

Dose (mg/kg) 1000 

Animal number (4101-4112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal. F: Flattened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-49 

Parameter 

Posture a) 

Convulsion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: home cage observation 
(Main group， Lactation day 4) 

Dose (mg/kg) 。

Animal number (1101-1112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1， F: F1attened，日: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-50 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
scre巴ningtest of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Main group. Lactation day 4) 

Dose (mg/kg) 100 

Anima1 number (2101-2112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Norma1. F: F1attened. 誼: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-51 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: home cage observation 
(Main group， Lactation day 4) 

Dose (mg/kg) 300 

Animal number (3101-3112) 

Parameter 1 2 3 

Posture a) N N N 

Convulsion b) 。。。
Abnormal behavior c) 。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
NP: Non-pregnant 
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。
。
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N N N N N 

。。。。。
。。。。。
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。 。
。 。

R-1089 



Appendix 2-52 

Parameter 

Posture a) 

Convulsion b) 

Abnormal b巴haviorc) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2担 ethanediy1ester by ora1 administration in rats 

Individual detailed clinical signs in female rats: home cage observation 
(Main group， Lactation day 4) 

Dose (mg/kg) 1000 

Animal number (4101-4112) 

1 2 3 4 5 6 7 8 9 10 11 12 

N N N N N N N N N N N N 

。。。。。。。。。。。。
。。。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-53 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

lndividual detailed clinical signs in female rats: home cage observation 
(Satellite group， Week 1 of administration) 

Dose (mg/kg) : 0 

Animal number (1113-1122) 

13 14 15 16 17 18 19 20 21 22 

N N N N N N N N N N 

。。。。。。。。。。
。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-54 

Param巴ter

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detailed clinical signs in female rats: home cage observation 
(Satellite group， Week 1 of administration) 

Dose (血g/kg) : 1000 

Animal number (4113司 4122)

13 14 15 16 17 18 19 20 21 22 

N N N N N N N N N N 

。。。。。。。。。。
。。。。。。。。。。

a) N: Normal， F: Flattened，日: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-55 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Sate11ite group， Week 2 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1113-1122) 

13 14 15 16 17 18 19 20 21 22 

N N N N N N N N N N 

。。。。。。。。。。
。。。。。。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-56 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediY1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Sate11ite group， Week 2 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4113-4122) 

13 14 15 16 11 18 19 20 21 22 

N N N N N N N N N N 

。。。。。。。。。。
。。。。。。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-57 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administration in rats 

lndividual detailed clinical signs in female rats: home cage observation 
(Satellite group， Week 3 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1113-1122) 

13 14 15 16 17 18 19 20 21 22 

N N N N N N N N N N 

。。。。。。。。。。
。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-58 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by ora1 administration in rats 

lndividual detailed clinical signs in female rats: home cage observation 
(Satellite group. Week 3 of administration) 

Dose (mg/kg) : 1000 

Animal number (4113-4122) 

13 14 15 16 17 18 19 20 21 22 

N N N N N N N N N N 

。。。。。。。。。。
。。。。。。。。。。

a) N: Normal. F: Flattened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-59 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in female rats: home cage observation 
(Satellite group， Week 4 of administration) 

Dose (mg/kg) : 0 

Animal number (1113-1122) 

13 14 15 16 17 18 19 20 21 22 

N N N N N N N N N N 

。。。。。。。。。。
。。。。。。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-60 

Parameter 

Posture a) 

Convu1sion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Sate11ite group， Week 4 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4113-4122) 

13 14 15 16 17 18 19 20 21 22 

N N N N N N N N N N 

。。。。。。。。。。
。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-61 

Paramet巴r

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: home cage observation 
(Satellite group， Week 5 of administration) 

Dose (mg/kg) : 0 

Animal number (1113-1122) 

13 14 15 16 17 18 19 20 21 22 

N N N N N N N N N N 

。。。。。。。。。。
。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



App巴ndix2-62 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: home cage observation 
(Satellite group， Week 5 of administration) 

Dose (mg/kg) : 1000 

Animal number (4113-4122) 

13 14 15 16 17 18 19 20 21 22 

N N N N N N N N N N 

。。。。。。。。。。
。。。。。。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-63 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2四 ethanediylester by oral administration in rats 

Individual detailed clinical signs in female rats: home cage observation 
(Satellite group， We巴k 6 of administration) 

Dose (mg/kg) : 0 

Animal number (1113-1122) 

13 14 15 16 17 18 19 20 21 22 

N N N N N N N N N N 

。。。。。。。。。。
。。。。。。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-64 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individua1 detailed clinical signs in female rats: home cage observation 
(Sate11ite group， W巴ek6 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4113-4122) 

13 14 15 16 17 18 19 20 21 22 

N N N N N N N N N N 

。。。。。。。。。。
。。。。。。。。。。

a) N: Normal， F: F1attened，狙: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-65 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in male rats: home cage observation 
(Week 1 of recovery) 

Dose (mg/kg) : 0 

Animal number (1008-1012) 

8 9 10 11 12 

N N N N N 

。。。。。
。。。。。

a) N: Normal. F: Flattened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-66 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediY1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: home cage observation 
(Week 1 of recovery) 

Dose (mg/kg) : 1000 

Anima1 number (4008-4012) 

8 9 10 11 12 

N N N N N 

。。。。。
。。。。。

a) N: Norma1， F: F1attened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-67 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detai1ed clinical signs in male rats: home cage observation 
(Week 2 of recovery) 

Dose (mg/kg) : 0 

Animal number (1008-1012) 

8 9 10 11 12 

N N N N N 

。。。。。
。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-68 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by oral administration in rats 

lndividual detailed clinical signs in ma1e rats: home cage observation 
(Week 2 of reCovery) 

Dose (mg/kg) : 1000 

Anima1 number (4008-4012) 

8 9 10 11 12 

N N N N N 

。。。。。
。。。。。

a) N: Normal. F: Flattened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-69 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

lndividual detailed clinical signs in female rats: home cage observation 
(Week 1 of recovery) 

Dose (mg/kg) : 0 

Animal number (1118-1122) 

18 19 20 21 22 

N N N N N 

。。。。。
。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-70 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Week 1 of recovery) 

Dose (mg/kg) : 1000 

Anima1 number (4118-4122) 

18 19 20 21 22 

N N N N N 

。。。。。
。。。。。

a) N: Norma1， F: F1attened，豆: Hunched 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



Appendix 2-71 

Parameter 

Posture a) 

Convu1sion b) 

Abnorma1 behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: home cage observation 
(Week 2 of recovery) 

Dose (mg/kg) : 0 

Anima1 number (1118明 1122)

18 19 20 21 22 

N N N N N 

。。。。。
。。。。。

a) N: Norma1. F: F1attened. H: Hunched 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 

R-1089 



Appendix 2-72 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individua1 detailed clinical signs in female rats: home cage observation 
(Week 2 of recovery) 

Dose (mg/kg) : 1000 

Anima1 number (4118-4122) 

18 19 20 21 22 

N N N N N 

。。。。。
。。。。。

a) N: Normal， F: Flattened， H: Hunched 
b) 0: None， 1: Minor， 2: Mod巴rate，3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 

R-1089 



R-1089 

Appendix 2-73 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 1 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1001-1012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Piloerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: S1ight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) ー1: Atypica11Y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2-74 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed clinical signs in ma1e rats: in-the-hand observation 
(Week 1 of administration) 

Dose (mg/kg) : 100 

Animal number (2001-2012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of removal from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye. Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Palpebral closure f) 。。。。。。。。。。。。
Mucosal membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Piloerect ion i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e. 0: Easy. 1: Some resistance/avoidance. 2: Difficult. 3: Very difficu1t 
b) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
c) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
d) 0: Absent. 1: Present 
e) 0: Absent. 1: Present 
f) 0: Norma1. 1: Slight1y closed. 2: Half c1osed. 3: Comp1ete1y c10sed 
g) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
h) 0: Norma1. 1: Present 
i) 0: Absent. 1: Present 
j) -1: Miosis. 0: Normal. 1: Ha1f opened pupi1. 2: Mydriasis 
k) 0: None. 1: Slight. 2: Moderate. 3: Marked 
1) 0: Absent. 1: Slight. 2: Moderate. 3: Marked 
m) 0: None. 1: Soft. 2: Moderate. 3: Loud/aggressive 
n) ー1: Atypica11y doci1e. 0: Easy. 1: Slight1y awkward. 2: Difficult. 3: Very difficu1t 

R-1089 



Appendix 2-75 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 1 of administration) 

Dose (mg/kg) : 300 

Anima1 number (3001-3012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) ー1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) ー1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: S1ight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) ー1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 

R-1089 



R-1089 

Appendix 2-76 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand obs巴rvation
(Week 1 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4001-4012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Nor阻a1，1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) ー1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2司 77 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 2 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1001-1012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye. Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Vocalization m) 。1 。。。。。。。1 。。
Reactivity to hand1ing n) 。。。1 。。。。。。。。

a) ー1: Atypica11y doci1e. 0: Easy. 1: Some resistance/avoidance. 2: Difficu1t. 3: Very difficu1t 
b) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
c) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
d) 0: Absent. 1: Present 
e) 0: Absent. 1: Present 
f) 0: Norma1. 1: S工ight1yc1osed. 2: Ha1f c1osed. 3: Comp1ete1y c10sed 
g) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
h) 0: Norma1. 1: Present 
i) 0: Absent. 1: Present 
j) ー1: Miosis. 0: Norma1. 1: Ha1f opened pupi1. 2: Mydriasis 
k) 0: None. 1: Slight. 2: Moderate. 3: Marked 
1) 0: Absent. 1: Slight. 2: Moderate. 3: Marked 
m) 0: None. 1: Soft. 2: Moderate. 3: Loud/aggressive 
n) -1: Atypica11y doci1e. 0: Easy. 1: Slight1y awkward. 2: Difficu1t. 3: Very difficu1t 

R-1089 



R-1089 

Appendix 2-78 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 2 of administration) 

Dose (mg/kg) : 100 

Anima1 number (2001-2012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Abs巴nt， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) ー1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2-79 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 2 of administration) 

Dose (mg/kg) : 300 

Anima1 number (3001-3012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye. Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e. 0: Easy. 1: Some resistance/avoidance. 2: Difficu1t. 3: Very difficu1t 
b) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
c) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
d) 0: Absent. 1: Present 
e) 0: Absent. 1: Present 
f) 0: Norma1. 1: Slight1y c1osed. 2: Ha1f c1osed. 3: Comp1ete1y c10sed 
g) 0: Norma1. 1: Slight. 2: Moderat巴. 3: Marked 
h) 0: Norma1. 1: Present 
i) 0: Absent. 1: Present 
j) ー1: Miosis. 0: Norma1. 1: Ha1f opened pupi1. 2: Mydriasis 
k) 0: None. 1: Slight. 2: Moderate. 3: Marked 
1) 0: Absent. 1: Slight. 2: Moderate. 3: Marked 
m) 0: None. 1: Soft. 2: Moderate. 3: Loud/aggressive 
n) -1: Atypica11y doci1e. 0: Easy. 1: Slight1y awkward. 2: Difficu1t. 3: Very difficu1t 

R-1089 



R-1089 

Appendix 2-80 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 2 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4001-4012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 1 。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) l 。。。。。。。1 1 。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-81 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 3 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1001-1012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Piloerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Som巴 resistance/avoidance，2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: S工ight，2: Moderate， 3: Marked 
1) 0: Absent，エ: S工ight，2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2-82 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 3 of administration) 

Dose (mg/kg) : 100 

Anima1 number (2001-2012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。1 。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。1 。。。。。。。。。
Reactivity to hand1ing n) 。。1 。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
巴) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 

R-1089 
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Appendix 2-83 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 3 of administration) 

Dose (mg/kg) : 300 

Anima1 number (3001-3012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 m巴mbranesg) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Piloerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Mod巴rate，3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-84 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 3 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4001-4012) 

Parameter エ 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。1 。。。。。。。1 。。
Reactivity to hand1ing n) 。1 。。。。。。。。。。

a) ー1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Abs巴nt，1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) ー1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2-85 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 4 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1001-1012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) ー1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: Non巴， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-86 A combined repeated dose toxicity study with the reproduction/deve10pmenta1 toxicity 
screening test of octadecanoic acid， l，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 4 of administration) 

Dose (mg/kg) : 100 

Anima1 number (2001-2012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1皿ose) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi10erection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c10sed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-87 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 4 of administration) 

Dose (mg/kg) : 300 

Anima1 number (3001-3012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressiv巴

n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-88 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 4 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4001-4012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。エ 。。
Reactivity to hand1ing n) 。。。。。。。。。1 。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-89 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 5 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1001-1012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: EaSy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-90 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 5 of administration) 

Dose (mg/kg) : 100 

Anima1 number (2001-2012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: MOderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None，エ: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-91 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 5 of administration) 

Dose (mg/kg) : 300 

Anima1 number (3001-3012) 

Param巴ter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) 時 1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2-92 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2叩 ethanediy1ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 5 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4001-4012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye. Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。1 。。。1 。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) “1: Atypica11y doci1e. 0: Easy. 1: Some resistance/avoidance. 2: Difficu1t. 3: Very difficu1t 
b) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
c) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
d) 0: Absent. 1: Present 
e) 0: Absent. 1: Present 
f) 0: Norma1. 1: Slight1y c1osed. 2: Ha1f c1osed. 3: Comp1ete1y c10sed 
g) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
h) 0: Norma1. 1: Present 
i) 0: Absent. 1: Present 
j) -1: Miosis. 0: Norma1. 1: Ha1f opened pupi1. 2: Mydriasis 
k) 0: None. 1: Slight. 2: Moderate. 3: Marked 
1) 0: Absent. 1: Slight. 2: Moderate. 3: Marked 
m) 0: None. 1: Soft. 2: Moderat巴. 3: Loud/aggressive 
n) ー1: Atypica11y doci1e. 0: Easy. 1: Slightly awkward. 2: Difficu1t. 3: Very difficu1t 
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Appendix 2-93 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 6 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1001-1012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupi1 size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。エ 。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: S1ight， 2: Moderate， 3: Marked 
1) 0: Absent，エ: S1ight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) ー1: Atypica11y doci1e， 0: Easy， 1: S1ight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2時 94 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 6 of administration) 

Dose (mg/kg) : 100 

Anima1 number (2001-2012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye. Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e. 0: Easy. 1: Some resistance/avoidance. 2: Difficu1t. 3: Very difficu1t 
b) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
c) 0: Norma1. 1: S1ight. 2: Moderate. 3: Marked 
d) 0: Absent. 1: Present 
e) 0: Absent. 1: Present 
f) 0: Norma1. 1: Slight1y c1osed. 2: Ha1f c1osed. 3: Comp1ete1y c10sed 
g) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
h) 0: Norma1. 1: Present 
i) 0: Absent. 1: Present 
j) -1: Miosis. 0: Norma1. 1: Ha1f opened pupi1. 2: Mydriasis 
k) 0: None. 1: S1ight. 2: Moderate. 3: Marked 
1) 0: Absent. 1: Slight. 2: Moderate. 3: Marked 
m) 0: None. 1: Soft. 2: Moderate. 3: Loud/aggressive 
n) ー1: Atypica11y doci1e. 0: Easy. 1: Slight1y awkward. 2: Difficu1t. 3: Very difficu1t 
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Appendix 2-95 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detailed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 6 of administration) 

Dose (mg/kg) : 300 

Anima1 number (3001-3012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye. Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebraI c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。1 。。。
Reactivity to hand1ing n) 。。。。。。。。1 。。。

a) -1: Atypica11y doci1e. 0: Easy. 1: Some resistance/avoidance. 2: Difficult. 3: Very difficu1t 
b) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
c) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
d) 0: Absent. 1: Present 
e) 0: Absent. 1: Present 
f) 0: Norma1. 1: SIight1y c1osed. 2: Ha1f c1osed. 3: Comp1ete1y c10sed 
g) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
h) 0: Norma1. 1: Present 
i) 0: Absent. 1: Present 
j) -1: Miosis. 0: Norma1. 1: Ha1f opened pupi1. 2: Mydriasis 
k) 0: None. 1: Slight. 2: Moderate. 3: Marked 
1) 0: Absent. 1: Slight. 2: Moderate. 3: Marked 
m) 0: None. 1: Soft. 2: Moderate. 3: Loud/aggressive 
n) 一1: Atypica11y doci1e. 0: EaSy. 1: Slight1y awkward. 2: Difficu1t. 3: Very difficu1t 
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Appendix 2-96 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， l，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 6 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4001-4012) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。1 。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。1 。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Nor皿a1，1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n)ω1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-97 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Week 1 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1101-1112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi工， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-98 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Week 1 of administration) 

Dose (mg/kg) : 100 

Anima1 number (2101-2112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: MOderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None，エ: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2-99 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Week 1 of administration) 

Dose (mg/kg) : 300 

Anima1 number (3101-3112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Piloerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11Y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) 一1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) ー1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-100 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Week 1 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4101-4112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Piloerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Nor血a1，1: Slight. 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis. 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: Non巴， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate. 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-101 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Week 2 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1101-1112) 

Parameter 1 2 3 4 5 6 7 8 日 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-102 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediY1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in f巴ma1erats: in-the-hand observation 
(Main group， Week 2 of administration) 

Dose (mg/kg) : 100 

Anima1 number (2101-2112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi10er巴ctioni) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Normal， 1: Slight1y closed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Nor阻a1，1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: 狂a1fopened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2-103 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Week 2 of administration) 

Dose (mg/kg) : 300 

Anima1 number (3101-3112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) ー1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: 限oderate，3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-104 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by oral administration in rats 

Individua1 d巴tai1edc1inical signs in fema1e rats: in-the-hand observation 
(Main group. Week 2 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4101-4112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye. Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Palpebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Piloerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e. 0: Easy. 1: Some resistance/avoidance. 2: Difficu1t. 3: Very difficult 
b) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
c) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
d) 0: Absent. 1: Present 
e) 0: Absent. 1: Present 
f) 0: Norma1. 1: Slight1y c1osed. 2: Ha1f c1osed. 3: Comp1ete1y c10sed 
g) 0: Normal. 1: Slight. 2: Moderate. 3: Marked 
h) 0: Normal. 1: Present 
i) 0: Absent. 1: Present 
j) -1: Miosis. 0: Norma1. 1: Ha1f opened pupi1. 2: Mydriasis 
k) 0: None. 1: Slight. 2: Moderate. 3: Marked 
1) 0: Absent. 1: Slight. 2: Moderate. 3: Marked 
m) 0: None. 1: Soft. 2: Moderate. 3: Loud/aggressive 
n) -1: Atypica11y doci1e. 0: Easy. 1: Slight1y awkward. 2: Difficu1t. 3: Very difficu1t 
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Appendix 2-105 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group. Gestation day 1) 

Dose (mg/kg) : 0 

Anima1 number (1101-1112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye. Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e. 0: Easy. 1: Some resistance/avoidance. 2: Difficu1t. 3: Very difficu1t 
b) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
c) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
d) 0: Absent. 1: Present 
e) 0: Absent. 1: Present 
f) 0: Norma1. 1: Slight1y c1osed. 2: Ha1f c1osed. 3: Comp1ete1y c10sed 
g) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
h) 0: Norma1. 1: Present 
i) 0: Absent. 1: Present 
j) -1: Miosis. 0: Norma1. 1: Ha1f opened pupi1. 2: Mydriasis 
k) 0: None. 1: Slight. 2: Moderate. 3: Marked 
1) 0: Absent. 1: Slight. 2: Moderate. 3: Marked 
m) 0: None. 1: Soft. 2: Moderate. 3: Loud/aggressive 
n) ー1: Atypica11y doci1e. 0: Easy. 1: Slight1y awkward. 2: Difficu1t. 3: Very difficu1t 
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Appendix 2-106 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Gestation day 1) 

Dose (狙g/kg) : 100 

Anima1 number (2101-2112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Palpebra1 closure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Piloerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Normal， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) ー1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-107 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Gestation day 1) 

Dose (mg/kg) : 300 

Anima1 number (3101-3112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 
NP 

Ease of remova1 from cage a) 。。。。。。。。。。 。
Fur condition b) 。。。。。。。。。。 。
Skin c) 。。。。。。。。。。 。
Secretions-Eye， Nose d) 。。。。。。。。。。 。
Exophtha1mos e) 。。。。。。。。。。 。
Pa1pebra1 c10sure f) 。。。。。。。。。。 。
Mucosa1 membranes g) 。。。。。。。。。。 。
Lacrimation h) 。。。。。。。。。。 。
Pi1oerection i) 。。。。。。。。。。 。
Pupil size j) 。。。。。。。。。。 。
Sa1ivation k) 。。。。。。。。。。 。
Abnorma1 respiration 1) 。。。。。。。。。。 。
Voca1ization m) 。。。。。。。。。。 。
Reactivity to hand1ing n) 。。。。。。。。。。 。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
NP: Non-pregnant 
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Appendix 2-108 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Gestation day 1) 

Dose (mg/kg) : 1000 

Anima1 number (4101-4112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Mark巴d
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-109 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Gestation day 7) 

Dose (mg/kg) : 0 

Anima1 number (1101-1112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: S1ight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: S1ight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: S1ight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: S1ight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-110 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1巴dc1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Gestation day 7) 

Dose (mg/kg) : 100 

Anima1 number (2101-2112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) ー1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) 白 1: Atypica11y doci1e， 0: EaSy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2-111 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Gestation day 7) 

Dose (mg/kg) : 300 

Anima1 number (3101-3112) 

Parameter 1 2 3 4 5 6 7 8 自 10 11 12 
NP 

Ease of remova1 from cage a) 。。。。。。。。。。 。
Fur condition b) 。。。。。。。。。。 。
Skin c) 。。。。。。。。。。 。
Secretions-Eye， Nose d) 。。。。。。。。。。 。
Exophtha1mos e) 。。。。。。。。。。 。
Pa1pebra1 c10sure f) 。。。。。。。。。。 。
Mucosa1 membranes g) 。。。。。。。。。。 。
Lacrimation h) 。。。。。。。。。。 。
Pi1oerection i) 。。。。。。。。。。 。
Pupi1 size j) 。。。。。。。。。。 。
Salivation k) 。。。。。。。。。。 。
Abnorma1 respiration 1) 。。。。。。。。。。 。
Voca1ization m) 。。。。。。。。。。 。
Reactivity to hand1ing n) 。。。。。。。。。。 。

a) 叩 1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c10s巴d，3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) ー1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
NP: Non-pregnant 
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Appendix 2-112 A combined repeated dose toxicity study with the reproduction!deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Gestation day 7) 

Dose (mg!kg) : 1000 

Anima1 number (4101-4112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of re皿ova1from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) 自 1: Atypica11y doci1e， 0: Easy， 1: Some resistance!avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud!aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: S1ight1y awkward， 2: Difficu1t. 3: Very difficu1t 



Appendix 2-113 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Gestation day 14) 

Dose (mg/kg) : 0 

Anima1 number (1101-1112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) ー1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None，エ: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-114 A combined repeated dose toxicity study with the reproduction/deve1oP温enta1toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Gestation day 14) 

Dose (mg/kg) : 100 

Anima1 number (2101-2112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11Y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) ー1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-115 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Gestation day 14) 

Dose (血g/kg) : 300 

Anima1 number (3101-3112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 
NP 

Ease of remova1 from cage a) 。。。。。。。。。。 。
Fur condition b) 。。。。。。。。。。 。
Skin c) 。。。。。。。。。。 。
Secretions-Eye， Nose d) 。。。。。。。。。。 。
Exophtha1mos e) 。。。。。。。。。。 。
Pa1pebra1 c10sure f) 。。。。。。。。。。 。
Mucosa1 membranes g) 。。。。。。。。。。 。
Lacrimation h) 。。。。。。。。。。 。
Pi1oerection i) 。。。。。。。。。。 。
Pupil size j) 。。。。。。。。。。 。
Salivation k) 。。。。。。。。。。 。
Abnorma1 respiration 1) 。。。。。。。。。。 。
Voca1ization m) 。。。。。。。。。。 。
Reactivity to hand1ing n) 。。。。。。。。。。 。

a) ー1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
NP: Non-pregnant 
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Appendix 2-116 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2但 ethanediy1ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Gestation day 14) 

Dose (mg/kg) : 1000 

Anima1 number (4101守 4112)

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c10s巴d，3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-117 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2司 ethanediy1ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Gestation day 20) 

Dose (mg/kg) : 0 

Anima1 number (1101-1112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupi1 size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) ー1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-118 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Gestation day 20) 

Dose (mg/kg) : 100 

Anima1 number (2101-2112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions由 Eye，Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) ー1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2-119 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， l，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Gestation day 20) 

Dose (mg/kg) : 300 

Anima1 number (3101-3112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 
NP 

Ease of remova1 from cage a) 。。。。。。。。。。 。
Fur condition b) 。。。。。。。。。。 。
Skin c) 。。。。。。。。。。 。
Secretions-Eye， Nose d) 。。。。。。。。。。 。
Exophtha1mos e) 。。。。。。。。。。 。
Pa1pebra1 c10sure f) 。。。。。。。。。。 。
Mucosa1 membranes g) 。。。。。。。。。。 。
Lacrimation h) 。。。。。。。。。。 。
Piloerection i) 。。。。。。。。。。 。
Pupil size j) 。。。。。。。。。。 。
Salivation k) 。。。。。。。。。。 。
Abnorma1 respiration 1) 。。。。。。。。。。 。
Voca1ization m) 。。。。。。。。。。 。
Reactivity to hand1ing n) 。。。。。。。。。。 。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
NP: Non-pregnant 
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Appendix 2-120 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Gestation day 20) 

Dose (mg/kg) : 1000 

Anima1 number (4101-4112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions叩 Eye，Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-121 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Lactation day 4) 

Dose (mg/kg) : 0 

Anima1 number (1101-1112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: 80ft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: 81ight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-122 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Lactation day 4) 

Dose (mg/kg) : 100 

Anima1 number (2101-2112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Piloerection i) 。。。。。。。。。。。。
Pupil size j) 。。。。。。。。。。。。
Salivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Pres巴nt
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Mod巴rate，3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) ー1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2-123 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Lactation day 4) 

Dose (mg/kg) : 300 

Anima1 number (3101-3112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 
NP 

Ease of remova1 from cage a) 。。。。。。。。。。 。
Fur condition b) 。。。。。。。。。。 。
Skin c) 。。。。。。。。。。 。
Secretions-Eye， Nose d) 。。。。。。。。。。 。
Exophtha1mos e) 。。。。。。。。。。 。
Pa1pebra1 c10sure f) 。。。。。。。。。。 。
Mucosa1 membranes g) 。。。。。。。。。。 。
Lacrimation h) 。。。。。。。。。。 。
Pi1oerection i) 。。。。。。。。。。 。
Pupil size j) 。。。。。。。。。。 。
Salivation k) 。。。。。。。。。。 。
Abnorma1 respiration 1) 。。。。。。。。。。 。
Voca1ization m) 。。。。。。。。。。 。
Reactivity to hand1ing n) 。。。。。。。。。。 。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
NP: Non-pregnant 
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Appendix 2-124 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， l，2-ethanediy1 ester by ora1 administration in rats 

工ndividualdetai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Main group， Lactation day 4) 

Dose (mg/kg) : 1000 

Anima1 number (4101-4112) 

Parameter 1 2 3 4 5 6 7 8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。。。。。。。。
Fur condition b) 。。。。。。。。。。。。
Skin c) 。。。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。。。
Pupi1 size j) 。。。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。。。

a) ー1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) ー1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressiv巴

n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-125 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Sate11ite group， Week 1 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1113-1122) 

Parameter 13 14 15 16 17 18 19 20 21 22 

Ease of remova1 from cage a) 。。。。。。。。。。
Fur condition b) 。。。。。。。。。。
Skin c) 。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。
Pupil size j) 。。。。。。。。。。
Salivation k) 。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。
Voca1ization皿) 。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， unkempt fur， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1et巴1yc10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2-126 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Sate11ite group， Week 1 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4113-4122) 

Parameter 13 14 15 16 17 18 19 20 21 22 

Ease of remova1 from cage a) 。。。。。。。。。。
Fur condition b) 。。。。。。。。。。
Skin c) 。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。
Pupil size j) 。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， unkempt fur， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) ー1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-127 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， l，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Sate11ite group， Week 2 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1113-1122) 

Parameter 13 14 15 16 17 18 19 20 21 22 

Ease of remova1 from cage a) 。。。。。。。。。。
Fur condition b) 。。。。。。。。。。
Skin c) 。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。
Pupil size j) 。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。

a) 四 1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， unkempt fur， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Mod巴rate，3: Loud/aggressive 
n) ー工: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2-128 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Sate11ite group， Week 2 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4113-4122) 

Parameter 13 14 15 16 17 18 19 20 21 22 

Ease of remova1 from cage a) 。。。。。。。。。。
Fur condit ion b) 。。。。。。。。。。
Skin c) 。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。
Pupil size j) 。。。。。。。。。。
Salivation k) 。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， unkempt fur， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) 一1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: S1ight， 2: MOderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) 司 1: Atypica11y doci1e， 0: Easy， 1: S1ight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-129 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-th巴-handobservation 
(Sate11ite group， Week 3 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1113-1122) 

Parameter 13 14 15 16 17 18 19 20 21 22 

Ease of remova1 from cage a) 。。。。。。。。。。
Fur condit ion b) 。。。。。。。。。。
Skin c) 。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。
Pupil size j) 。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， unkempt fur， 2: MOderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: MOderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n)ω1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2-130 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Sate11ite group. Week 3 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4113-4122) 

Parameter 13 14 15 16 17 18 19 20 21 22 

Ease of removal from cage a) 。。。。。。。。。。
Fur condition b) 。。。。。。。。。。
Skin c) 。。。。。。。。。。
Secretions-Eye. Nose d) 。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。
Pa1pebral c10sure f) 。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。
Pupi1 size j) 。。。。。。。。。。
Salivation k) 。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。

a) -1: Atypical1y docile. 0: Easy. 1: Some resistance/avoidance. 2: Difficu1t. 3: Very difficu1t 
b) 0: Norma1. 1: Slight. unkempt fur. 2: Moderate. 3: Marked 
c) 0: Normal. 1: Slight. 2: Moderate. 3: Marked 
d) 0: Absent. 1: Present 
e) 0: Absent. 1: Present 
f) 0: Norma1. 1: Slight1y c10s巴d. 2: Ha1f c1osed. 3: Comp1ete1y c10sed 
g) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
h) 0: Norma1. 1: Present 
i) 0: Absent. 1: Present 
j) -1: Miosis. 0: Normal. 1: Half opened pupil. 2: Mydriasis 
k) 0: None. 1: Slight. 2: Moderate. 3: Marked 
1) 0: Absent. 工: Slight. 2: Moderate. 3: Marked 
m) 0: None. 1: Soft. 2: Moderate. 3: Loud/aggressive 
n) -1: Atypically docile. 0: Easy. 1: Slightly awkward. 2: Difficult. 3: Very difficult 
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Appendix 2-131 A combined repeated dose toxicity study with the reproduction/deve10pmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Sate11ite group， Week 4 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1113-1122) 

Parameter 13 14 15 16 17 18 19 20 21 22 

Ease of remova1 from cage a) 。。。。。。。。。。
Fur condition b) 。。。。。。。。。。
Skin c) 。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。
Exophtha1盤ose) 。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。
Pupil size j) 。。。。。。。。。。
Salivation k) 。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。

a) ー1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， unkempt fur， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Pres巴nt
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2司 132 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Sate11ite group， Week 4 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4113-4122) 

Parameter 13 14 15 16 17 18 19 20 21 22 

Ease of remova1 from cage a) 。。。。。。。。。。
Fur condition b) 。。。。。。。。。。
Skin c) 。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。
Pupil size j) 。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， unkempt fur， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
巴) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-133 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individual detai1ed clinica1 signs in fema1e rats: in-the-hand observation 
(Sate11ite group， Week 5 of administration) 

Dose (mg/kg) : 0 

Animal number (1113-1122) 

Parameter 13 14 15 16 17 18 19 20 21 22 

Ease of removal from cage a) 。。。。。。。。。。
Fur condition b) 。。。。。。。。。。
Skin c) 。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。
Pa1pebra1 closure f) 。。。。。。。。。。
Mucosal membranes g) 。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。
Pupil size j) 。。。。。。。。。。
Sa1ivation k) 。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。

a) -1: Atypica11y docile， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， unkempt fur， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent，エ: Present 
f) 0: Norma1， 1: Slight1y closed， 2: Half c1osed， 3: Comp1ete1y closed 
g) 0: Normal， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Nor皿a1，1: Present 
i) 0: Absent， 1: Present 
j) ー1: Miosis， 0: Norma1， 1: Ha1f opened pupil， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) ー1: Atypica11y docile， 0: Easy， 1: Slightly awkward， 2: Difficult， 3: Very difficult 
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Appendix 2-134 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Sate11ite group， Week 5 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4113-4122) 

Parameter 13 14 15 16 17 18 19 20 21 22 

Ease of remova1 from cage a) 。。。。。。。。。。
Fur condition b) 。。。。。。。。。。
Skin c) 。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。
Pupil size j) 。。。。。。。。。。
Salivation k) 。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， unkempt fur， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent，エ: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: MOderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-135 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Sate11ite group， Week 6 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1113-1122) 

Parameter 13 14 15 16 17 18 19 20 21 22 

Ease of remova1 from cage a) 。。。。。。。。。。
Fur condition b) 。。。。。。。。。。
Skin c) 。。。。。。。。。。
Secretions-Eye， Nose d) 。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。
Pupil size j) 。。。。。。。。。。
Salivation k) 。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。

a) 叩 1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， unkempt fur， 2: MOderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 



Appendix 2-136 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Sate11ite group. Week 6 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4113-4122) 

Parameter 13 14 15 16 17 18 19 20 21 22 

Ease of remova1 from cage a) 。。。。。。。。。。
Fur condition b) 。。。。。。。。。。
Skin c) 。。。。。。。。。。
Secretions-Eye. Nose d) 。。。。。。。。。。
Exophtha1mos e) 。。。。。。。。。。
Pa1pebra1 c10sure f) 。。。。。。。。。。
Mucosa1 membranes g) 。。。。。。。。。。
Lacrimation h) 。。。。。。。。。。
Pi1oerection i) 。。。。。。。。。。
Pupil size j) 。。。。。。。。。。
Salivation k) 。。。。。。。。。。
Abnorma1 respiration 1) 。。。。。。。。。。
Voca1ization m) 。。。。。。。。。。
Reactivity to hand1ing n) 。。。。。。。。。。

a) -1: Atypica11y doci1e. 0: Easy. 1: Some resistance/avoidance. 2: Difficu1t. 3: Very difficu1t 
b) 0: Norma1. 1: Slight. unkempt fur. 2: Moderate. 3: Marked 
c) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
d) 0: Absent. 1: Present 
e) 0: Absent. 1: Present 
f) 0: Norma1. 1: Slight1y c1osed. 2: Ha1f c1osed. 3: Comp1ete1y c10sed 
g) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
h) 0: Norma1. 1: Present 
i) 0: Absent. 1: Present 
j) ー1: Miosis. 0: Norma1. 1: Ha1f opened pupi1. 2: Mydriasis 
k) 0: None. 1: Slight. 2: Moderate. 3: Marked 
1) 0: Absent. 1: Slight. 2: Moderate. 3: Marked 
m) 0: None. 1: Soft. 2: Moderate. 3: Loud/aggressive 
n) ー1: Atypica11y doci1e. 0: Easy. 1: Slight1y awkward. 2: Difficu1t. 3: Very difficu1t 
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Appendix 2-137 

Parameter 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 1 of recovery) 

Dose (mg/kg) : 0 

Anima1 number (1008-1012) 

8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。
Fur condition b) 。。。。。
Skin c) 。。。。。
Secretions-Eye. Nose d) 。。。。。
Exophtha1mos e) 。。。。。
Pa1pebra1 c10sure f) 。。。。。
Mucosa1 membranes g) 。。。。。
Lacrimation h) 。。。。。
Pi1oerection i) 。。。。。
Pupil size j) 。。。。。
Sa1ivation k) 。。。。。
Abnorma1 respiration 1) 。。。。。
Voca1ization m) 。。。。。
Reactivity to hand1ing n) 。。。。。

a) -1: Atypica11y doci1e. 0: Easy. 1: Some resistance/avoidance. 2: Difficu1t. 3: Very difficu1t 
b) 0: Norma1. 1: Slight. unkempt fur. 2: Moderate. 3: Marked 
c) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
d) 0: Absent. 1: Present 
e) 0: Absent. 1: Present 
f) 0: Norma1. 1: Slight1y c1osed. 2: Ha1f c1osed. 3: Comp1ete1y c10sed 
g) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
h) 0: Norma1. 1: Present 
i) 0: Absent. 1: Present 
j) ー1: Miosis. 0: Norma1. 1: Ha1f opened pupi1. 2: Mydriasis 
k) 0: None. 1: Slight. 2: Moderate. 3: Marked 
1) 0: Absent. 1: Slight. 2: Moderate. 3: Marked 
m) 0: None. 1: Soft. 2: Moderate. 3: Loud/aggressive 
n) -1: Atypica11y doci1e. 0: Easy. 1: Slight1y awkward. 2: Difficu1t. 3: Very difficu1t 
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Appendix 2-138 

Parameter 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 1 of recovery) 

Dose (mg/kg) : 1000 

Anima1 number (4008-4012) 

8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。
Fur condition b) 。。。。。
Skin c) 。。。。。
Secretions-Eye， Nose d) 。。。。。
Exophtha1mos e) 。。。。。
Pa1pebra1 c10sure f) 。。。。。
Mucosa1 membranes g) 。。。。。
Lacrimation h) 。。。。。
Pi1oerection i) 。。。。。
Pupil size j) 。。。。。
Salivation k) 。。。。。
Abnorma1 respiration 1) 。。。。。
Voca1ization m) 。。1 。。
Reactivity to hand1ing n) 。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: S1ight， unkempt fur， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: S1ight， 2: MOderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: S1ight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: S1ight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: S1ight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) ー1: Atypica11y doci1e， 0: Easy， 1: S1ight1y awkward， 2: Difficu1t， 3: Very difficu1t 

R-1089 



Appendix 2-139 

Parameter 

A combined r巴peateddose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: in-the-hand observation 
(Week 2 of recovery) 

Dose (mg/kg) : 0 

Anima1 number (1008-1012) 

8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。
Fur condition b) 。。。。。
Skin c) 。。。。。
Secretions-Eye. Nose d) 。。。。。
Exophtha1mos e) 。。。。。
Pa1pebra1 c10sure f) 。。。。。
Mucosa1 membranes g) 。。。。。
Lacrimation h) 。。。。。
Pi1oerection i) 。。。。。
Pupil size j) 。。。。。
Salivation k) 。。。。。
Abnorma1 respiration 1) 。。。。。
Voca1ization m) 。。。。。
Reactivity to hand1ing n) 。。。。。

a) ー1: Atypica11y doci1e. 0: Easy. 1: Some resistance/avoidance. 2: Difficu1t. 3: Very difficu1t 
b) 0: Norma1. 1: Slight. unkempt fur. 2: Moderate. 3: Marked 
c) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
d) 0: Absent. 1: Present 
e) 0: Absent. 1: Present 
f) 0: Norma1. 1: Slight1y c1osed. 2: Ha1f c1osed. 3: Comp1ete1y c10sed 
g) 0: Norma1. 1: Slight. 2: Moderate. 3: Marked 
h) 0: Norma1. 1: Present 
i) 0: Absent. 1: Present 
j) -1: Miosis. 0: Norma1. 1: Ha1f opened pupi1. 2: Mydriasis 
k) 0: None. 1: Slight. 2: Moderate. 3: Marked 
1) 0: Absent. 1: Slight. 2: Moderate. 3: Marked 
m) 0: None. 1: Soft. 2: Moderate. 3: Loud/aggressive 
n) -1: Atypica11y doci1e. 0: Easy. 1: Slight1y awkward. 2: Difficu1t. 3: Very difficu1t 
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Appendix 2-140 

Parameter 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediY1 ester by ora1 administration in rats 

Individua1 detailed clinica1 signs in ma1e rats: in-the-hand observation 
(Week 2 of recovery) 

Dose (mg/kg) : 1000 

Animal number (4008-4012) 

8 9 10 11 12 

Ease of remova1 from cage a) 。。。。。
Fur condition b) 。。。。。
Skin c) 。。。。。
Secretions-Eye， Nose d) 。。。。。
Exophtha1mos e) 。。。。。
Pa1pebra1 c10sure f) 。。。。。
Mucosa1 membranes g) 。。。。。
Lacrimation h) 。。。。。
Pi1oerection i) 。。。。。
Pupil size j) 。。。。。
Salivation k) 。。。。。
Abnorma1 respiration 1) 。。。。。
Voca1ization m) 。。1 。。
Reactivity to hand1ing n) 。1 。。。

a) -1: Atypica11y docile， 0: Easy， 1: Some resistance/avoidance， 2: Difficult， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， unkempt fur， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1etely c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: MOderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-141 

Parameter 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， l，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Week 1 of recovery) 

Dose (mg/kg) : 0 

Anima1 number (1118-1122) 

18 19 20 21 22 

Ease of remova1 from cage a) 。。。。。
Fur condition b) 。。。。。
Skin c) 。。。。。
Secretions-Eye， Nose d) 。。。。。
Exophtha1mos e) 。。。。。
Pa1pebra1 c10sure f) 。。。。。
Mucosa1 membranes g) 。。。。。
Lacrimation h) 。。。。。
Pi1oerection i) 。。。。。
Pupil size j) 。。。。。
Sa1ivation k) 。。。。。
Abnorma1 respiration 1) 。。。。。
Voca1ization m) 。。。。。
Reactivity to hand1ing n) 。。。。。

a) “ 1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， unkempt fur， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) ー1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) 合 1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-142 

Parameter 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

工ndividua1detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Week 1 of recovery) 

Dose (mg/kg) : 1000 

Anima1 number (4118-4122) 

18 19 20 21 22 

Ease of remova1 from cage a) 。。。。。
Fur condition b) 。。。。。
Skin c) 。。。。。
Secretions-Eye， Nose d) 。。。。。
Exophtha1mos e) 。。。。。
Pa1pebra1 c10sure f) 。。。。。
Mucosa1 membranes g) 。。。。。
Lacrimation h) 。。。。。
Pi1oerection i) 。。。。。
Pupil size j) 。。。。。
Salivation k) 。。。。。
Abnorma1 respiration 1) 。。。。。
Voca1ization m) 。。。。。
Reactivity to hand1ing n) 。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， unkempt fur， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) ー1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: MOderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 
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Appendix 2-143 

Parameter 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediY1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Week 2 of recovery) 

Dose (mg/kg) : 0 

Anima1 number (1118-1122) 

18 19 20 21 22 

Ease of remova1 from cage a) 。。。。。
Fur condition b) 。。。。。
Skin c) 。。。。。
Secretions-Eye， Nose d) 。。。。。
Exophtha1mos e) 。。。。。
Pa1pebra1 c10sure f) 。。。。。
Mucosa1 membranes g) 。。。。。
Lacrimation h) 。。。。。
Pi1oerection i) 。。。。。
Pupil size j) 。。。。。
Sa1ivation k) 。。。。。
Abnorma1 respiration 1) 。。。。。
Voca1ization m) 。。。。。
Reactivity to hand1ing n) 。。。。。

a) -1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， unkempt fur， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) -1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: S1ight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressive 
n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 

R-1089 



Appendix 2-144 

Parameter 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic aCid， l，2-ethanediY1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: in-the-hand observation 
(Week 2 of recovery) 

Dose (mg/kg) : 1000 

Anima1 number (4118~4122) 

18 19 20 21 22 

Ease of remova1 from cage a) 。。。。。
Fur condition b) 。。。。。
Skin c) 。。。。。
Secretions-Eye， Nose d) 。。。。。
Exophtha1mos e) 。。。。。
Pa1pebra1 c10sure f) 。。。。。
Mucosa1 membranes g) 。。。。。
Lacrimation h) 。。。。。
Piloerect ion i) 。。。。。
Pupil size j) 。。。。。
Salivation k) 。。。。。
Abnorma1 respiration 1) 。。。。。
Voca1ization m) 。。。。。
Reactivity to hand1ing n) 。。。。。

a) ー1: Atypica11y doci1e， 0: Easy， 1: Some resistance/avoidance， 2: Difficu1t， 3: Very difficu1t 
b) 0: Norma1， 1: Slight， unkempt fur， 2: Moderate， 3: Marked 
c) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
d) 0: Absent， 1: Present 
e) 0: Absent， 1: Present 
f) 0: Norma1， 1: Slight1y c1osed， 2: Ha1f c1osed， 3: Comp1ete1y c10sed 
g) 0: Norma1， 1: Slight， 2: Moderate， 3: Marked 
h) 0: Norma1， 1: Present 
i) 0: Absent， 1: Present 
j) ー1: Miosis， 0: Norma1， 1: Ha1f opened pupi1， 2: Mydriasis 
k) 0: None， 1: Slight， 2: Moderate， 3: Marked 
1) 0: Absent， 1: Slight， 2: Moderate， 3: Marked 
m) 0: None， 1: Soft， 2: Moderate， 3: Loud/aggressiv巴

n) -1: Atypica11y doci1e， 0: Easy， 1: Slight1y awkward， 2: Difficu1t， 3: Very difficu1t 

R-1089 



Appendix 2-145 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic aCid， 1，2-ethanediyl ester by oral administration in rats 

工ndividualdetailed c1inical signs in male rats: open field observation 
(Week 1 of administration) 

Dose (mg/kg) 。

Anima1 number (1001-1012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 7 8 3 4 5 5 5 4 3 4 1 7 

Defecation count 。。。。。。。。。。。。
Urination h) 。。1 。。。。。。。。。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minima1 location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-146 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in male rats: open field observation 
(Week 1 of administration) 

Dose (mg/kg) 100 

Animal number (2001-2012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 5 4 4 5 10 4 6 2 7 8 5 5 

Defecation count 。。。。。1 。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious/semi-conscious. ゅ 1:Reduced awareness. 0: Normal. 1: Increased alertness. 2: Markedly a1ert 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 
d) 0: None. 1: Minor. 2: Moderate. 3: Severe 
e) U: No/minimal location. 0: Normal. 1: Slight. 2: Moderate. 3: Markedly 
f) N: Normal. F: Flattened. H: Hunched 
g) 0: None. 1: Occasional bouts (up to four). 2: Numerous bouts (more than four) 
h) 0: None. 1: Sma11 amount. 2: Moderate amount. 3: Large/excessive amount 
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Appendix 2-147 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediYl ester by oral administration in rats 

lndividual detailed clinical signs in male rats: open field observation 
(Week 1 of administration) 

Dose (mg/kg) : 300 

Animal number (3001-3012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 5 5 4 6 5 4 8 3 3 4 8 7 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious/semi-conscious. -1: Reduced awareness. 0: Normal. 1: lncreased a1ertness. 2: Markedly alert 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 
d) 0: None. 1: Minor. 2: Moderate. 3: Severe 
e) U: No/minimal location. 0: Normal. 1: Slight. 2: Moderate. 3: Markedly 
f) N: Normal. F: Flattened. H: Hunched 
g) 0: None. 1: Occasional bouts (up to four). 2: Numerous bouts (more than four) 
h) 0: None. 1: Small amount. 2: Moderate amount. 3: Large/excessive amount 
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Appendix 2-148 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinica1 signs in male rats: open field observation 
(Week 1 of administration) 

Dose (mg/kg) : 1000 

Animal number (4001-4012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousa1 a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnorma1 behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 3 5 4 7 5 4 4 5 6 4 10 2 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。1 。。。。。。。。

a) ー2: Unconscious/semi-conscious，ー1: Reduced awareness， 0: Norma1， 1: Increased a1ertness， 2: Markedly a1ert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 



Appendix 2-149 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

lndividual detailed clinical signs in male rats: open field observation 
(Week 2 of administration) 

Dose (mg/kg) : 0 

Animal number (1001-1012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousa1 a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 9 5 4 4 4 6 3 4 4 4 1 5 

Defecation count 。。。。。。3 。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious/semi-conscious， -1: Reduced awareness， 0: Norma1， 1: lncreased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: F1attened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2; Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 
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Appendix 2-150 A combined repeated dose toxicity study with th巴 reproduction/deve1opmenta1toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

lndividual detai1ed c1inical signs in ma1巴 rats: open fie1d observation 
(Week 2 of administration) 

Dose (mg/kg) 100 

Anima1 number (2001-2012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousa1 a) 。。。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。。。
Abnorma1 behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 3 7 2 4 6 2 4 4 6 7 1 5 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious/semi-conscious， -1: Reduced awareness， 0: Norma1， 1: lncreased a1ertness， 2: Markedly a1ert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minima1 1ocation， 0: Normal， 1: Slight， 2: Moderate， 3: Marked1y 
f) N: Norma1， F: F1attened， H: Hunched 
g) 0: None， 1: Occasiona1 bouts (up to four)， 2: Numerous bouts (more than four) 
h) 0: None， 1: Sma11 amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 
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Appendix 2-151 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

lndividual detailed clinical signs in male rats: open field observation 
(Week 2 of administration) 

Dose (mg/kg) : 300 

Animal number (3001-3012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 4 6 4 6 3 4 5 5 2 2 5 7 

Defecation count 。。。。。。。。1 。。。
Urination h) 。。。1 。。。。。。。。

a) ー2: Unconscious/semi-conscious，同1: Reduced awareness， 0: Normal， 1: lncreased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 



R-1089 

Appendix 2-152 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2白 ethanediy1ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: open fie1d observation 
(Week 2 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4001-4012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousa1 a) 。。。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。。。
Abnorma1 behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 1 6 3 3 4 3 2 5 4 2 8 。
Defecation count 。。。1 。。。。。。1 。
Urination h) 。。。。。1 。。。。。。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Norma1， 1: lncreased a1ertness， 2: Marked1y alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal 1ocation， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 



Appendix 2-153 A combined repeated dos巴 toxicitystudy with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: open fie1d observation 
(Week 3 of administration) 

Dose (mg/kg) 。

Anima1 number (1001-1012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousa1 a) 。。。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。。。
Abnorma1 behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 10 6 。5 4 5 3 5 3 2 4 5 

Defecation count 。。。。。。1 。。。。。
Urination h) 。。1 。。。。。。。。。

a) -2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Norma1， 1: Increased a1ertness， 2: Marked1y a1ert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minima1 1ocation， 0: Norma1， 1: Slight， 2: Moderate， 3: Marked1y 
f) N: Norma1， F: F1attened， H: Hunched 
g) 0: None， 1: Occasiona1 bouts (up to four) ， 2: Num巴rousbouts (more than four) 
h) 0: None， 1: Sma11 amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 
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Appendix 2-154 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administration in rats 

lndividual detailed c1inica1 signs in male rats: open field observation 
(Week 3 of administration) 

Dose (mg/kg) : 100 

Animal number (2001-2012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 4 4 3 4 9 3 4 4 8 4 1 6 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。1 。。。。。。。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Norma1， 1: lncreased alertness， 2: Markedly a1ert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal 1ocation， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four)， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 



Appendix 2白 155 A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octadecanoic acid， l，2-ethanediyl ester by oral administration in rats 

lndividual detailed clinical signs in male rats: open field observation 
(Week 3 of administration) 

Dose (mg/kg) : 300 

Animal number (3001-3012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 3 5 3 6 3 6 8 。6 5 6 3 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。1 。。。。。。。。

a) -2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: lncreased alertness， 2: Marked1y a1ert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minima1 location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Nor皿al，F: F1attened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-156 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administration in rats 

Individual detailed clinical signs in male rats: open field observation 
(Week 3 of administration) 

Dose (mg/kg) 1000 

Anima1 number (4001-4012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 2 4 5 4 4 7 5 6 1 3 7 1 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious/semi也 conscious，-1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Norma1， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-157 A combined r巴peateddose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， l，2-ethanediyl ester by ora1 administration in rats 

Individual detailed clinica1 signs in male rats: open fie1d observation 
(Week 4 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1001-1012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnorma1 behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 8 8 2 2 5 4 3 2 2 4 5 2 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) -2: Unconscious/semi-conscious，ー1:Reduced awareness， 0: Normal， 1: Increased a1ertness， 2: Marked1y alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal 1ocation， 0: Normal， 1: Slight， 2: Moderate， 3: Marked1y 
f) N: Normal， F: Flattened，区: Hunched 
g) 0: None， 1: Occasiona1 bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Sma11 amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-158 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， l，2-ethanediyl ester by oral administration in rats 

lndividual detailed clinical signs in male rats: open field observation 
(Week 4 of administration) 

Dose (mg/kg) 100 

Animal number (2001-2012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 5 5 2 3 8 4 4 3 6 6 4 3 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious/semi-conscious，噂1:Reduced awareness， 0: Normal， 1: lncreased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-159 A combined repeated dose toxicity study with the reproduction!developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

lndividual detailed clinical signs in male rats: open field observation 
(Week 4 of administration) 

Dose (mg!kg) : 300 

Animal number (3001-3012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 4 6 3 7 2 5 7 2 6 3 5 3 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。1 。。。。

a) ー2:Unconscious!semi-conscious， -1: Reduced awareness， 0: Normal， 1: lncreased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No!minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four)， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large!excessive amount 

R-1089 



Appendix 2-160 A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detai1ed clinical signs in ma1e rats: open field observation 
(Week 4 of administration) 

Dose (mg/kg) 1000 

Animal number (4001-4012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 3 2 2 4 6 4 3 6 1 2 3 。
Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: 工ncreasedalertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Norma1， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Norma1， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-161 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: open fie1d observation 
(Week 5 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1001-1012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousa1 a) 。。。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。。。
Abnorma1 behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 8 6 2 3 5 3 4 5 6 4 4 2 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。1 。。。。。。。

a) -2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Norma1， 1: Increased a1ertness， 2: Marked1y a1ert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minima1 1ocation， 0: Norma1， 1: Slight， 2: Moderate， 3: Marked1y 
f) N: Norma1， F: F1attened， H: Hunched 
g) 0: None， 1: Occasiona1 bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Sma11 amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-162 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in ma1e rats: open fie1d observation 
(Week 5 of administration) 

Dose (mg/kg) 100 

Anima1 number (2001-2012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousa1 a) 。。。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 5 7 3 2 8 3 3 5 6 6 3 4 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。1 。。。。。

a) ー2:Unconscious/semi-conscious，自1:Reduced awareness， 0: Norma1， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal 1ocation， 0: Normal， 1: Slight， 2: Moderate， 3: Marked1y 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Sma11 amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-163 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in male rats: open field observation 
(Week 5 of administration) 

Dose (mg/kg) : 300 

Animal number (3001-3012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 5 4 3 5 4 5 6 4 5 3 l 3 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2: Unconscious/semi-conscious. -1: Reduced awareness. 0: Norma1. 1: Increased alertness. 2: Markedly alert 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 
d) 0: None. 1: Minor. 2: Moderate. 3: Severe 
e) U: No/minimal location. 0: Normal. 1: Slight. 2: Moderate. 3: Markedly 
f) N: Normal. F: Flattened. 日: Hunched 
g) 0: None. 1: Occasional bouts (up to four). 2: Numerous bouts (more than four) 
h) 0: None. 1: Small amount. 2: Moderate amount. 3: Large/excessive amount 

R-1089 



Appendix 2-164 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， l，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in male rats: open field observation 
(Week 5 of administration) 

Dose (mg/kg) 1000 

Animal number (4001-4012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 2 2 3 2 5 4 2 6 1 3 5 エ

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e)む: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (皿orethan four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-165 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

lndividual detailed clinical signs in male rats: open field observation 
(Week 6 of administration) 

Dose (mg/kg) 。

Animal number (1001-1012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousa1 a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 4 6 1 4 5 2 7 4 5 7 7 2 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。1 。。。。。

a) ー2:Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: lncreased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-166 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

工ndividualdetailed clinical signs in male rats: open field observation 
(Week 6 of administration) 

Dose (mg/kg) 100 

Animal number (2001-2012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 6 5 4 2 7 1 4 6 6 4 4 4 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。1 。。。。。

a) ー2:Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal 1ocation， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-167 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in male rats: open field observation 
(Week 6 of administration) 

Dose (mg/kg) : 300 

Animal number (3001-3012) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 4 3 4 4 2 4 7 4 3 6 5 3 

Defecation count 。。。。。。。。。。。。
Urination h) 1 。。。。。。。。。。。

a) ー2:Unconscious/semi-conscious. -1: Reduced awareness. 0: Normal. 1: Increased alertness. 2: Marked1y alert 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 
d) 0: None. 1: Minor. 2: Moderate. 3: Severe 
e) U: No/minimal location. 0: Normal. 1: Slight. 2: Moderate. 3: Marked1y 
f) N: Normal. F: Flattened. H: Hunched 
g) 0: None. 1: Occasional bouts (up to four). 2: Numerous bouts (more than four) 
h) 0: None. 1: Small amount. 2: Moderate amount. 3: Large/excessive amount 

R-1089 



Appendix 2-168 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

工ndividua1detai1ed c1inical signs in male rats: open fie1d observation 
(Week 6 of administration) 

Dose (mg/kg) 1000 

Animal number (4001-4012) 
Parameter 

1 2 3 4 5 日 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 5 2 4 5 3 3 2 6 5 4 6 1 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。1 。。。。。

a) -2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minima1 location， 0: Normal， 1: Slight， 2: Moderate， 3: Marked1y 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



R-1089 

Appendix 2-169 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: open fie1d obs巴rvation
(Main group， Week 1 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1101-1112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 7 6 7 7 11 8 6 6 8 10 8 9 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2: Unconscious/semi-conscious，ー1: Reduced awareness， 0: Normal， 1: Increased a1ertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) む: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 



Appendix 2-170 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: open fie1d observation 
(Main group， Week 1 of administration) 

Dose (mg/kg) 100 

Anima1 number (2101-2112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousa1 a) 。。。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。。。
Abnorma1 behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Groo皿ingg) 。。。。。。。。。。。。
Rearing 7 7 4 4 7 7 9 8 4 6 9 10 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious/semi-conscious， -1: Reduced awareness， 0: Norma1， 1: Increased a1ertness， 2: Marked1y a1ert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minima1 1ocation， 0: Norma1， 1: Slight， 2: Moderate， 3: Marked1y 
f) N: Norma1， F: F1attened， H: Hunched 
g) 0: None， 1: Occasiona1 bouts (up to four) ， 2: Numerous bouts (more than fdur) 
h) 0: None， 1: Sma11 amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-171 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

lndividual detailed clinical signs in female rats: open field observation 
(Main group， Week 1 of administration) 

Dose (mg/kg) 300 

Animal number (3101-3112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnor皿albehavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 7 9 4 11 11 7 7 7 7 5 5 6 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious/semi-conscious，ー1:Reduced awareness， 0: Normal， 1: lncreased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-172 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: open fie1d observation 
(Main group. Week 1 of administration) 

Dose (mg/kg) 1000 

Anima1 number (4101-4112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousa1 a) 。。。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。。。
Abnorma1 behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 10 6 8 8 9 8 5 7 6 6 6 7 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) -2: Unconscious/semi-conscious. -1: Reduced awareness. 0: Norma1. 1: lncreased a1ertness. 2: Marked1y a1ert 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 
d) 0: None. 1: Minor. 2: Moderate. 3: Severe 
e) U: No/minima1 1ocation. 0: Norma1. 1: Slight. 2: Moderate. 3: Marked1y 
f) N: Norma1. F: F1attened. H: Hunched 
g) 0: None. 1: Occasiona1 bouts (up to four). 2: Numerous bouts (more than four) 
h) 0: None. 1: Sma11 amount. 2: Moderate amount. 3: Large/excessive amount 

R-1089 



R-1089 

Appendix 2-173 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administration in rats 

lndividual detailed clinical signs in female rats: open field observation 
(Main group， Week 2 of administration) 

Dose (mg/kg) : 0 

Animal number (1101-1112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 8 4 5 6 10 7 9 8 9 12 9 5 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: 工ncreasedalertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened，日: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 



Appendix 2-174 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: open fie1d observation 
(Main group， Week 2 of administration) 

Dose (mg/kg) 100 

Anima1 number (2101-2112) 
Parameter 

l 2 3 4 5 6 7 8 9 10 11 12 

Arousa1 a) 。。。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。。。
Abnorma1 behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 8 7 4 5 9 7 12 5 6 7 7 日

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Norma1， 1: Increased a1ertness， 2: Marked1y a1ert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minima1 1ocation， 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked1y 
f) N: Norma1， F: F1attened， H: Hunched 
g) 0: None， 1: Occasiona1 bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Sma11 amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-175 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 
(Main group， Week 2 of administration) 

Dose (mg/kg) : 300 

Animal number (3101-3112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 10 7 8 10 17 B 8 8 8 5 9 日

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) -2: Unconscious/semi-conscious，ー1:Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minima1 location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Norma1， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four)， 2: Numerous bouts (more than four) 
h) 0: None， 1: Sma11 amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



R-1089 

Appendix 2-176 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: open fie1d observation 
(Main group， Week 2 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4101-4112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousa1 a) 。。。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。。。
Abnorma1 behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 9 4 9 8 10 8 6 7 4 9 6 8 

Defecation count 。。1 。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Norma1， 1: lncreased a1ertness， 2: Marked1y a1ert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minima1 1ocation， 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked1y 
f) N: Norma1， F: F1attened， H: Hunched 
g) 0: None， 1: Occasiona1 bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Sma11 amount， 2: Moderate amount， 3: Large/excessive amount 



Appendix 2-177 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detai1ed clinical signs in female rats: open field observation 
(Main group， Gestation day 1) 

Dose (mg/kg) : 0 

Animal number (1101-1112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 8 5 4 5 5 3 4 6 7 8 6 7 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious/semi-conscious，ー1:Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-178 A combined repeated dose toxicity study with the reproduction!developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 
(Main group. Gestation day 1) 

Dose (mg!kg) 100 

Animal number (2101-2112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 6 6 8 6 8 2 6 8 5 6 5 4 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious!semi-conscious. -1: Reduced awareness. 0: Normal. 1: Increased alertness. 2: Markedly alert 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 
d) 0: None. 1: Minor. 2: Moderate. 3: Severe 
e) U: No!minimal location. 0: Normal. 1: Slight. 2: Moderate. 3: Markedly 
f) N: Normal. F: Flattened. H: Hunched 
g) 0: None. 1: Occasional bouts (up to four). 2: Numerous bouts (more than four) 
h) 0: None. 1: Small amount. 2: Moderate amount. 3: Large!excessive amount 

R-1089 



Appendix 2-179 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing 

Defecation count 

Urination h) 

(Main group， Gestation day 1) 

Dose (mg/kg) : 300 

Animal number (3101-3112) 

1 2 3 4 5 6 7 8 9 

。。。。。。。。。
。。。。。。。。。
。。。。。。。。。
。。。。。。。。。
。。。。。。。。。
N N N N N N N N N 

。。。。。。。。。
8 6 2 9 10 4 5 10 9 

。。。。。。。。。
。。。。。。。。。

10 11 12 
NP 

。 。
。 。
。 。
。 。
。 。
N N 

。 。
6 5 

。 。
。 。

a) -2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: S巴vere
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 
NP: Non-pregnant 

R-1089 



Appendix 2-180 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

工ndividualdetailed clinical signs in female rats: open field observation 
(Main group， Gestation day 1) 

Dose (mg/kg) 1000 

Animal number (4101-4112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 10 4 9 5 10 7 7 7 4 7 6 8 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) “2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None，工: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-181 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 
(Main group， Gestation day 7) 

Dose (mg/kg) : 0 

Animal number (1101-1112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 5 5 4 6 6 6 5 6 6 8 6 8 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-182 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

lndividual detailed clinical signs in female rats: open field observation 
(Main group， Gestation day 7) 

Dose (mg/kg) 100 

Animal number (2101-2112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnorma1 behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 9 4 7 5 9 5 5 9 4 1 6 9 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。1 

a) ー2:Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: lncreased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Norma1， F: F1attened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Sma11 amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-183 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: open fie1d observation 

Parameter 

Arousa1 a) 

Convu1sion b) 

Abnorma1 behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing 

Defecation count 

Urination h) 

(Main group， Gestation day 7) 

Dose (mg/kg) : 300 

Anima1 number (3101-3112) 

1 2 3 4 5 6 7 8 9 

。。。。。。。。。
。。。。。。。。。
。。。。。。。。。
。。。。。。。。。
。。。。。。。。。
N N N N N N N N N 

。。。。。。。。。
10 8 5 6 6 6 5 9 6 

。。。。。。。。。
。。。。。。。。。

10 11 12 
NP 

。 。
。 。
。 。
。 。
。 。
N N 

。 。
6 4 

。 。
。 。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Norma1， 1: 工ncreaseda1ertness， 2: Marked1y a1ert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None，エ: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minima1 1ocation， 0: Norma1， 1: S1ight， 2: Moderate， 3: Marked1y 
f) N: Norma1， F: F1attened， H: Hunched 
g) 0: None， 1: Occasiona1 bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Sma11 amount， 2: Moderate amount， 3: Large/excessive amount 
NP: Non-pregnant 

R-1089 



R-1089 

Appendix 2-184 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 
(Main group， Gestation day 7) 

Dose (mg/kg) : 1000 

Animal number (4101-4112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 9 4 6 7 8 8 4 7 3 7 7 6 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 



Appendix 2-185 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 
(Main group. Gestation day 14) 

Dose (mg/kg) : 0 

Animal number (1101-1112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 6 6 7 7 9 5 5 6 8 6 7 9 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious/semi-conscious. 的 1:Reduced awareness. 0: Normal. 1: Increased alertness. 2: Markedly alert 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 
d) 0: None. 1: Minor. 2: Moderate. 3: Severe 
e) U: No/minimal location. 0: Normal. 1: Slight. 2: Moderate. 3: Markedly 
f) N: Normal. F: Flattened. H: Hunched 
g) 0: None. 1: Occasional bouts (up to four). 2: Numerous bouts (more than four) 
h) 0: None. 1: Small amount. 2: Moderate amount. 3: Large/excessive amount 

R-1089 



Appendix 2-186 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， l，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: open fie1d observation 
(Main group， Gestation day 14) 

Dose (mg/kg) 100 

Anima1 number (2101-2112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousa1 a) 。。。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。。。
Abnorma1 behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 6 4 6 4 8 5 5 8 4 6 9 8 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) -2: Unconscious/semi司 conscious，-1: Reduced awareness， 0: Norma1， 1: Increased a1ertness， 2: Marked1ya1ert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minima1 1ocation， 0: Norma1， 1: Slight， 2: Moderate， 3: Marked1y 
f) N: Norma1， F: F1attened， H: Hunched 
g) 0: None， 1: Occasiona1 bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Sma11 amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2ω187 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed c1inical signs in female rats: open field observation 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing 

Defecation count 

Urination h) 

(Main group， Gestation day 14) 

Dose (mg/kg) : 300 

Animal number (3101-3112) 

1 2 3 4 5 6 7 8 9 

。。。。。。。。。
。。。。。。。。。
。。。。。。。。。
。。。。。。。。。
。。。。。。。。。
N N N N N N N N N 

。。。。。。。。。
6 6 3 8 8 6 5 5 8 

。。。。。。。。。
。。。。。。。。。

10 11 12 
NP 

。 。
。 。
。 。
。 。
。 。
N N 

。 。
5 7 

。 。
。 。

a) -2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 
NP: Non-pregnant 

R-1089 



Appendix 2合 188 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individua1 detailed clinical signs in female rats: open field observation 
(Main group， Gestation day 14) 

Dose (mg/kg) 1000 

Animal number (4101-4112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 7 2 8 7 5 8 6 5 7 7 4 8 

Defecation count 。。。。。。。。。。。。
Urination h) 。1 。。。。。。。。。。

a) -2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: S1ight， 2: Moderate， 3: Markedly 
f) N: Normal， F: F1attened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



R-1089 

Appendix 2-189 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 
(Main group， Gestation day 20) 

Dose (mg/kg) : 0 

Animal number (1101-1112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 3 6 6 5 6 5 4 5 6 5 6 7 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2: Unconscious/semiゅ conscious，四1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal. 1: Slight. 2: Moderate. 3: Markedly 
f) N: Normal. F: Flattened. H: Hunched 
g) 0: None. 1: Occasional bouts (up to four). 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount. 2: Moderate amount. 3: Large/excessive amount 



Appendix 2-190 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl巴sterby oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 
(Main group. Gestation day 20) 

Dose (湿g/kg) 100 

Animal number (2101-2112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousa1 a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 6 4 6 4 7 5 4 7 3 7 8 10 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) -2: Unconscious/semi四 conscious. -1: Reduced awareness. 0: Normal. 1: Increased alertness. 2: Markedly alert 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 
d) 0: None. 1: Minor. 2: Moderate. 3: Severe 
e) U: No/minimal location. 0: Normal. 1: Slight. 2: Moderate. 3: Markedly 
f) N: Normal. F: Flattened.豆: Hunched 
g) 0: None. 1: Occasional bouts (up to four). 2: Numerous bouts (more than four) 
h) 0: None. 1: Small amount. 2: Moderate amount. 3: Large/excessive amount 

R-1089 



Appendix 2-191 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing 

Defecation count 

Urination h) 

(Main group， Gestation day 20) 

Dose (mg/kg) : 300 

Animal number (3101-3112) 

1 2 3 4 5 6 7 8 9 

。。。。。。。。。
。。。。。。。。。
。。。。。。。。。
。。。。。。。。。
。。。。。。。。。
N N N N N N N N N 

。。。。。。。。。
7 6 6 6 6 5 3 6 4 

。。。。。。。。。
。。。。。。。。。

10 11 12 
NP 

。 。
。 。
。 。
。 。
。 。
N N 

。 。
4 5 

。 。
。 。

a) -2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: 工ncr巴asedalertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal 1ocation， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 
NP: Non-pregnant 

R-1089 



Appendix 2-192 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

工ndividualdetailed clinical signs in fema1e rats: open field observation 
(Main group， Gestation day 20) 

Dose (mg/kg) 1000 

Animal number (4101-4112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 7 3 6 4 5 6 2 4 4 4 3 5 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-193 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by ora1 administration in rats 

Individual detailed clinical signs in fema1e rats: open field observation 
(Main group， Lactation day 4) 

Dose (mg/kg) 。

Anima1 number (1101-1112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 6 7 5 6 7 B 8 6 11 6 8 9 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) ー2:Unconscious/semi-conscious，ー1:宜educedawareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasiona1 bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Sma11 amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



R-1089 

Appendix 2-194 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 
(Main group， Lactation day 4) 

Dose (mg/kg) : 100 

Animal number (2101-2112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousal a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 6 5 8 5 4 7 7 7 6 5 8 10 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。。。。。。。。。

a) -2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasiona1 bouts (up to four)， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 



Appendix 2-195 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 
(Main group， Lactation day 4) 

Dose (mg/kg) : 300 

Animal number (3101担 3112)
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 
NP 

Arousal a) 。。。。。。。。。。 。
Convulsion b) 。。。。。。。。。。 。
Abnormal behavior c) 。。。。。。。。。。 。
Stereotypy d) 。。。。。。。。。。 。
Gait e) 。。。。。。。。。。 。
Posture f) N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。 。
Rearing 9 8 6 7 7 8 7 7 6 8 5 

Defecation count 。。。。。。。。。。 。
Urination h) 。。。。。。。。。。 。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/mini皿a1location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Norma1， F: F1attened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 
NP: Non-pregnant 

R-1089 



Appendix 2-196 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open fie1d observation 
(Main group， Lactation day 4) 

Dose (mg/kg) 1000 

Animal number (4101-4112) 
Parameter 

1 2 3 4 5 6 7 8 9 10 11 12 

Arousa1 a) 。。。。。。。。。。。。
Convulsion b) 。。。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。。。
Gait e) 。。。。。。。。。。。。
Posture f) N N N N N N N N N N N N 

Grooming g) 。。。。。。。。。。。。
Rearing 10 3 8 6 9 8 7 6 4 7 7 7 

Defecation count 。。。。。。。。。。。。
Urination h) 。。。。1 。。。。。。。

a) ー2: Unconscious/semi即 conscious，時1:Reduced awareness， 0: Normal， 1: 工ncreasedalertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Marked1y 
f) N: Normal， F: Flattened，日: Hunched 
g) 0: None， 1: Occasiona1 bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-197 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 
(Sate11ite group， Week 1 of administration) 

Dose (mg/kg) : 0 

Animal number (1113-1122) 
Parameter 

13 14 15 16 17 18 19 20 21 22 

Arousal a) 。。。。。。。。。。
Convulsion b) 。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。
Gait e) 。。。。。。。。。。
Posture f) N N N N N N N N N N 

Grooming g) 。。。。。。。。。。
Rearing 5 11 5 9 4 3 11 6 6 8 

Defecation count 。。。。。。。。。。
Urination h) 。。。。。。。。。。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-198 A combined r巴peateddose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 
(Satellite group， Week 1 of administration) 

Dose (mg/kg) : 1000 

Animal number (4113-4122) 
Parameter 

13 14 15 16 17 18 19 20 21 22 

Arousal a) 。。。。。。。。。。
Convulsion b) 。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。
Gait e) 。。。。。。。。。。
Posture f) N N N N N N N N N N 

Grooming g) 。。。。。。。。。。
Rearing 3 6 7 6 8 15 6 7 10 9 

Defecation count 。。。。。。。。。。
Urination h) 。。。。。。。。。。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



R-1089 

Appendix 2-199 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， l，2-ethanediyl ester by oral administration in rats 

Individual detailed c1inical signs in female rats: open field observation 
(Satellite group， Week 2 of administration) 

Dose (mg/kg) : 0 

Animal number (1113-1122) 
Parameter 

13 14 15 16 17 18 19 20 21 22 

Arousal a) 。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。
Abnorma1 behavior c) 。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。
Gait e) 。。。。。。。。。。
Posture f) N N N N N N N N N N 

Grooming g) 。。。。。。。。。。
Rearing 5 6 6 13 5 3 11 6 6 8 

Defecation count 。。。。。。。。。。
Urination h) 。。。。。。。。。。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased a1ertness， 2: Markedly a1ert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal 1ocation， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: F1attened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Smal1 amount， 2: Moderate amount， 3: Large/excessiv巴 amount



Appendix 2-200 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 
(Satellite group， Week 2 of administration) 

Dose (mg/kg) : 1000 

Animal number (4113-4122) 
Parameter 

13 14 15 16 17 18 19 20 21 22 

Arousa1 a) 。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。
Abnorma1 behavior c) 。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。
Gait e) 。。。。。。。。。。
Posture f) N N N N N N N N N N 

Grooming g) 。。。。。。。。。。
Rearing 5 8 7 7 9 11 6 7 10 。
Defecation count 。。。。。。。。。。
Urination h) 。。。。。。。。。。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Norma1， 1: Increased a1ertness， 2: Marked1y a1ert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minima1 location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-201 A combined repeated dose toxicity study with the reproduction!developmental toxicity 
screening test of octadecanoic acid， l，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 
(Satellite group， Week 3 of administration) 

Dose (mg!kg) : 0 

Anima1 number (1113-1122) 
Parameter 

13 14 15 16 17 18 19 20 21 22 

Arousa1 a) 。。。。。。。。。。
Convulsion b) 。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。
Gait e) 。。。。。。。。。。
Posture f) N N N N N N N N N N 

Grooming g) 。。。。。。。。。。
Rearing 4 7 6 9 10 5 11 4 6 5 

Defecation count 。。。。。。。。。。
Urination h) 。。。。。。。。。。

a) ー2: Unconscious!semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No!minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large!excessive amount 

R-1089 



Appendix 2-202 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individual detailed clinical signs in fema1e rats: open field observation 
(Satellite group， Week 3 of administration) 

Dose (mg/kg) : 1000 

Animal number (4113-4122) 
Parameter 

13 14 15 16 17 18 19 20 21 22 

Arousal a) 。。。。。。。。。。
Convulsion b) 。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。
Gait e) 。。。。。。。。。。
Posture f) N N N N N N N N N N 

Grooming g) 。。。。。。。。。。
Rearing 6 7 8 10 9 9 5 5 9 。
Defecation count 。。。。。。。。。。
Urination h) 。。。。。。。。。。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four)， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-203 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

lndividual detailed c1inical signs in female rats: open field observation 
(Satellite group， Week 4 of administration) 

Dose (mg/kg) : 0 

Animal number (1113-1122) 
Parameter 

13 14 15 16 17 18 19 20 21 22 

Arousal a) 。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。
Gait e) 。。。。。。。。。。
Posture f) N N N N N N N N N N 

Grooming g) 。。。。。。。。。。
Rearing 8 10 9 14 11 6 9 8 8 10 

Defecation count 。。。。。。。。。。
Urination h) 。。。。。。。。。。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: 工ncreasedalertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-204 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 
(Satellite group， Week 4 of administration) 

Dose (mg/kg) : 1000 

Animal number (4113-4122) 
Parameter 

13 14 15 16 17 18 19 20 21 22 

Arousal a) 。。。。。。。。。。
Convulsion b) 。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。
Gait e) 。。。。。。。。。。
Posture f) N N N N N N N N N N 

Groo阻ingg) 。。。。。。。。。。
Rearing 9 9 7 6 10 6 7 6 6 10 

Defecation count 。。。。。。。。。。
Urination h) 。。。。。。。。。。

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R句 1089



Appendix 2-205 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

lndividual detailed clinical signs in female rats: open fie1d observation 
(Satel1ite group. Week 5 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1113-1122) 
Parameter 

13 14 15 16 17 18 19 20 21 22 

Arousa1 a) 。。。。。。。。。。
Convulsion b) 。。。。。。。。。。
Abnormal behavior c) 。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。
Gait e) 。。。。。。。。。。
Posture f) N N N N N N N N N N 

Grooming g) 。。。。。。。。。。
Rearing 6 7 7 8 11 11 10 8 10 6 

Defecation count 。。。。。。。。。。
Urination h) 。。。。。。。。。。

a) 由 2: Unconscious/semi-conscious. -1: Reduced awareness. 0: Normal. 1: lncreased a1ertness. 2: Markedly a1ert 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 
d) 0: None. 1: Minor. 2: Moderate. 3: Severe 
e) U: No/minimal location. 0: Normal. 1: Slight. 2: Moderate. 3: Markedly 
f) N: Norma1. F: Flattened. H: Hunched 
g) 0: None. 1: Occasional bouts (up to four). 2: Numerous bouts (more than four) 
h) 0: None. 1: Small amount. 2: Moderate amount. 3: Large/excessive amount 

R-1089 



Appendix 2-206 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

工ndividua1detai1ed c1inica1 signs in fema1e rats: open fie1d obs巴rvation
(Sate11ite group， Week 5 of administration) 

Dose (mg/kg) : 1000 

Anima1 number (4113-4122) 
Parameter 

13 14 15 16 17 18 19 20 21 22 

Arousa1 a) 。。。。。。。。。。
Convu1sion b) 。。。。。。。。。。
Abnorma1 behavior c) 。。。。。。。。。。
Stereotypy d) 。。。。。。。。。。
Gait e) 。。。。。。。。。。
Posture f) N N N N N N N N N N 

Grooming g) 。。。。。。。。。。
Rearing 5 11 8 9 15 12 5 7 7 9 

Defecation count 。。。。。。。。。。
Urination h) 。。。。。。。。。。

a) ー2: Unconscious/semi-conscious，ー1: Reduced awareness， 0: Norma1， 1: Increased a1ertness， 2: Marked1y a1ert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minima1 1ocation， 0: Norma1， 1: Slight， 2: Moderat巴， 3: Marked1y 
f) N: Norma1， F: F1attened， H: Hunched 
g) 0: None， 1: Occasiona1 bouts (up to four) ， 2: Numerous bouts (血orethan four) 
h) 0: None， 1: Sma11 amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-207 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing 

Defecation count 

Urination h) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual detail巴dc1inical signs in female rats: open field observation 
(Satellite group. Week 6 of administration) 

Dose (mg/kg) : 0 

Animal number (1113-1122) 

13 14 15 16 17 18 19 20 21 22 

。。。。。。。。。。
。。。。。。。。。。
。。。。。。。。。。
。。。。。。。。。。
。。。。。。。。。。
N N N N N N N N N N 

。。。。。。。。。。
7 9 7 8 9 7 7 7 8 8 

。。。。。。。。。。
。。。。。。。。。。

a) ー2: Unconscious/semi-conscious. -1: Reduced awareness. 0: Normal. 1: 工ncreasedalertness. 2: Markedly alert 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 
d) 0: None. 1: Minor. 2: Moderate. 3: Severe 
e) U: No/minimal location. 0: Normal. 1: Slight. 2: Moderate. 3: Markedly 
f) N: Normal. F: Flattened. H: Hunched 
g) 0: None. 1: Occasional bouts (up to four). 2: Numerous bouts (more than four) 
h) 0: None. 1: Small amount. 2: Moderate amount. 3: Large/excessive amount 

R-1089 



Appendix 2-208 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Groo皿ingg) 

Rearing 

Defecation count 

Urination h) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by oral administration in rats 

Individua1 detailed clinical signs in female rats: open field observation 
(Sate11ite group. Week 6 of administration) 

Dose (mg/kg) : 1000 

Animal number (4113-4122) 

13 14 15 16 17 18 19 20 21 22 

。。。。。。。。。。
。。。。。。。。。。
。。。。。。。。。。
。。。。。。。。。。
。。。。。。。。。。
N N N N N N N N ?ぜ N 

。。。。。。。。。。
5 13 5 7 11 8 8 8 7 8 

。。。。。。。。。。
。。。。。。。。。1 

a) ー2:Unconscious/semi-conscious.ω1: Reduced awareness. 0: Normal. 1: Increased alertness. 2: Markedly alert 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 
d) 0: None. 1: Minor. 2: Moderate. 3: Severe 
e) U: No/minimal location. 0: Normal. 1: Slight. 2: Moderate. 3: Markedly 
f) N: Normal. F: Flattened. H: Hunched 
g) 0: None. 1: Occasional bouts (up to four). 2: Numerous bouts (阻orethan four) 
h) 0: None. 1: Small amount. 2: Moderate amount. 3: Large/excessive amount 

R-1089 



Appendix 2-209 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing 

Defecation count 

Urination h) 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in male rats: open fie1d observation 
(Week 1 of recovery) 

Dose (mg/kg) : 0 

Animal number (1008-1012) 

8 9 10 11 12 

。。。。。
。。。。。
。。。。。
。。。。。
。。。。。
N N N N N 

。。。。。
4 4 5 7 3 

。。。。。
。。。。。

a) ー2: Unconscious/semi-conscious，や1: Reduced awareness， 0: Normal， 1: 工ncreasedalertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Marked1y 
f) N: Norma1， F: Flattened， H: Hunched 
g) 0: None， 1: Occasiona1 bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-210 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing 

Defecation count 

Urination h) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individua1 detailed clinical signs in male rats: open field observation 
(Week 1 of recovery) 

Dose (mg/kg) : 1000 

Animal number (4008-4012) 

8 9 10 11 12 

。。。。。
。。。。。
。。。。。
。。。。。
。。。。。
N N N N N 

。。。。。
1 5 5 5 3 

。。。。。
。。。。。

a) -2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Normal， 1: Increased a1ertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-211 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing 

Defecation count 

Urination h) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， l，2-ethanediy1 ester by oral administration in rats 

Individual detailed clinical signs in male rats: open field observation 
(Week 2 of recovery) 

Dose (mg/kg) : 0 

Animal number (1008-1012) 

8 9 10 11 12 

。。。。。
。。。。。
。。。。。
。。。。。
。。。。。
N N N N N 

。。。。。
1 4 5 4 5 

。。。。。
。。。。1 

a) ー2: Unconscious/semi-conscious， -1: Reduced awareness， 0: Nor阻al，1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-212 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing 

Defecation count 

Urination h) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by oral administration in rats 

Individual detailed clinical signs in male rats: open field observation 
(Week 2 of recovery) 

Dose (mg/kg) : 1000 

Animal number (4008-4012) 

8 9 10 11 12 

。。。。。
。。。。。
。。。。。
。。。。。
。。。。。
N N N N N 

。。。。。
3 5 4 6 5 

。。。。。
。。。。。

a) -2: Unconscious/semi-conscious. -1: Reduced awareness. 0: Normal. 1: 工ncreasedalertness. 2: Markedly alert 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 
d) 0: None. 1: Minor. 2: Moderate. 3: Severe 
e) U: No/minimal location. 0: Normal. 1: Slight. 2: Moderate. 3: Markedly 
f) N: Normal. F: Flattened. H: Hunched 
g) 0: None. 1: Occasional bouts (up to four). 2: Numerous bouts (more than four) 
h) 0: None. 1: Smal1 amount. 2: Moderate amount. 3: Large/excessive amount 

R-1089 



Appendix 2-213 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing 

Defecation count 

Urination h) 

A combined repeated dose toxicity study with the reproduction/deve1oP皿enta1toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: open fie1d observation 
(Week 1 of recovery) 

Dose (mg/kg) : 0 

Anima1 number (1118-1122) 

18 19 20 21 22 

。。。。。
。。。。。
。。。。。
。。。。。
。。。。。
N N N N N 

。。。。。
5 8 6 8 9 

。。。。。
。。。。。

a) ー2: Unconscious/semi-conscious，ー1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened，日: Hunched 
g) 0: None， 1: Occasional bouts (up to four) ， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-214 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing 

Defecation count 

Urination h) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 detai1ed c1inica1 signs in fema1e rats: open fie1d observation 
(Week 1 of recovery) 

Dose (mg/kg) : 1000 

Animal number (4118-4122) 

18 19 20 21 22 

。。。。。
。。。。。
。。。。。
。。。。。
。。。。。
N N N N N 

。。。。。
11 6 7 3 5 

。。。。。
。。。。。

a) ー2: Unconscious/semi-conscious. -1: Reduced awareness. 0: Normal. 1: Increased al巴rtness. 2: Markedly alert 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 
d) 0: None. 1: Minor. 2: Moderate. 3: Severe 
e) U: No/minimal location. 0: Normal. 1: Slight. 2: Moderate. 3: Markedly 
f) N: Normal. F: Flattened. H: Hunched 
g) 0: None. 1: Occasional bouts (up to four). 2: Numerous bouts (more than four) 
h) 0: None. 1: Small amount. 2: Moderate amount. 3: Large/excessive amount 

R-1089 



Appendix 2-215 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing 

Defecation count 

Urination h) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual detailed clinical signs in female rats: open field observation 
(Week 2 of recovery) 

Dose (mg/kg) : 0 

Animal number (1118-1122) 

18 19 20 21 22 

。。。。。
。。。。。
。。。。。
。。。。。
。。。。。
N N N N N 

。。。。。
6 11 6 7 7 

。。。。。
。。。。。

a) ー2: Unconscious/semi-conscious，ー1: Reduced awareness， 0: Normal， 1: Increased alertness， 2: Markedly alert 
b) 0: None， 1: Minor， 2: Moderate， 3: Severe 
c) 0: None， 1: Minor， 2: Moderate， 3: Severe 
d) 0: None， 1: Minor， 2: Moderate， 3: Severe 
e) U: No/minimal location， 0: Normal， 1: Slight， 2: Moderate， 3: Markedly 
f) N: Normal， F: Flattened， H: Hunched 
g) 0: None， 1: Occasional bouts (ut to four)， 2: Numerous bouts (more than four) 
h) 0: None， 1: Small amount， 2: Moderate amount， 3: Large/excessive amount 

R-1089 



Appendix 2-216 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing 

Defecation count 

Urination h) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individua1 detailed c1inical signs in fema1e rats: open field observation 
(Week 2 of recOvery) 

Dose (mg/kg) : 1000 

Animal number (4118-4122) 

18 19 20 21 22 

。。。。。
。。。。。
。。。。。
。。。。。
。。。U 。
N N N N N 

。。。。。
9 5 8 。11 

。。。1 。
。。。l 。

a) ー2: Unconscious/semi-conscious. -1: Reduced awareness. 0: Normal. 1: 工ncreasedalertness. 2: Markedly alert 
b) 0: None. 1: Minor. 2: Moderate. 3: Severe 
c) 0: None. 1: Minor. 2: Moderate. 3: Severe 
d) 0: None. 1: Minor. 2: Moderate. 3: Severe 
e) U: No/minimal location. 0: Normal. 1: Slight. 2: Moderate. 3: Markedly 
f) N: Normal. F: Flattened. H: Hunched 
g) 0: None. 1: Occasional bouts (up to four). 2: Numerous bouts (more than four) 
h) 0: None. 1: Small amount. 2: Moderate amount. 3: Large/excessive amount 

R-1089 



Appendix 2-217 

Parameter 

Auditory response a) 

Approach response b) 

Touch response c) 

Tai1 pinch response d) 

Pupillary reflex e) 

Aerial righting reflex 
(Total score) 

Landing foot splay (mm) 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediY1 ester by ora1 administration in rats 

Individua1 manipu1ative test of ma1e rats (Week 6 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1008-1012) 

8 9 10 11 12 

。。。。。
。。。。。
。。。。。
。。。。。
P P P P P 

。。。。。
54 109 70 92 94 

a) ー2: None. -1: Weak. 0: Normal. 1: Exaggerate 
b) -1: No reaction/ignores. 0: Normal. 1: Abnormality fearful/aggressive reaction 
c) -1: No reaction/ignores. 0: Normal. 1: Abnormality fearful/aggressive reaction 
d) ー2: None. -1: Weak. 0: Normal. 1: Exaggerate 
e) P: Pass. both. F: Failed. neither. L: Left pupil responds. R: Right pupil responds 

R-1089 
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Appendix 2-218 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual manipulative test of male rats (Week 6 of administration) 

Dose (mg/kg) : 100 

Animal number (2008-2012) 
Parameter 

8 9 10 11 12 

Auditory response a) 。。。。。
Approach response b) 。。。。。
Touch response c) 。。。。。
Tail pinch response d) 。。。。。
Pupillary reflex e) P P P P P 

Aerial righting reflex 
(Total score) 。。。。。
Landing foot splay (mm) 104 82 98 109 86 

a) ー2: None， -1: Weak， 0: Normal， 1: Exaggerate 
b) -1: No reaction/ignores， 0: Normal， 1: Abnormality fearful/aggressive reaction 
c) 一1: No reaction/ignores， 0: Normal， 1: Abnormality fearful/aggressive reaction 
d) ー2: None，ー1: Weak， 0: Normal， 1: Exaggerate 
e) P: Pass， both， F: Failed， neither， L: Left pupil responds， R: Right pupi1 responds 



Appendix 2-219 

Parameter 

Auditory response a) 

Approach response b) 

Touch response c) 

Tail pinch response d) 

Pupi11ary reflex e) 

Aerial righting reflex 
(Total score) 

Landing foot splay (mm) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual manipulative test of male rats (Week 6 of administration) 

Dose (mg/kg) : 300 

Animal number (3008-3012) 

8 9 10 11 12 

。。。。。
。。。。。
。。。。。
。。。。。
P P P P P 

。。。。。
64 83 96 84 56 

a) ー2: None. -1: Weak. 0: Normal. 1: Exaggerate 
b) -1: No reaction/ignores. 0: Norma1. 1: Abnormality fearfu1/aggressive reaction 
c) -1: No reaction/ignores. 0: Norma1. 1: Abnormality fearfu1/aggressive reaction 
d) ー2: None. -1: Weak. 0: Normal. 1: Exaggerate 
e) P: Pass. both. F: Failed. neither. L: Left pupi1 responds. R: Right pupi1 responds 

R-1089 



Appendix 2-220 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2向 ethanediylester by oral administration in rats 

Individual manipulative test of male rats (Week 6 of administration) 

Dose (mg/kg) : 1000 

Animal number (4008由 4012)
Parameter 

8 日 10 11 12 

Auditory response a) 。。。。。
Approach response b) 。。。。。
Touch response c) 。。。。。
Tail pinch response d) 。。。。。
Pupillary reflex e) P P P P P 

Aerial righting reflex 
(Total score) 。。。。。
Landing foot splay (mm) 110 117 112 96 83 

a) ー2: None， -1: Weak， 0: Normal， 1: Exaggerate 
b) -1: No reaction/ignores， 0: Normal， 1: Abnormality fearful/aggressive reaction 
c) -1: No reaction/ignores， 0: Normal， 1: Abnorma1ity fearful/aggressive reaction 
d) ー2: None， -1: Weak， 0: Normal， 1: Exaggerate 
e) P: Pass， both， F: Failed， neither， L: Left pupil responds， R: Right pupil responds 

R-1089 
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Appendix 2白 221 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 manipu1ative test of fema1e rats (Main group， Lactation day 4) 

Dose (血g/kg) : 0 

Anima1 number (1101-1107) 
Parameter 

1 2 4 5 7 

Auditory response a) 。。。。。
Approach response b) 。。。。。
Touch response c) 。。。。。
Tai1 pinch response d) 。。。。。
Pupi11ary ref1ex e) P P P P P 

Aeria1 righting ref1ex 
(Tota1 score) 。。。。。
Landing foot sp1ay (mm) 49 55 58 71 53 

a) ー2: None， -1: Weak， 0: Norma1， 1: Exaggerate 
b) -1: No reaction/ignores， 0: Norma1， 1: Abnorma1ity fearfu1/aggressive reaction 
c) ー1: No reaction/ignores， 0: Norma1， 1: Abnorma1ity fearfu1/aggressive reaction 
d) ー2: None，叩1: Weak， 0: Norma1， 1: Exaggerate 
e) P: Pass， both， F: Fai1ed， neither， L: Left pupi1 responds， R: Right pupi1 responds 



Appendix 2-222 

Parameter 

Auditory response a) 

Approach response b) 

Touch response c) 

Tail pinch response d) 

Pupillary ref1ex e) 

Aerial righting reflex 
(Total score) 

Landing foot splay (mm) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediYl ester by oral administration in rats 

Individual manipulative test of female rats (Main group. Lactation day 4) 

Dose (mg/kg) : 100 

Animal number (2103-2112) 

3 7 10 11 12 

。。。。。
。。。。。
。。。。。
。。。。。
P P F P P 

。。。。。
39 81 56 29 30 

a) ー2: None. -1: Weak. 0: Normal. 1: Exaggerate 
b) -1: No reaction/ignores. 0: Normal. 1: Abnormality fearful/aggressive reaction 
c) -1: No reaction/ignores. 0: Normal. 1: Abnormality fearful/aggressive reaction 
d) ー2: None. ー1: Weak. 0: Normal. 1: Exaggerate 
e) P: Pass. both. F: Failed. neither. L: Left pupil responds. R: Right pupil responds 

R-1089 



Appendix 2-223 

Parameter 

Auditory response a) 

Approach response b) 

Touch response c) 

Tail pinch response d) 

Pupillary reflex e) 

Aerial righting reflex 
(Total score) 

Landing foot splay (mm) 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual manipulative test of female rats (Main group. Lactation day 4) 

Dose (mg/kg) : 300 

Animal number (3101-3110) 

1 4 7 8 10 

。。。。。
。。。。。
。。。。。
。。。。。
P P P P P 

。。。。。
42 40 51 35 64 

a) ー2: None. -1: Weak. 0: Normal. 1: Exaggerate 
b) -1: No reaction/ignores. 0: Normal. 1: Abnormality fearful/aggressive reaction 
c) ー1: No reaction/ignores. 0: Normal. 1: Abnormality fearful/aggressive reaction 
d) 一2: None. -1: Weak. 0: Normal. 1: Exaggerate 
e) P: Pass. both. F: Failed. neither. L: Left pupil responds. R: Right pupil responds 

R-1089 



Appendix 2-224 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， l，2-ethanediyl ester by oral administration in rats 

Individual manipulative test of female rats (Main group， Lactation day 4) 

Dose (mg/kg) : 1000 

Animal number (4104-4112) 
Parameter 

4 6 9 11 12 

Auditory response a) 。。。。。
Approach response b) 。。。。。
Touch response c) 。。。。。
Tai1 pinch response d) 。。。。。
Pupi11ary reflex e) P P P P P 

Aerial righting ref1ex 
(Total score) 。。。。。
Landing foot splay (mm) 49 49 64 94 71 

a) ー2: None，ー1: Weak， 0: Normal， 1: Exaggerate 
b) -1: No reaction/ignores， 0: Normal， 1: Abnormality fearful/aggressive reaction 
c) -1: No reaction/ignores， 0: Normal， 1: Abnorma1ity fearful/aggressive reaction 
d) ー2: None， -1: Weak， 0: Normal， 1: Exaggerate 
e) P: Pass， both， F: Failed， neither， L: Left pupil responds， R: Right pupil responds 

R-1089 
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Appendix 2-225 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 manipu1ative test of fema1e rats (Sate11ite group. Week 6 of administration) 

Dose (mg/kg) : 0 

Anima1 number (1118-1122) 
Parameter 

18 19 20 21 22 

Auditory response a) 0 0000  

Approach response b) n
u
n
u
n
u
 

n
u
n
u
n
u
 

n
u
n
u
n
u
 

n
υ
n
u
n
v
 

n
u
n
U

ハU

Touch response c) 

Tai1 pinch response d) 

Pupi11ary ref1ex e) P P P P P 

Aeria1 righting ref1ex 
(Tota1 score) 

Landing foot sp1ay (mm) 

o 0 0 0 0 

60 49 61 54 87 

a) ー2: None. -1: Weak. 0: Norma1. 1: Exaggerate 
b) -1: No reaction/ignores. 0: Norma1. 1: Abnorma1ity fearfu1/aggressive reaction 
c) -1: No reaction/ignores. 0: Norma1. 1: Abnorma1ity fearfu1/aggressive reaction 
d) ー2: None. -1: Weak. 0: Norma1. 1: Exaggerate 
e) P: Pass. both. F: Fai1ed. neither. L: Left pupi1 responds. R: Right pupi1 responds 
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Appendix 2-226 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

工ndividualmanipulative test of female rats (Satellite group. Week 6 of administration) 

Dose (mg/kg) : 1000 

Animal number (4118-4122) 
Parameter 

18 19 20 21 22 

Auditory response a) o 0 0 0 0 

Approach response b) n

u

n

u

n

u

 

n
u
n
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Touch response c) 

Tail pinch response d) 

Pupillary reflex e) P P P P P 

Aerial righting ref1ex 
(Total score) o 0 0 0 0 

Landing foot splay (mm) 73 42 64 56 52 

a) ー2: None. -1: Weak. 0: Normal. 1: Exaggerate 
b) -1: No reaction/ignores. 0: Normal. 1: Abnormality fearful/aggressive reaction 
c) -1: No reaction/ignores. 0: Normal. 1: Abnormality fearful/aggressive reaction 
d) -2: None. -1: Weak. 0: Normal. 1: Exaggerate 
e) P: Pass. both. F: Failed. neither. L: Left pupil responds. R: Right pupil responds 



Appendix 2-227 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administration in rats 

Individual manipulative test of male rats (Week 2 of recovery) 

Dose (mg/kg) : 0 

Animal number (1008-1012) 
Parameter 

8 9 10 11 12 

Auditory response a) 。。。。。
Approach response b) 。。。。。
Touch response c) 。。。。。
Tai1 pinch response d) 。。。。。
Pupi11ary reflex e) P P P P P 

Aerial righting reflex 
(Total score) 。。。。。
Landing foot splay (mm) 52 115 99 96 69 

a) ー2: None， -1: Weak， 0: Normal， 1: Exaggerate 
b) -1: No reaction/ignores， 0: Norma1， 1: Abnormality fearful/aggressive reaction 
c) -1: No reaction/ignores， 0: Normal， 1: Abnorma1ity fearful/aggressive reaction 
d) ー2: None， -1: Weak， 0: Normal， 1: Exaggerate 
e) P: Pass， both， F: Failed， neither， L: Left pupil responds， R: Right pupil responds 

R-1089 
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Appendix 2白 228 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual manipulative test of male rats (Week 2 of recovery) 

Dose (mg/kg) : 1000 

Animal number (4008-4012) 
Parameter 

8 9 10 11 12 

Auditory response a) n

U
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Approach response b) 

Touch response c) 

Tai1 pinch response d) o 0 0 0 0 

Pupillary ref1ex e) P P P P P 

Aerial righting reflex 
(Total score) o 0 0 0 0 

Landing foot sp1ay (血m) 103 106 110 110 94 

a) ー2: None.ω1: Weak. 0: Norma1. 1: Exaggerate 
b) -1: No reaction/ignores. 0: Normal. 1: Abnormality fearful/aggressive reaction 
c) ー1: No reaction/ignores. 0: Normal. 1: Abnormality fearful/aggressive reaction 
d) ー2: None. 島 1: Weak. 0: Norma1. 1: Exaggerate 
e) P: Pass. both. F: Failed. neither. L: Left pupil responds. R: Right pupil responds 



Appendix 2-229 A combined repeated dose toxicity study with the reproduction/deve1opm巴ntaltoxicity 
screening test of octadecanoic acid， l，2-ethanediyl ester by oral administration in rats 

Individual manipulative test of f巴malerats (Week 2 of recovery) 

Dose (mg/kg) : 0 

Animal number (1118-1122) 
Parameter 

18 19 20 21 22 

Auditory response a) 。。。。。
Approach response b) 。。。。。
Touch response c) 。。。。。
Tail pinch response d) 。。。。。
Pupillary reflex e) P P P P P 

Aerial righting reflex 
(Total score) 。。。。。
Landing foot splay (mm) 60 62 77 54 84 

a) ー2: None，ー1: Weak， 0: Normal， 1: Exaggerate 
b) -1: No reaction/ignores， 0: Normal， 1: Abnormality fearful/aggressive reaction 
c) -1: No reaction/ignores， 0: Normal， 1: Abnormality fearful/aggressive reaction 
d) ー2: None， -1: Weak， 0: Normal， 1: Exaggerate 
e) P: Pass， both， F: Failed， neither， L: Left pupil responds， R: Right pupil responds 

R-1089 



Appendix 2-230 

Parameter 

Auditory response a) 

Approach response b) 

Touch response c) 

Tail pinch response d) 

Pupi11ary reflex e) 

Aerial righting reflex 
(Total score) 

Landing foot splay (mm) 

A combined repeated dose toxicity study with the reproduction!deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual manipulative test of fema1e rats (Week 2 of recovery) 

Dose (mg!kg) : 1000 

Animal number (4118-4122) 

18 19 20 21 22 

。。。。。
。。。。。
。。。。。
。。。。。
P F P P P 

。。。。。
79 67 86 53 60 

a) 一2: None. 守 1: Weak. 0: Normal. 1: Exaggerate 
b) -1: No reaction!ignores. 0: Normal. 1: Abnormality fearful!aggressive reaction 
c) -1: No reaction!ignores. 0: Normal. 1: Abnormality fearful!aggressive reaction 
d) ー2: None. 一1: Weak. 0: Normal. 1: Exaggerate 
e) P: Pass. both. F: Failed. neither. L: Left pupi1 responds. R: Right pupil responds 

R-1089 



Appendix 2-231 

Animal Fore limb 
number g 

1008 1297 
1009 1729 
1010 1861 
1011 1440 
1012 1589 

Mean 1583 
S.D. 224 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by ora1 administration in rats 

Individua1 grip strength of male rats (Week 6 of administration) 

Dose (mg/kg) : 0 

Hind limb 
E 

648 
998 

1025 
1075 
867 

923 
172 

R-1089 



Appendix 2-232 

Animal Fore limb 
number E 

2008 1806 
2009 1146 
2010 1816 
2011 1110 
2012 1185 

Mean 1611 
S.D. 299 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual grip strength of male rats (Week 6 of administration) 

Dose (mg/kg) 100 

Hind limb 
E 

1046 
151 

1129 
1160 
852 

989 
111 

R-1089 
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Appendix 2-233 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual grip strength of ma1e rats (Week 6 of administration) 

Dose (mg/kg) : 300 

Animal Fore limb Hind limb 
number g g 

3008 1620 1143 
3009 1397 862 
3010 1213 891 
3011 1164 937 
3012 1137 712 

Mean 1306 909 
S.D. 203 156 



R-1089 

Appendix 2-234 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

lndividual grip strength of male rats (Week 6 of administration) 

Dose (mg/kg) 1000 

Animal Fore limb Hind limb 
number E E 

4008 1892 1273 
4009 1842 1006 
4010 1738 941 
4011 1389 882 
4012 1624 1114 

Mean 1697 1043 
S.D. 201 155 



Appendix 2-235 

Anima1 Fore 1imb 
number E 

1101 1253 
1102 1474 
1104 1484 
1105 1178 
1107 894 

Mean 1257 
S.D. 243 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 grip strength of fema1e rats (Main group. Lactation day 4) 

Dose (mg/kg) 。

Hind limb 
宮

886 
1074 
769 
868 
707 

861 
140 

R-1089 
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Appendix 2-236 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual grip strength of female rats (Main group， Lactation day 4) 

Dose (皿g/kg) 100 

Anima1 Fore 1imb Hind 1imb 
number E E 

2103 1083 786 
2107 1458 849 
2110 1362 516 
2111 1313 866 
2112 1106 593 

Mean 1264 722 
S.D. 164 158 



R-1089 

Appendix 2-237 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 grip strength of fema1e rats (Main group， Lactation day 4) 

Dose (mg/kg) : 300 

Anima1 Fore 1imb Hind limb 
number g E 

3101 1388 1015 
3104 995 940 
3107 1225 714 
3108 1461 818 
3110 1440 786 

Mean 1302 855 
S.D. 195 121 



R-1089 

Appendix 2-238 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 grip strength of fema1e rats (Main group， Lactation day 4) 

Dose (mg/kg) 1000 

Anima1 Fore 1imb Hind limb 
number g g 

4104 1338 819 
4106 1053 751 
4109 1147 738 
4111 1575 1267 
4112 1368 959 

Mean 1296 907 
S.D. 204 220 



R-1089 

Appendix 2-239 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2白 ethanediy1ester by oral administration in rats 

Individual grip strength of female rats (Satellite group. Week 6 of administration) 

Dose (mg/kg) 。

Animal Fore limb Hind limb 
number E E 

1118 1342 688 
1119 1039 735 
1120 1277 822 
1121 1154 927 
1122 1480 619 

Mean 1258 758 
S.D. 170 120 



Appendix 2-240 

Animal Fore limb 
number g 

4118 1320 
4119 1311 
4120 1550 
4121 1178 
4122 972 

Mean 1266 
S.D. 212 

A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by oral administration in rats 

Individua1 grip strength of fema1e rats (Satellite group. Week 6 of administration) 

Dose (mg/kg) 1000 

Hind limb 
E 

493 
906 
726 
600 
522 

649 
169 

R-1089 
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Appendix 2-241 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 grip strength of ma1e rats (Week 2 of recovery) 

Dose (mg/kg) : 0 

Anima1 Fore 1imb Hind 1imb 
number g g 
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Mean 1779 1027 
S .D. 140 261 
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Appendix 2-242 A combined rep巴ateddose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individual grip strength of male rats (Week 2 of recovery) 

Dose (mg/kg) 1000 

Animal Fore limb Hind limb 
number E g 

4008 2193 1152 
4009 1865 1264 
4010 1636 966 
4011 1873 1174 
4012 1782 968 

Mean 1870 1105 
S.D. 204 133 



R-1089 

Appendix 2-243 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual grip strength of female rats (Week 2 of recovery) 

Dose (mg/kg) : 0 

Animal Fore limb Hind limb 
number g g 

1118 1176 1090 
1119 1233 983 
1120 1504 891 
1121 1347 931 
1122 1583 669 

Mean 1369 913 
S.D. 173 155 



Appendix 2-244 

Anima1 Fore 1imb 
number E 

4118 1466 
4119 1363 
4120 1597 
4121 1490 
4122 1023 

Mean 1388 
S.D. 220 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 grip strength of fema1e rats (Week 2 of recovery) 

Dose (mg/kg) 1000 

Hind limb 
g 

669 
1027 
775 
471 
525 

693 
222 

R-1089 
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Appendix 2-245 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individua1 motor activity of male rats (Week 6 of administration) 

Dose (mg/kg) : 0 

Interval (minutes) 
Animal 
number 0-10 10-20 20-30 30-40 40-50 50-60 Total(O-60) 

1008 397 366 353 73 。 78 1267 
1009 365 327 200 65 153 19 1129 
1010 426 514 321 180 10 23 1474 
1011 432 417 154 133 23 。 1159 
1012 390 404 142 7 17 189 1149 

Mean 402 406 234 92 41 62 1236 
S.D. 27 70 97 67 63 77 144 

Unit : Count 



Appendix 2-246 

Anima1 
number 0-10 10-20 

2008 471 402 
2009 495 310 
2010 339 322 
2011 451 394 
2012 406 370 

Mean 432 360 
S.D. 62 42 

Unit : Count 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. l.2-ethanediy1 ester by ora1 administration in rats 

Individua1 motor activity of ma1e rats (Week 6 of administration) 

Dose (mg/kg) : 100 

Interval (minutes) 

20-30 30-40 40-50 50-60 Total(0-60) 

445 354 377 399 2448 
27 28 21 1 882 

219 174 58 59 1171 
408 299 301 286 2139 
341 379 277 498 2271 

288 247 207 249 1782 
169 146 158 214 706 

R-1089 
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Appendix 2-247 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual motor activity of male rats (Week 6 of administration) 

Dose (mg/kg) : 300 

Interval (minutes) 
Animal 
number 0-10 10-20 20-30 30-40 40-50 50-60 Total(O-60) 

3008 360 264 196 79 2 134 1035 
3009 454 373 343 355 207 220 1952 
3010 304 278 326 147 48 2 1105 
3011 504 488 244 405 300 55 1996 
3012 408 384 352 283 302 144 1873 

Mean 406 357 292 254 172 111 1592 
S.D. 78 91 69 138 140 84 479 

Unit : Count 



Appendix 2-248 

Animal 
number 0-10 10-20 

4008 384 381 
4009 425 361 
4010 467 380 
4011 413 319 
4012 403 382 

Mean 418 365 
S.D. 31 27 

Unit : Count 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual motor activity of ma1e rats (Week 6 of administration) 

Dose (mg/kg) : 1000 

工nterval (minutes) 

20司 30 30-40 40-50 50-60 Total(0-60) 

65 3 1 249 1083 
287 315 234 326 1948 
269 206 1 38 1361 
45 78 59 6 920 
63 32 14 111 1005 

146 127 62 146 1263 
121 131 99 137 417 

R-1089 
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Appendix 2-249 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administration in rats 

Individual motor activity of female rats (Main group， Lactation day 4) 

Dose (mg/kg) : 0 

Interval (minutes) 
Animal 
number 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60) 

1101 420 107 30 11 44 33 645 
1102 400 376 342 350 91 13 1572 
1104 492 345 57 7 3 6 910 
1105 480 420 120 20 201 115 1356 
1107 423 320 287 261 236 235 1762 

Mean 443 314 167 130 115 80 1249 
S.D. 40 121 140 164 100 97 463 

Unit : Count 



R-1089 

Appendix 2-250 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual motor activity of female rats (Main group， Lactation day 4) 

Dose (mg/kg) : 100 

Interval (minutes) 
Animal 
number 0-10 10-20 20司 30 30-40 40-50 50-60 Total(0-60) 

2103 412 311 118 5 62 。 908 
2107 404 344 358 366 219 161 1852 
2110 370 230 178 232 203 181 1394 
2111 414 260 328 44 28 141 1215 
2112 437 414 19 12 33 7 922 

Mean 407 312 200 132 109 98 1258 
S.D. 24 72 143 160 94 87 390 

Unit : Count 
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Appendix 2-251 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual motor activity of fema1e rats (Main group， Lactation day 4) 

Dose (mg/kg) : 300 

Interval (minutes) 
Animal 
number 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60) 

3101 417 194 62 300 165 145 1283 
3104 447 147 14 173 135 212 1128 
3107 452 427 340 412 186 3 1820 
3108 439 437 197 3 15 9 1100 
3110 360 250 37 5 28 。 680 

Mean 423 291 130 179 106 74 1202 
S.D. 38 134 137 180 79 99 411 

Unit : Count 



Appendix 2-252 

Animal 
number 0-10 10-20 

4104 354 76 
4106 380 291 
4109 398 285 
4111 381 181 
4112 417 333 

Mean 386 233 
S.D. 23 104 

Unit : Count 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual motor activity of female rats (Main group. Lactation day 4) 

Dose (mg/kg) : 1000 

Interval (minutes) 

20-30 30吟 40 40-50 50-60 Total(O-60) 

25 5 19 。 479 
207 11 28 。 917 。 6 10 1 700 

8 12 15 18 615 
202 72 340 316 1680 

88 21 82 67 878 
106 29 144 139 476 
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Appendix 2-253 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 motor activity of fema1e rats (Sate11ite group， Week 6 of administration) 

Dose (mg/kg) : 0 

Interva1 (minutes) 
Anima1 
number 0-10 10-20 20-30 30-40 40自 50 50-60 Tota1(0-60) 

1118 412 333 285 262 120 30 1442 
1119 388 341 372 308 323 56 1788 
1120 427 311 184 12 12 10 956 
1121 390 330 214 258 218 15 1425 
1122 387 315 261 319 16 59 1357 

Mean 401 326 263 232 138 34 1394 
S.D. 18 13 72 126 134 23 297 

Unit : Count 



Appendix 2-254 

Animal 
number 0-10 10-20 

4118 485 400 
4119 447 299 
4120 384 228 
4121 386 359 
4122 475 357 

Mean 435 329 
S.D. 48 67 

Unit : Count 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual motor activity of female rats (Sate11ite group. Week 6 of administration) 

Dose (mg/kg) : 1000 

Interval (minutes) 

20-30 30-40 40-50 50-60 Total(0-60) 

331 266 261 190 1933 
362 320 156 10 1594 
181 237 29 30 1089 
371 283 324 163 1886 
285 222 210 1 1550 

306 266 196 79 1610 
78 39 112 90 338 
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Appendix 2四 255 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual motor activity of male rats (Week 2 of recovery) 

Dose (mg/kg) : 0 

Interval (minutes) 
Animal 
number 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60) 

1008 420 295 372 113 19 17 1236 
1009 292 329 217 88 18 19 963 
1010 258 123 58 27 10 29 505 
1011 261 209 208 39 24 225 966 
1012 230 125 39 31 1 12 438 

Mean 292 216 179 60 14 60 822 
S.D. 75 95 136 39 9 92 339 

Unit : Count 



Appendix 2-256 

R-1089 

A combined rep巴ateddose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual motor activity of male rats (Week 2 of recovery) 

Dose (mg/kg) : 1000 

Interval (minutes) 

10-20 20-30 30-40 40-50 50-60 Tota1(0-60) 

123 287 50 工2 169 983 
153 161 28 43 2 692 
156 345 144 151 164 1339 
103 9 64 21 26 574 
146 53 133 24 5 670 

136 171 84 50 73 852 
23 145 52 57 86 312 
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Mean 337 
S.D. 31 

Unit : Count 



Appendix 2合 257

Anima1 
number 0-10 10-20 

1118 347 337 
1119 299 256 
1120 376 283 
1121 355 239 
1122 322 232 

Mean 340 269 
S.D. 30 43 

Unit : Count 

A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 motor activity of fema1e rats (Week 2 of recovery) 

Dose (mg/kg) : 0 

Interva1 (minutes) 

20-30 30-40 40-50 50-60 Tota1(0-60) 

283 347 283 289 1886 
218 219 196 57 1245 
10 4 143 281 1097 

226 199 161 29 1209 
19 74 287 276 1210 

151 169 214 186 1329 
127 134 68 131 316 
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Appendix 2-258 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual motor activity of female rats (Week 2 of recovery) 

Dose (mg/kg) : 1000 

Interva1 (minutes) 
Animal 
number 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60) 

4118 368 370 320 246 294 219 1817 
4119 427 357 383 243 53 22 1485 
4120 335 93 173 246 204 41 1092 
4121 173 23 。 30 10 8 244 
4122 294 192 76 93 157 127 939 

Mean 319 207 190 172 144 83 1115 
S.D. 95 155 161 103 115 89 596 

Unit : Count 
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Appendix 3-1 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual body weight of male rats (Administration period) 

Dose (mg/kg): 0 

Day of administration 
Animal Gain 
number 1 8 15 22 29 36 42 1-42 

1001 408 436 451 451 462 484 490 82 
1002 411 422 446 450 474 506 509 98 
1003 413 450 478 495 519 539 558 145 
1004 392 432 452 468 487 512 520 128 
1005 400 426 447 468 484 506 520 120 
1006 400 424 453 477 500 529 543 143 
1007 446 461 474 495 514 537 543 97 
1008 416 447 469 473 504 530 530 114 
1009 398 436 466 487 503 534 519 121 
1010 389 422 438 452 475 493 507 118 
1011 383 404 418 441 459 477 492 109 
1012 408 430 443 460 484 508 508 100 

Mean 405 433 453 468 489 513 520 115 
S.D. 16 15 17 18 19 21 21 19 

Unit: g 
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Appendix 3-2 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Individua1 body weight of ma1e rats (Administration period) 

Dose (mg/kg): 100 

Day of administration 
Anima1 Gain 
number 1 8 15 22 29 36 42 1-42 

2001 397 419 444 463 480 512 527 130 
2002 416 441 457 472 496 524 527 111 
2003 414 446 455 479 503 534 545 131 
2004 412 447 464 485 505 526 535 123 
2005 384 415 443 469 496 524 534 150 
2006 425 455 481 497 522 549 557 132 
2007 402 429 462 484 507 538 546 144 
2008 411 437 449 469 494 512 525 114 
2009 391 426 450 472 497 520 526 135 
2010 405 445 471 490 516 537 539 134 
2011 399 428 449 479 506 544 546 147 
2012 400 430 458 477 491 516 518 118 

Mean 405 435 457 478 501 528 535 131 
S.D. 12 12 11 10 11 12 11 13 

Unit: g 
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Appendix 3-3 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administraion in rats 

lndividual body weight of male rats (Administration period) 

Dose (mg/kg): 300 

Day of administration 
Animal Gain 
number 1 8 15 22 29 36 42 1-42 

3001 403 433 461 486 507 526 546 143 
3002 424 468 498 518 537 561 574 150 
3003 412 450 478 507 533 549 560 148 
3004 416 455 490 507 533 559 566 150 
3005 407 420 440 464 490 519 543 136 
3006 421 455 485 501 537 566 584 163 
3007 380 410 437 453 467 490 507 127 
3008 398 426 439 463 495 522 533 135 
3009 406 426 448 471 491 523 535 129 
3010 404 425 448 478 506 529 537 133 
3011 381 413 430 444 467 480 495 114 
3012 402 434 458 468 485 510 518 116 

Mean 405 435 459 480 504 528 542 137 
S.D. 14 18 23 24 26 27 27 15 

Unit: g 
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Appendix 3-4 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2吟 ethanediy1 ester by ora1 administraion in rats 

Individua1 body weight of ma1e rats (Administration period) 

Dose (mg/kg): 1000 

Day of administration 
Anima1 Gain 
number 1 8 15 22 29 36 42 1-42 

4001 387 409 416 428 440 464 483 96 
4002 404 436 451 466 484 507 517 113 
4003 397 433 437 463 484 491 497 100 
4004 422 452 487 504 525 540 567 145 
4005 429 477 515 522 551 576 593 164 
4006 419 456 486 507 527 553 548 129 
4007 400 435 456 475 494 512 516 116 
4008 384 413 445 462 487 513 526 142 
4009 413 437 455 482 519 545 565 152 
4010 401 432 451 459 475 506 511 110 
4011 414 437 457 478 505 522 535 121 
4012 381 416 442 459 475 499 492 111 

Mean 404 436 458 475 497 519 529 125 
S.D. 16 19 26 26 30 30 34 21 

Unit: g 
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Appendix 3-5 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

lndividual body weight of fema1e rats during the pre-mating period (Main group) 

Dose (mg/kg): 0 

Day of administration 
Animal Gain 
number 1 8 15 1-15 

1101 242 251 259 17 
1102 263 298 306 43 
1103 251 258 254 3 
1104 247 270 283 36 
1105 231 246 254 23 
1106 268 282 284 16 
1107 239 249 253 14 
1108 246 259 260 14 
1109 268 273 277 日

1110 285 297 298 13 
1111 226 251 260 34 
1112 247 258 262 15 

Mean 251 266 271 20 
S.D. 17 18 18 12 

Unit: g 



Appendix 3-6 

Anima1 
number 

2101 
2102 
2103 
2104 
2105 
2106 
2107 
2108 
2109 
2110 
2111 
2112 

Mean 
S.D. 

Unit: g 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administraion in rats 

Individua1 body weight of fema1e rats during the pre-mating period (Main group) 

Dose (mg/kg): 100 

Day of administration 
Gain 

1 8 15 1-15 

257 261 252 -5 
240 250 265 25 
242 248 259 17 
246 258 259 13 
252 262 278 26 
271 280 285 14 
274 280 297 23 
259 276 287 28 
252 264 275 23 
241 241 255 14 
224 243 251 27 
247 261 271 24 

250 260 270 19 
14 13 15 9 
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Appendix 3-7 A combined repeated dose toxicity study with the reproduction!developmental toxicity 
screening test of octadecanoic acid. 1.2時 ethanediyl ester by ora1 administraion in rats 

lndividual body weight of female rats during the pre-mating period (Main group) 

Dose (mg!kg): 300 

Day of administration 
Animal Gain 
number 1 8 15 1-15 

3101 257 271 280 23 
3102 246 264 265 19 
3103 253 254 258 5 
3104 251 253 275 24 
3105 265 274 289 24 
3106 255 261 280 25 
3107 236 260 276 40 
3108 274 279 290 16 
3109 243 248 271 28 
3110 253 260 272 19 
3111 247 250 256 9 
3112 227 237 248 21 

Mean 251 259 272 21 
S.D. 12 12 13 9 

Unit: g 
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Appendix 3-8 A combined repeated dose toxicity study with the reproduction!deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Individua1 body weight of fema1e rats during the pre-mating period (Main group) 

Dose (mg!kg): 1000 

Day of administration 
Ani皿a1 Gain 
number 1 8 15 1叩 15

4101 222 238 243 21 
4102 214 284 281 13 
4103 238 249 249 11 
4104 248 250 266 18 
4105 238 240 236 -2 
4106 258 262 213 15 
4101 242 259 259 11 
4108 251 263 266 15 
4109 261 216 292 25 
4110 262 281 284 22 
4111 259 260 215 16 
4112 262 268 282 20 

Mean 252 261 268 16 
S.D. 15 15 18 7 

Unit: g 



Appendix 3-9 

Dam 
number 。
1101 266 
1102 312 
1103 265 
1104 278 
1105 264 
1106 305 
1107 256 
1108 285 
1109 296 
1110 314 
1111 268 
1112 275 

Mean 282 
S.D. 20 

Unit: g 
a): Gestation day 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administraion in rats 

工ndividua1body weight of dams during the gestation period (Main group) 

Dose (皿g/kg): 0 

Administration 
Gain 

7 14 20a) 0-20 

299 330 406 140 
335 361 434 122 
289 328 404 139 
324 360 438 160 
304 347 436 172 
332 365 458 153 
292 328 398 142 
300 342 427 142 
333 362 459 163 
339 369 479 165 
296 334 409 141 
296 336 412 137 

312 347 430 148 
19 16 26 15 
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Dam 
number 。
2101 261 
2102 270 
2103 268 
2104 271 
2105 286 
2106 303 
2107 303 
2108 290 
2109 276 
2110 256 
2111 248 
2112 273 

Mean 275 
S.D. 17 

Unit: g 
a): Gestation day 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual body weight of dams during the gestation period (Main group) 

Dose (mg/kg): 100 

Administration 
Gain 

7 14 20a) 0-20 

309 346 414 153 
319 357 433 163 
310 363 453 185 
302 338 428 157 
314 346 408 122 
334 375 458 155 
338 364 422 119 
324 353 444 154 
312 344 437 161 
293 325 397 141 
288 322 387 139 
306 333 413 140 

312 347 425 149 
15 16 22 18 
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Dam 
number 。
3101 283 
3102 279 
3103 281 
3104 271 
3105 290 
3106 287 
3107 283 
3108 292 
3109 271 
3110 271 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administraion in rats 

Individua1 body weight of dams during the gestation period (Main group) 

Dose (mg/kg): 300 

Administration 
Gain 

7 14 20a) 0-20 

306 348 416 133 
310 342 403 124 
314 358 441 160 
314 344 429 158 
323 359 445 155 
310 341 415 128 
318 358 451 168 
338 388 476 184 
314 350 412 141 
315 352 426 155 

3111 Non-pregnant 
3112 256 292 331 431 175 

Mean 279 314 352 431 153 
S.D. 11 11 15 21 19 

Unit: g 
a): Gestation day 
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Appendix 3-12 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual body weight of dams during the gestation period (Main group) 

Dose (mg/kg): 1000 

Administration 
Dam Gain 
number 。 7 14 20a) 0-20 

4101 248 285 307 397 149 
4102 294 338 374 453 159 
4103 262 295 320 396 134 
4104 268 308 347 436 168 
4105 254 278 306 396 142 
4106 283 312 350 431 148 
4107 269 310 339 431 162 
4108 283 308 350 437 154 
4109 295 324 365 462 167 
4110 304 334 380 480 176 
4111 279 308 351 441 162 
4112 292 329 360 442 150 

Mean 278 311 346 434 156 
S.D. 18 19 24 26 12 

Unit: g 
a): Gestation day 



Appendix 3幽 13 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

lndividual body weight of dams during the lactation period (Main group) 

Dose (mg/kg): 0 

Administration 
Dam Gain 
number 。 4a) 0-4 

1101 321 334 13 
1102 346 356 10 
1103 347 350 3 
1104 326 359 33 
1105 335 348 13 
1106 322 377 55 
1107 298 329 31 
1108 338 352 14 
1109 362 354 -8 
1110 380 375 -5 
1111 320 341 21 
1112 318 334 16 

Mean 334 351 16 
S.D. 22 15 17 

Unit: g 
a): Lactation day 
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Appendix 3-14 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individua1 body weight of dams during the lactation period (Main group) 

Dose (mg/kg): 100 

Administration 
Dam Gain 
number 。 4a) 0-4 

2101 335 350 15 
2102 313 353 40 
2103 339 356 17 
2104 346 340 -6 
2105 338 339 1 
2106 358 385 27 
2107 363 360 -3 
2108 342 358 16 
2109 306 352 46 
2110 321 335 14 
2111 331 327 -4 
2112 300 316 16 

Mean 333 348 15 
S.D. 20 18 17 

Unit: g 
a): Lactation day 



Appendix 3-15 

Dam 
number 

3101 
3102 
3103 
3104 
3105 
3106 
3107 
3108 
3109 
3110 
3111 
3112 

Mean 
S.D. 

Unit: g 

A combined repeated dose toxicity study with the reproduction!developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

lndividual bOdy weight of dams during the lactation period (Main group) 

Dose (mg!kg): 300 

Administration 
Gain 。 4a) 0-4 

327 369 42 
325 338 13 
361 348 -13 
352 350 ー2
345 363 18 
333 335 2 
346 347 1 
370 381 11 
344 359 15 
348 342 -6 
Non-pregnant 
314 319 5 

342 350 8 
16 17 15 

a): Lactation day 
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Appendix 3-16 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

lndividual body weight of dams during the lactation period (Main group) 

Dose (mg/kg): 1000 

Administration 
Dam Gain 
number 。 4a) 0-4 

4101 289 316 27 
4102 376 379 3 
4103 318 330 12 
4104 333 340 7 
4105 282 313 31 
4106 349 351 2 
4107 359 341 四 18
4108 352 343 -9 
4109 367 370 3 
4110 368 365 一3
4111 312 348 36 
4112 333 352 19 

Mean 337 346 9 
S.D. 31 20 16 

Unit: g 
a): Lactation day 
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Appendix 3世 17 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual body weight of female rats (Satellite group， administration period) 

Dose (mg/kg): 0 

Day of administration 
Animal Gain 
number 1 8 15 22 29 36 42 1-42 

1113 236 238 245 256 268 272 282 46 
1114 250 252 271 280 284 308 306 56 
1115 231 242 249 252 254 268 272 41 
1116 240 261 279 292 295 307 319 79 
1117 239 255 255 269 270 282 293 54 
1118 270 292 305 315 314 329 330 60 
1119 260 270 279 288 304 314 315 55 
1120 240 262 281 278 302 323 306 66 
1121 246 269 281 289 283 297 288 42 
1122 265 268 290 287 310 324 323 58 

Mean 248 261 274 281 288 302 303 56 
S.D. 13 16 19 18 20 22 19 11 

Unit: g 
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Appendix 3-18 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual body weight of female rats (Satellite group， administration period) 

Dose (mg/kg): 1000 

Day of administration 
Animal Gain 
number 1 8 15 22 29 36 42 1-42 

4113 248 253 270 281 293 291 303 55 
4114 236 255 271 276 272 286 295 59 
4115 263 284 298 305 322 338 339 76 
4116 225 227 235 236 227 236 241 16 
4117 244 269 276 290 291 306 311 67 
4118 247 262 265 264 277 285 280 33 
4119 266 281 289 310 319 322 318 52 
4120 239 241 251 259 268 264 278 39 
4121 253 276 296 301 312 326 333 80 
4122 238 250 246 256 269 272 271 33 

Mean 246 260 270 278 285 293 297 51 
S.D. 12 18 21 24 29 31 30 21 

Unit: g 
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Appendix 3-19 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual body weight of male rats (Recovery period) 

Dose (mg/kg): 0 

Day of recovery 
Animal Gain 
number 1 8 14 1-14 

1008 532 553 558 26 
1009 532 553 555 23 
1010 508 523 531 23 
1011 494 511 515 21 
1012 513 518 526 13 

Mean 516 532 537 21 
S.D. 16 20 19 5 

Unit: g 
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Appendix 3-20 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual body weight of male rats (Recovery period) 

Dose (mg/kg): 1000 

Day of recovery 
Animal Gain 
number 1 8 14 1-14 

4008 528 540 547 19 
4009 562 571 593 31 
4010 513 537 544 31 
4011 538 556 561 23 
4012 493 511 519 26 

Mean 527 543 553 26 
S.D. 26 22 27 5 

Unit: g 
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App巴ndix3-21 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， l，2-ethanediyl ester by oral administraion in rats 

lndividual bOdy weight of female rats (Recovery period) 

Dose (mg/kg): 0 

Day of recovery 
Animal Gain 
number 1 8 14 1-14 

1118 340 345 343 3 
1119 315 335 336 21 
1120 318 330 323 5 
1121 295 297 305 10 
1122 328 334 316 -12 

Mean 319 328 325 5 
S.D. 17 18 15 12 

Unit: g 
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Appendix 3-22 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

lndividual body weight of female rats (Recovery period) 

Dose (mg/kg): 1000 

Day of recovery 
Animal Gain 
number 1 8 14 1-14 

4118 292 288 299 7 
4119 327 328 339 12 
4120 278 289 282 4 
4121 336 349 335 同 1
4122 266 282 275 9 

Mean 300 307 306 6 
S.D. 31 30 30 5 

Unit: g 



Appendix 4-1 

Anima1 
number 1 

1001 25 
1002 29 
1003 28 
1004 30 
1005 29 
1006 26 
1007 30 
1008 32 
1009 33 
1010 29 
1011 25 
1012 28 

Mean 29 
S.D. 2 

Unit: g/rat/day 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administraion in rats 

Individua1 food consumption of ma1e rats (Administration period) 

Dose (mg/kg): 0 

Day of administration 

8 15 30 36 42 

30 27 26 27 27 
25 29 27 29 26 
30 32 25 29 28 
33 30 28 29 26 
29 25 31 27 24 
31 31 26 27 28 
30 29 28 29 27 
33 30 28 34 26 
33 34 31 37 23 
33 31 29 28 28 
27 26 27 26 26 
28 27 29 28 27 

30 29 28 29 26 
3 3 2 3 2 
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Appendix 4-2 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Individua1 food consumption of ma1e rats (Administration period) 

Dose (mg/kg): 100 

Day of administration 
Anima1 
number 1 8 15 30 36 42 

2001 27 28 26 31 31 30 
2002 28 30 28 30 27 28 
2003 30 31 27 30 28 30 
2004 27 31 27 30 26 28 
2005 28 26 28 30 30 29 
2006 29 30 31 32 30 28 
2007 28 30 32 33 29 29 
2008 32 31 26 26 29 30 
2009 30 31 32 28 31 28 
2010 28 29 30 30 29 24 
2011 28 27 23 32 33 29 
2012 29 30 29 29 33 26 

Mean 29 30 28 30 30 28 
S.D. 1 2 3 2 2 2 

Unit: g/rat/day 



Appendix 4-3 

Animal 
number 1 

3001 28 
3002 27 
3003 27 
3004 33 
3005 26 
3006 32 
3007 27 
3008 29 
3009 30 
3010 28 
3011 26 
3012 28 

Mean 28 
S.D. 2 

Unit: g/rat/day 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual food consumption of male rats (Administration period) 

Dose (mg/kg): 300 

Day of administration 

8 15 30 36 42 

30 30 29 29 30 
34 32 29 34 31 
29 31 27 30 26 
33 35 32 31 31 
27 26 31 29 30 
31 34 32 32 32 
29 31 28 26 30 
32 28 28 29 30 
29 26 30 33 25 
31 29 30 30 27 
31 28 30 26 28 
29 30 27 28 25 

30 30 29 30 29 
2 3 2 2 2 
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Appendix 4-4 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administraion in rats 

Individual food consumption of male rats (Administration period) 

Dose (mg/kg): 1000 

Day of administration 
Animal 
number 1 8 15 30 36 42 

4001 25 27 26 24 25 26 
4002 29 30 27 28 29 25 
4003 28 35 29 27 31 28 
4004 34 33 34 26 30 32 
4005 29 34 36 38 31 34 
4006 28 31 34 30 31 27 
4007 27 29 29 30 25 29 
4008 24 26 28 31 28 24 
4009 29 28 30 29 32 28 
4010 26 28 27 27 31 21 
4011 25 28 28 26 26 26 
4012 25 27 31 31 28 25 

Mean 27 30 30 29 29 27 
S.D. 3 3 3 4 3 4 

Unit: g/rat/day 
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Appendix 4-5 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

lndividual food consumption of female rats during the pre-mating period (Main group) 

Dose (mg/kg); 0 

Day of administration 
Animal 
number 1 8 15 

1101 18 19 22 
1102 21 25 24 
1103 20 21 16 
1104 15 22 23 
1105 17 23 21 
1106 23 23 18 
1107 18 22 20 
1108 19 23 18 
1109 22 24 18 
1110 25 27 20 
1111 15 22 21 
1112 21 23 19 

Mean 20 23 20 
S.D. 3 2 2 

Unit; g/rat/day 



Appendix 4-6 

Anima1 
number 

2101 
2102 
2103 
2104 
2105 
2106 
2107 
2108 
2109 
2110 
2111 
2112 

Mean 
S.D. 

Unit: g/rat/day 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administraion in rats 

Individua1 food consumption of fema1e rats during the pre-mating period (Main group) 

Dose (mg/kg): 100 

Day of administration 

1 8 15 

22 20 13 
20 23 23 
20 18 22 
19 23 17 
21 22 22 
23 24 18 
22 20 23 
21 23 24 
20 20 20 
18 15 21 
16 22 20 
19 18 24 

20 21 21 
2 3 3 
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Animal 
number 

3101 
3102 
3103 
3104 
3105 
3106 
3107 
3108 
3109 
3110 
3111 
3112 

Mean 
S.D. 

Unit: g/rat/day 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual food consumption of female rats during the pre-mating period (Main group) 

Dose (mg/kg): 300 

Day of administration 

1 8 15 

18 19 20 
20 22 18 
21 20 14 
22 13 23 
19 23 21 
20 19 24 
15 26 23 
24 17 22 
19 15 22 
19 15 19 
20 17 17 
14 20 22 

19 19 20 
3 4 3 
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Anima1 
number 

4101 
4102 
4103 
4104 
4105 
4106 
4107 
4108 
4109 
4110 
4111 
4112 

Mean 
S.D. 

Unit: g/rat/day 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administraion in rats 

Individua1 food consumption of fema1e rats during the pre-mating period (Main group) 

Dose (mg/kg): 1000 

Day of administration 

1 8 15 

13 20 18 
22 19 20 
20 19 15 
18 14 20 
22 21 15 
20 19 22 
19 21 18 
20 24 15 
23 21 22 
20 22 19 
23 14 20 
21 18 23 

20 19 19 
3 3 3 
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Dam 
number 1 

1101 24 
1102 25 
1103 15 
1104 23 
1105 23 
1106 24 
1107 20 
1108 19 
1109 21 
1110 25 
1111 21 
1112 21 

Mean 22 
S.D. 3 

Unit: g/rat/day 
a): Gestation day 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by oral administraion in rats 

lndividual food consumption of dams during the gestation period (Main group) 

Dose (mg/kg): 0 

Administration 

7 14 20a) 

27 24 24 
26 24 23 
25 26 25 
25 28 24 
26 32 27 
27 29 22 
25 28 26 
22 25 23 
31 26 25 
25 30 30 
24 28 27 
24 26 22 

26 27 25 
2 2 2 
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Dam 
number 1 

2101 20 
2102 22 
2103 21 
2104 22 
2105 22 
2106 26 
2107 22 
2108 21 
2109 21 
2110 23 
2111 23 
2112 24 

Mean 22 
S.D. 2 

Unit: g/rat/day 
a): Gestation day 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

lndividual food consumption of dams during the gestation period (Main group) 

Dose (mg/kg): 100 

Administration 

7 14 20a) 

29 28 25 
27 31 26 
31 31 31 
26 26 28 
26 24 23 
29 29 27 
26 24 23 
29 27 23 
26 27 24 
23 24 23 
24 26 22 
29 27 26 

27 27 25 
2 2 3 
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Appendix 4-11 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

lndividual food consumption of dams during the gestation period (Main group) 

Dose (mg/kg): 300 

Administration 
Dam 
number 1 7 14 20a) 

3101 21 24 28 22 
3102 17 26 27 24 
3103 19 29 30 24 
3104 26 26 27 24 
3105 20 25 27 23 
3106 21 24 25 22 
3107 29 28 29 23 
3108 24 28 32 27 
3109 22 27 25 22 
3110 24 25 26 23 
3111 Non-pregnant 
3112 22 27 25 23 

Mean 22 26 27 23 
S.D. 3 2 2 1 

Unit: g/rat/day 
a): Gestation day 



Appendix 4-12 

Dam 
number 1 

4101 21 
4102 22 
4103 17 
4104 24 
4105 19 
4106 23 
4107 14 
4108 22 
4109 26 
4110 24 
4111 23 
4112 25 

Mean 22 
S.D. 3 

Unit: g/rat/day 
a): Gestation day 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual food consumption of dams during the gestation period (Main group) 

Dose (mg/kg): 1000 

Administration 

7 14 20a) 

26 24 26 
28 29 24 
23 25 24 
25 28 25 
22 22 27 
24 25 24 
31 28 29 
27 27 23 
26 30 27 
29 32 26 
19 28 25 
28 27 22 

26 27 25 
3 3 2 
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Appendix 4-13 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

lndividual food consumption of dams during the lactation period (Main group) 

Dose (mg/kg): 0 

Administration 
Dam 
number 2 

1101 34 
1102 23 
1103 27 
1104 32 
1105 25 
1106 36 
1107 30 
1108 24 
1109 24 
1110 24 
1111 26 
1112 24 

Mean 27 
S.D. 4 

Unit: g/rat/day 
a): Lactation day 

4a) 

46 
40 
38 
44 
45 
53 
38 
45 
40 
47 
41 
44 

43 
4 
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Appendix 4-14 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administraion in rats 

Individua1 food consumption of dams during the 1actation period (Main group) 

Dose (mg/kg): 100 

Administration 
Dam 
number 2 

2101 32 
2102 37 
2103 32 
2104 20 
2105 20 
2106 23 
2107 20 
2108 28 
2109 34 
2110 25 
2111 18 
2112 15 

Mean 25 
S.D. 7 

Unit: g/rat/day 
a): Lactation day 

4a) 

40 
50 
40 
38 
37 
38 
36 
41 
61 
44 
38 
38 

42 
7 
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Appendix 4-15 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2明 ethanediy1ester by oral administraion in rats 

lndividual food consumption of dams during the lactation period (Main group) 

Dose (mg/kg): 300 

Administration 
Dam 
number 2 4a) 

3101 31 42 
3102 27 36 
3103 16 32 
3104 25 46 
3105 24 46 
3106 21 35 
3107 22 40 
3108 22 48 
3109 24 47 
3110 16 34 
3111 Non-pregnant 
3112 16 

Mean 22 
S.D. 5 

Unit: g/rat/day 
a): Lactation day 

44 

41 
6 
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R-1089 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

lndividual food consumption of dams during the lactation period (Main group) 

Dose (mg/kg): 1000 

Dam 
number 

Administration 

2 4a) 

4101 
4102 
4103 
4104 
4105 
4106 
4107 
4108 
4109 
4110 
4111 
4112 

7
8
9
2
9
3
4
2
4
0
1
6
 

2
2
1
2
2
2
1
2
2
2
3
2
 

1
4
n
u
只
u
n
u
n
u
n，u
q
u
氏
u
q
u
q
d
q
U
巧

t

4
4
3
4
4
4
2
3
4
4
4
4
 

Mean 
S.D. 

24 
5 

40 
4 

Unit: g/rat/day 
a): Lactation day 



Appendix 4-17 

Anima1 
number 1 

1113 17 
1114 21 
1115 16 
1116 17 
1117 17 
1118 19 
1119 21 
1120 13 
1121 16 
1122 20 

Mean 18 
S.D. 3 

Unit: g/rat/day 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administraion in rats 

Individua1 food consumption of fema1e rats (Sate11ite group. administration period) 

Dose (mg/kg): 0 

Day of administration 

8 15 30 36 42 

13 20 22 16 22 
17 23 28 24 22 
19 20 16 19 15 
23 25 21 21 24 
22 19 19 20 22 
24 25 22 21 20 
24 20 22 21 18 
24 25 19 24 13 
23 23 19 21 16 
15 25 20 22 20 

20 23 21 21 19 
4 3 3 2 4 
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Animal 
number 1 

4113 18 
4114 15 
4115 22 
4116 13 
4117 15 
4118 20 
4119 20 
4120 18 
4121 19 
4122 20 

Mean 18 
S.D. 3 

Unit: g/rat/day 

A combined repeated dose toxicity study with the reproduction/develop盟entaltoxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual food consumption of female rats (Satellite group. administration period) 

Dose (mg/kg): 1000 

Day of administration 

8 15 30 36 42 

15 23 22 16 18 
23 24 22 21 21 
27 27 21 24 19 
15 19 17 18 18 
23 22 20 21 19 
25 22 18 22 17 
23 18 20 21 15 
14 18 21 13 19 
24 25 23 24 21 
24 18 19 20 19 

21 22 20 20 19 
5 3 2 3 2 
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Appendix 4-19 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administraion in rats 

Individual food consumption of male rats (Recovery period) 

Dose (mg/kg): 0 

Day of recovery 
Animal 
number 1 8 14 

1008 28 28 29 
1009 31 33 29 
1010 29 30 30 
1011 29 27 25 
1012 28 27 25 

Mean 29 29 28 
S.D. 1 3 2 

Unit: g/rat/day 



Appendix 4-20 

Animal 
number 1 

4008 26 
4009 29 
4010 24 
4011 30 
4012 26 

Mean 27 
S.D. 2 

Unit: g/rat/day 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by oral administraion in rats 

Individual food consumption of male rats (Recovery period) 

Dose (mg/kg): 1000 

Day of recovery 

8 14 

26 27 
29 30 
28 27 
27 25 
29 25 

28 27 
1 2 
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Appendix 4-21 

Animal 
number 1 

1118 22 
1119 18 
1120 17 
1121 19 
1122 19 

Mean 19 
S.D. 2 

Unit: g/rat/day 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

lndividual food consumption of female rats (Recovery period) 

Dose (血g/kg): 0 

Day of recovery 

8 14 

23 20 
22 20 
20 17 
17 18 
21 12 

21 17 
2 3 
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Appendix 4-22 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Individua1 food consumption of fema1e rats (Recovery period) 

Dose (mg/kg): 1000 

Day of recovery 
Anima1 
number 1 8 14 

4118 20 16 22 
4119 17 16 19 
4120 18 19 15 
4121 21 25 16 
4122 15 23 13 

Mean 18 20 17 
S.D. 2 4 4 

Unit: g/rat/day 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administration in rats 

Appendix 5-1 

lndividual urinalysis of male rats (Week 6 of administration) 

Dose (mg/kg): 0 

6) 
Urobi-

linogen 

7) 

Color 
5) 

Bili-
rubin 

4) 

Occu1t 
blood 

3) 

G1u-
cose 

2) 

Ketone 
body 

1) 

Pro-
tein 

pH 

1008 
1009 
1010 
1011 
1012 

Y
Y
Y
Y
Y
 

-----

+

+

+

+

+

 

F
-
-
-

+

+

+

+

 

-
-
+
+
-

+

+

+

 

-
+
+
+
+
 

+

+

 

>=9.0 
>=9.0 
>=9.0 

8.0 
>=9.0 

Animal 
number 

+++ : >=300 mg/dL 
+++ : 80 mg/dL 

++++ : >=1000 mg/dL 
+++ : 0.405 mg/dL 

++ : 100 mg/dL 
++ : 40 mg/dL 

+++ : 500 mg/dL 
++ : 0.135 mg/dL 

+++ : 3.2 mg/dL 
+++ : >=8.0 E.U./dL 

今: 30 mg/dL 
+ : 15 mg/dL 

++ : 250 mg/dL 
+ : 0.062 mg/dL 

++ : 1. 6 mg/dL 
++ : 4.0 E.U./dL 
DY : Dark yellOw 

+ー: 15 mg/dL 
+ー: 5 mg/dL 
+ : 100皿g/dL

+ー: 0.015 mg/dL 
+ : 0.8 mg/dL 
+ : 2.0 E.U./dL 
Y : Yellow 

ー: 0 mg/dL 
命: 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 

+ー: 0.1-1.0 E.U./dL 
LY : Light yellow 

)
)
)
)
)
)
)
 

1
2
3
4
5
6
7
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Appendix 5-2 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual urinalysis of male rats (Week 6 of administration) 

Dose (mg/kg): 0 

URINE SEDIMENT 

CRYSTALLIZATION 
Animal 
number RBC WBC SEC SREC Cast PS CO 

1008 
1009 
1010 
1011 
1012 

-----

+

+

+

+

+

 

目
白
-
-
-

+

+

+

+

+

 

SEC : Squamous Epithelial Cell 
SREC : Small Round Epithelial Cell 
PS : Phosphate Salts 
CO : Calcium Oxalate 

Negative 
+ー: Slight 
+ : Mild 
++ : Moderate 
+++ : Severe 
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Appendix 5-3 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 water intake and urina1ysis of ma1e rats (Week 6 of administration) 

Dose (mg/kg): 0 

Water Urine Osmotic Na K C1 
Anima1 intake volume Pressure 
number mL/24h mL/24h mOsm/kg mmol/24h mmol/24h mmol/24h 

1008 47 24.4 1480 2.00 5.68 2.34 
1009 33 19.2 1910 2.04 5.75 2.84 
1010 35 13.7 2160 1. 53 4.81 2.08 
1011 31 9.1 2800 1. 73 3.99 1. 95 
1012 43 19.3 1904 2.16 5.81 2.47 

Mean 38 17.1 2051 1.89 5.21 2.34 
S.D. 7 5.9 485 0.26 0.79 0.35 
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A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Appendix 5-4 

Individua1 urina1ysis of ma1e rats (Week 6 of administration) 

Dose (mg/kg): 100 

7) 

Co1or 
6) 

Urobi-
1inogen 

5) 

Bili-
rubin 

4) 

Occu1t 
b100d 

3) 

G1u-
cose 

2) 

Ketone 
body 

1) 

Pro-
tein 

Anima1 
number 

pH 

Y
Y
Y
Y
Y
 

-
m
-
-
-

+

+

+

+

+

 

+ 

+ー

-

+

-

-

+

 

+

+

+

 

+

+

-

-

+

 

+
 

8.5 
>=9.0 
>=9.0 

8.0 
>=9.0 

2008 
2009 
2010 
2011 
2012 

+++ : >=300 mg/dL 
+++ : 80 mg/dL 

++++ : >=1000 mg/dL 
+++ : 0.405 mg/dL 

++ : 100 mg/dL 
++ : 40 mg/dL 

+++ : 500 mg/dL 
++ : 0.135 mg/dL 

+++ : 3.2 mg/dL 
+++ : >=8.0 E.U./dL 

+ : 30 mg/dL 
+ : 15 mg/dL 

++ : 250 mg/dL 
+ : 0.062 mg/dL 

++ : 1. 6 mg/dL 
++ : 4.0 E.U./dL 
DY : Dark ye110w 

+ー: 15 mg/dL 
+- : 5 mg/dL 
+ : 100 mg/dL 

+ー: 0.015 mg/dL 
+ : 0.8 mg/dL 
+ : 2.0 E.U./dL 
Y : Ye110w 

ー: 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 

+ー: 0.1-1.0 E.U./dL 
LY : Light ye110w 

)
}
)
)
)
)
)
 

1
2
3
4
5
6
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Appendix 5-5 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2叫 ethanediy1ester by oral administration in rats 

lndividual urinalysis of male rats (Week 6 of administration) 

Dose (mg/kg): 100 

URINE SEDIMENT 

CRYSTALLIZATION 
Animal 
number RBC WBC SEC SREC Cast PS CO 

2008 
2009 
2010 
2011 
2012 

-----

+

+

+

+

+

 

-----

+

+

+

+

+

 

SEC : Squamous Epithelial Cell 
SREC : Small Round Epithelial Cell 
PS : Phosphate Salts 
CO : Calcium Oxalate 

Negative 
+ー: Slight 
+ : Mild 
++ : Moderate 
+++ : Severe 



R-1089 

Appendix 5-6 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-巴thanediy1ester by ora1 administration in rats 

Individua1 water intake and urina1ysis of ma1e rats (Week 6 of administration) 

Dose (mg/kg): 100 

Water Urine Osmotic Na K C1 
Anima1 intake vo1ume Pressure 
number mL/24h mL/24h mOsm/kg mmo1/24h mmo1/24h mmo1/24h 

2008 37 20.0 2048 2.16 6.67 2.92 
2009 39 12.8 1664 1.33 3.35 1. 74 
2010 44 18.8 1768 1.84 5.20 2.26 
2011 73 45.8 974 2.56 6.92 2.93 
2012 37 20.4 1604 2.28 5.03 2.65 

Mean 46 23.6 1612 2.03 5.43 2.50 
S.D. 15 12.8 395 0.47 1.44 0.50 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic aCid， 1，2-ethanediyl ester by oral administration in rats 

Appendix 5-7 

Individual urinalysis of male rats (Week 6 of administration) 

Dose (mg/kg): 300 

7) 

Color 
6) 

Urobi-
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blood 
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+++ : >=300 mg/dL 
+++ : 80 mg/dL 

++++ : >=1000 mg/dL 
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40 mg/dL 
500 mg/dL 
0.135 mg/dL 
3.2 mg/dL 
>=8.0 E.U./dL 

++ 

++ 

+++ 

++ 

+++ 

+++ 

+ : 30 mg/dL 
+ : 15 mg/dL 

++ : 250 mg/dL 
+ : 0.062 mg/dL 

++ : 1. 6 mg/dL 
++ : 4.0 E.U./dL 
DY : Dark yellow 

+ー: 15 mg/dL 
+ー: 5 mg/dL 
+ : 100 mg/dL 

+ー: 0.015 mg/dL 
+ : 0.8 mg/dL 
+ : 2.0 E.U./dL 
Y : Yellow 

ー: 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
伊: 0 mg/dL 

+ー: 0.1-1.0 E.U./dL 
LY : Light yellow 
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Appendix 5-8 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual urinalysis of male rats (Week 6 of administration) 

Dose (mg/kg): 300 

URINE SEDIMENT 

CRYSTALLIZATION 
Animal 
number RBC WBC SEC SREC Cast PS CO 

3008 
3009 
3010 
3011 
3012 

-----

+

+

+

+

+

 

-m---

+

+

+

+

+

 

SEC : Squamous Epithelial Cell 
SREC : Small Round Epithelial Cell 
PS : Phosphate Salts 
CO : Calcium Oxalate 

Negative 
+ー: Slight 
+ : Mild 
++ : Moderate 
+++ : Severe 
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Appendix 5-9 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

lndividual water intake and urinalysis of male rats (Week 6 of administration) 

Dose (mg/kg): 300 

Water Urine Osmotic Na K Cl 
Animal intake volume Pressure 
number mL/24h mL/24h mOsm/kg mmol/24h mmol/24h mmol/24h 

3008 83 43.1 842 1. 81 5.94 2.67 
3009 38 12.0 2224 1.34 4.35 1.85 
3010 43 10.3 2558 1.44 4.18 1. 73 
3011 58 33.2 1150 2.06 5.48 2.79 
3012 30 13.6 2190 1.47 4.93 2.04 

Mean 50 22.4 1793 1.62 4.98 2.22 
S.D. 21 14.8 749 0.30 0.74 0.48 
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A combined repeated dose toxicity study with the r巴production/deve1opmenta1toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Appendix 5-10 

Individua1 urina1ysis of ma1e rats (Week 6 of administration) 

Dose (mg/kg): 1000 
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pH 
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+

+

 

+

+

 

>=9.0 
8.5 
8.5 

>=9.0 
>=9.。

Anima1 
number 

+++ : >=300 mg/dL 
+++ : 80 mg/dL 

++++ : >=1000 mg/dL 
+++ : 0.405 mg/dL 

++ : 100 mg/dL 
++ : 40 mg/dL 

+++ : 500 mg/dL 
++ : 0.135 mg/dL 

+++ : 3.2 mg/dL 
+++ : >=8.0 E.U./dL 

+ : 30 mg/dL 
+ : 15 mg/dL 

++ : 250 mg/dL 
+ : 0.062 mg/dL 

++ : 1.6 mg/dL 
++ : 4.0 E.U./dL 
DY : Dark ye110w 

+ー: 15 mg/dL 
+曲: 5 mg/dL 
+ : 100 mg/dL 

+ー: 0.015 mg/dL 
+ : 0.8 mg/dL 
+ : 2.0 E.U./dL 
Y : Ye110w 

ー: 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 

+ー: 0.1-1.0 E.U./dL 
LY : Light ye110w 

)
)
)
)
)
)
)
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Appendix 5-11 A combined repeated dose toxicity study with the reproduction/develoP盤enta1toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by ora1 administration in rats 

Individua1 urina1ysis of male rats (Week 6 of administration) 

Dose (mg/kg): 1000 

URINE SEDIMENT 

CRYSTALLIZATION 
Animal 
number RBC WBC SEC SREC Cast PS CO 

4008 
4009 
4010 
4011 
4012 

-----

+

+

+

+

+

 

----

+

+

+

+

 

SEC : Squamous Epithe1ia1 Cell 
SREC : Sma11 Round Epithe1ial Ce1l 
PS : Phosphate Salts 
CO : Ca1cium Oxa1ate 

Negative 
+ー: Slight 
+ : Mild 
++ : Moderate 
+++ : Severe 



Appendix 5-12 

Water Urine 
Animal intake volume 
number mLl24h mL/24h 

4008 43 18.5 
4009 58 31.4 
4010 56 36.7 
4011 47 24.7 
4012 6 8.0 

Mean 42 23.9 
S.D. 21 11.2 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

lndividual water intake and urinalysis of male rats (Week 6 of administration) 

Dose (mg/kg): 1000 

Osmotic Na K Cl 
Pressure 
mOsm/kg mmol/24h mmol/24h mmol/24h 

1912 1.44 5.72 2.37 
1066 1. 70 5.02 2.20 
1210 2.57 6.81 2.94 
1416 1.83 5.36 2.32 
2494 1. 55 3.17 1. 89 

1620 1. 82 5.22 2.34 
584 0.45 1.33 0.38 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by ora1 administration in rats 

Appendix 5-13 

Individua1 urina1ysis of female rats (Satel1ite group， Week 6 of administration) 

Dose (皿g/kg): 0 

7) 
Color 

6) 

Urobi-
linogen 

5) 

Bili-
rubin 

4) 

Occu1t 
blood 

3) 

Glu-
cose 

2) 

Ketone 
body 

1) 

Pro-
tein 

pH Animal 
number 

Y
Y
Y
Y
Y
 

m
-
-
-
-

+

+

+

+

+

 

-
-
-
-

+

+

+

 

8.0 
>=9.0 
>=9.0 
>=9.0 
>=9.。

1118 
1119 
1120 
1121 
1122 

+++ : >=300 mg/dL 
+++ : 80 mg/dL 

++++ : >=1000 mg/dL 
+++ : 0.405 mg/dL 

++ : 100 mg/dL 
++ : 40 mg/dL 

+++ : 500 mg/dL 
++ : 0.135 mg/dL 

+++ : 3.2 mg/dL 
+++ : >=8.0 E.U./dL 

+ : 30 mg/dL 
+ : 15 mg/dL 

++ : 250 mg/dL 
+ : 0.062 mg/dL 

++ : 1. 6 mg/dL 
++ : 4.0 E.U./dL 
DY : Dark ye110w 

+ー: 15 mg/dL 
+- : 5 mg/dL 
+ : 100 mg/dL 

+ー: 0.015 mg/dL 
+ : 0.8 mg/dL 
+ : 2.0 E.U./dL 
Y : Yel10w 

ー: 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 

+ー: 0.1-1.0 E.U./dL 
LY : Light yellow 

)
}
)
)
)
)
)
 

1
2
3
4
5
6
7
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Appendix 5-14 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual urinalysis of fema1e rats (Satellite group. Week 6 of administration) 

Dose (mg/kg): 0 

URINE SEDIMENT 

CRYSTALLIZATION 
Animal 
number RBC WBC SEC SREC Cast PS CO 

1118 
1119 
1120 
1121 
1122 

e----

+

+

+

+

+

 

+ー

+ー

+ー

SEC : Squamous Epithelial Cel1 
SREC : Small Round Epithelial Cell 
PS : Phosphate Salts 
CO : Calcium Oxalate 

Negative 
+ー: Slight 
+ : Mild 
++ : Moderate 
+++ : Severe 



R-1089 

Appendix 5-15 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual water intake and urinalysis of female rats (Satellite group， Week 6 of administration) 

Dose (mg/kg): 0 

Water Urine Osmotic Na K Cl 
Animal intake volume Pressure 
number mL/24h mL/24h mOsm/kg mmol/24h mmol/24h mmol/24h 

1118 42 18.3 1364 1.54 3.47 1.83 
1119 26 6.3 2290 0.77 2.32 1.10 
1120 45 20.3 1586 1. 58 5.09 2.11 
1121 27 9.0 1946 1.08 2.66 1.12 
1122 24 7.6 2710 1. 20 3.33 1.50 

Mean 33 12.3 1979 1.23 3.37 1.53 
S.D. 10 6.5 540 0.34 1. 07 0.44 



R-1089 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Appendix 5時 16

Individual urinalysis of female rats (Satellite group. Week 6 of administration) 

Dose (mg/kg): 1000 

7) 

Color 
6) 

Urobi-
linogen 

5) 

Bili-
rubin 

4) 

Occult 
blood 

3) 

G1u-
cose 

2) 

Ketone 
body 

1) 

Pro-
tein 

pH 

4118 
4119 
4120 
4121 
4122 

Y
Y
Y
Y
Y
 

-----

+

+

+

+

+

 

+ー

+ー

-

-

-

+

 

+

+

 

8.5 
>=9.0 

6.5 
8.5 
7.5 

Animal 
number 

+++ : >=300 mg/dL 
+++ : 80 mg/dL 

++++ : >=1000 mg/dL 
+++ : 0.405 mg/dL 

++ : 100 mg/dL 
++ : 40 mg/dL 

+++ : 500 mg/dL 
++ : 0.135 mg/dL 

+++ : 3.2 mg/dL 
+++ : >=8.0 E.U./dL 

+ : 30 mg/dL 
+ : 15 mg/dL 

++ : 250 mg/dL 
+ : 0.062 mg/dL 

++ : 1.6 mg/dL 
++ : 4.0 E.U./dL 
DY : Dark yellow 

+ー: 15 mg/dL 
+ー: 5皿g/dL
+ : 100 mg/dL 

+ー: 0.015 mg/dL 
+ : 0.8 mg/dL 
+ : 2.0 E.U./dL 
Y : Yellow 

ー: 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 

+ー: 0.1-1.0 E.U./dL 
LY : Light ye110w 

)
)
)
)
)
)
)
 

1
2
3
4
5
6
7
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Appendix 5-17 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 urina1ysis of fema1e rats (Sate11ite group， Week 6 of administration) 

Dose (mg/kg): 1000 

URINE SEDIMENT 

CRYSTALLIZATION 
Anima1 
number RBC WBC SEC SREC Cast PS CO 

4118 
4119 
4120 
4121 
4122 

-
白
-
-
-

+

+

+

+

+

 

+ー

+ー

+ー

+ー

SEC : Squamous Epithe1ia1 Ce11 
SREC : Sma11 Round Epithe1ia1 Ce11 
PS : Phosphate Sa1ts 
CO : Ca1cium Oxa1ate 

Negative 
+ー: Slight 
+ : Mi1d 
++ : Moderate 
+++ : Severe 



Appendix 5-18 

Water Urine 
Animal intake volume 
number mL/24h mL/24h 

4118 28 8.3 
4119 30 8.6 
4120 27 7.0 
4121 35 12.8 
4122 25 7.1 

Mean 29 8.8 
S.D. 4 2.4 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Individual water intake and urinalysis of fema1e rats (Satellite group. Week 6 of administration) 

Dose (mg/kg): 1000 

Osmotic Na K Cl 
Pressure 
mOsm/kg mmol/24h mmol/24h mmol/24h 

2302 1.13 2.97 1.33 
2152 1.05 2.73 1.15 
2880 1.06 3.07 1.29 
2168 1.61 4.22 1.92 
2702 0.81 2.97 1.29 

2441 1.13 3.19 1.40 
331 0.29 0.59 0.30 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Appendix 5-19 

lndividual urinalysis of male rats (Week 2 of recovery) 

Dose (mg/kg): 0 

7) 

Color 
6) 

Urobi-
linogen 

5) 
Bili-
rubin 

4) 

Occult 
blood 

3) 

Glu-
cose 

2) 

Ketone 
body 

1) 

Pro-
tein 

pH 

1008 
1009 
1010 
1011 
1012 

Y
Y
Y
Y
Y
 

----一

+

+

+

+

+

 

+ 
-
F
-
-

+

+

+

+

 

-
-
+
+
 

+
 

-
-
+
+
 

+
 

>=9.0 
>=9.0 

8.5 
>=9.0 

8.。

Animal 
number 

>=300 mg/dL 
80 mg/dL 
>=1000 mg/dL 
0.405 mg/dL 

+++ 

+++ 

++++ 

+++ 

100 mg/dL 
40 mg/dL 
500 mg/dL 
0.135 mg/dL 
3.2 mg/dL 
>=8.0 E.U./dL 

++ 

++ 

+++ 

++ 

+++ 

+++ 

+ : 30 mg/dL 
+ : 15 mg/dL 

++ : 250 mg/dL 
+ : 0.062 mg/dL 

++ : 1.6 mg/dL 
++ : 4.0 E.U./dL 
DY : Dark ye110w 

+ー: 15 mg/dL 
+ー: 5 mg/dL 
+ : 100 mg/dL 

+ー: 0.015 mg/dL 
+ : 0.8 mg/dL 
+ : 2.0 E.U./dL 
Y : Yellow 

ー: 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 

: 0 mg/dL 
: 0 mg/dL 

+ー: 0.1-1.0 E.U./dL 
LY : Light yellow 

)
)
)
)
)
)
)
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Appendix 5-20 A combined repeated dose toxicity study with the reproduction/developm巴ntaltoxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual urinalysis of male rats (Week 2 of recovery) 

Dose (mg/kg): 0 

URINE SEDIMENT 

CRYSTALLIZATION 
Animal 
number RBC WBC SEC SREC Cast PS CO 

1008 
1009 
1010 
1011 
1012 

EE---

+

+

+

+

+

 

+ー

-
一
一

+

+

+

 

SEC : Squamous Epithelial Cell 
SREC : Small Round Epithelial Cell 
PS : Phosphate Salts 
CO : Calcium Oxalate 

Negative 
+ー: Slight 
+ : Mild 
++ : Moderate 
+++ Severe 
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Appendix 5-21 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 water intake and urina1ysis of ma1e rats (Week 2 of recovery) 

Dose (mg/kg): 0 

Water Urine Osmotic Na K C1 
Anima1 intake vo1ume Pressure 
number mL/24h mL/24h mOsm/kg mmo1/24h mmo1/24h mmo1/24h 

1008 50 22.2 1912 1. 91 6.83 2.80 
1009 49 23.6 1686 1.94 6.22 2.60 
1010 36 13.9 1956 1.36 4.26 1. 81 
1011 38 11.8 1962 1. 27 3.70 1.63 
1012 45 21. 6 2030 2.38 6.61 2.72 

Mean 44 18.6 1909 1. 77 5.52 2.31 
S.D. 6 5.4 132 0.46 1.44 0.55 
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A combined rep巴ateddose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Appendix 5-22 

Individua1 urina1ysis of ma1e rats (Week 2 of recovery) 

Dose (mg/kg): 1000 

7) 

Co1or 
6) 

Urobi白

1inogen 

5) 
Bi1i-
rubin 

4) 

Occu1t 
b100d 

3) 

G1u-
cose 

2) 

Ketone 
body 

1) 

Pro 
tein 

ロup
 

4008 
4009 
4010 
4011 
4012 

Y
Y
Y
Y
Y
 

-----

+

+

+

+

+

 

+ー
+

山

田

+

+

+

+

 

+

-

-

+

 

+

+

 

>=9.0 
8.5 
8.5 

>=9.0 
8.5 

Anima1 
number 

>=300 mg/dL 
80 mg/dL 
>=1000 mg/dL 
0.405 mg/dL 

+++ 

+++ 

++++ 

+++ 

++ : 100 mg/dL 
++ : 40 mg/dL 

+++ : 500 mg/dL 
++ : 0.135 mg/dL 

+++ : 3.2 mg/dL 
+++ : >=8.0 E.U./dL 

+ : 30 mg/dL 
+ : 15 mg/dL 

++ : 250 mg/dL 
+ : 0.062 mg/dL 

++ : 1.6 皿g/dL
++ : 4.0 E.U./dL 
DY : Dark ye110w 

+ー: 15 mg/dL 
+ー: 5 mg/dL 
+ : 100 mg/dL 

+ー: 0.015 mg/dL 
+ : 0.8 mg/dL 
+ : 2.0 E.U./dL 
Y : Ye110w 

ー: 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 

+ー: 0.1-1.0 E.U./dL 
LY : Light ye110w 

)
)
)
)
)
)
)
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Appendix 5-23 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

lndividual urinalysis of male rats (Week 2 of recovery) 

Dose (mg/kg): 1000 

URINE SED工MENT

CRYSTALLIZATION 
Animal 
number RBC WBC SEC SREC Cast PS CO 

4008 
4009 
4010 
4011 
4012 

-----

+

+

+

+

+

 

+ー

+ー

+ー

SEC : Squamous Epithelial Cell 
SREC : Small Round Epithelial Cell 
PS : Phosphate Salts 
CO : Calcium Oxalate 

Negative 
+ー: Slight 
+ : Mild 
++ : Moderate 
+++ : Severe 



Appendix 5-24 

Water Urine 
Animal intake volume 
number mL/24h mL/24h 

4008 40 15.7 
4009 84 38.1 
4010 69 45.5 
4011 43 16.5 
4012 3 12.1 

Mean 48 25.6 
S.D. 31 15.1 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by oral administration in rats 

lndividual water intake and urinalysis of male rats (Week 2 of recovery) 

Dose (mg/kg): 1000 

Osmotic Na K Cl 
Pressure 
mOsm/kg mmol/24h mmol/24h mmol/24h 

1914 1. 35 4.62 2.07 
868 2.06 4.94 2.21 

1114 2.64 8.02 3.09 
1836 1. 35 4.74 1.82 
2608 2.44 4.98 2.66 

1668 1.97 5.46 2.37 
693 0.60 1.44 0.51 
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A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Appendix 5-25 

Individual urina1ysis of fema1e rats (Week 2 of recovery) 

Dose (mg/kg): 0 

7) 
Color 

6) 

Urobi-
linogen 

5) 
Bili-
rubin 

4) 

Occult 
b100d 

3) 

Glu-
cose 

2 ) 
Ketone 

body 

1) 

Pro-
tein 

pH 

1118 
1119 
1120 
1121 
1122 

Y
Y
Y
Y
Y
 

-----

+

+

+

+

+

 

8.5 
>=9.0 
>=9.0 

7.5 
>=9.0 

Animal 
number 

+ー+ー

+ー

>=300 mg/dL 
80 mg/dL 
>=1000 mg/dL 
0.405 mg/dL 

+++ 

+++ 

++++ 

+++ 

100 mg/dL 
40 mg/dL 
500 mg/dL 
0.135 mg/dL 
3.2 mg/dL 
>=8.0 E.U./dL 

++ 

++ 

+++ 

++ 

+++ 

+++ 

+ : 30 mg/dL 
+ : 15 mg/dL 

++ : 250 mg/dL 
+ : 0.062 mg/dL 

++ : 1.6 mg/dL 
++ : 4.0 E.U./dL 
DY : Dark y巴llow

+ー: 15 mg/dL 
+ー: 5 mg/dL 
+ : 100 mg/dL 

+ー: 0.015 mg/dL 
+ : 0.8 mg/dL 
+ : 2.0 E.U./dL 
Y : Yellow 

ー: 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 

+ー: 0.1-1.0 E.U./dL 
LY : Light yellow 
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)
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Appendix 5-26 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual urinalysis of female rats (Week 2 of recovery) 

Dose (狙g/kg): 0 

URINE SEDIMENT 

CRYSTALLIZAT工ON
Animal 
number RBC WBC SEC SREC Cast PS CO 

1118 
1119 
1120 
1121 
1122 

-----

+

+

+

+

+

 

+-

+ー

+ー

+ 

SEC : Squamous Epithe1ial Ce11 
SREC : Small Round Epithelial Cell 
PS : Phosphate Salts 
CO : Ca1cium Oxalate 

Negative 
+ー: Slight 
+ : Mild 
++ : Moderate 
+++ : Severe 



Appendix 5-27 

Water Urine 
Anima1 intake vo1ume 
number mL/24h mL/24h 

1118 73 29.7 
1119 28 9.4 
1120 27 11.1 
1121 36 9.0 
1122 20 6.5 

Mean 37 13.1 
S.D. 21 9.4 

A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 water intake and urina1ysis of fema1e rats (Week 2 of recovery) 

Dose (mg/kg): 0 

Osmotic Na K C1 
Pressure 
mOsm/kg mmo1/24h mmo1/24h mmo1/24h 

956 1.37 4.15 1.96 
2236 1.18 3.00 1. 33 
1984 1.24 3.23 1.38 
1836 0.85 2.36 1.06 
2836 1.16 2.76 1. 26 

1970 1.16 3.10 1.40 
683 0.19 0.67 0.34 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Appendix 5-28 

工ndividualurinalysis of female rats (Week 2 of recovery) 

Dose (mg/kg): 1000 

7) 

Color 
6) 

Urobi-
linogen 

5) 

Bili-
rubin 

4) 

Occult 
blood 

3) 
Glu-
cose 

2) 

Ketone 
body 

1) 

Pro-
tein 

pH Animal 
number 

Y
Y
Y
Y
Y
 

-----

+

+

+

+

+

 

+ー

+ー
+

+

+

 

6.5 
6.5 

>=9.。
>=9.0 

6.5 

4118 
4119 
4120 
4121 
4122 +ー

)
)
)
)
)
)
)
 

1
2
3
4
5
6
7
 

>=300 mg/dL 
80 mg/dL 
>=1000 mg/dL 
0.405 mg/dL 

+++ 

+++ 

++++ 

+++ 

100 mg/dL 
40 mg/dL 
500 mg/dL 
0.135 mg/dL 
3.2 mg/dL 
>=8.0 E.U./dL 

++ 

++ 

+++ 

++ 

+++ 

+++ 

+ : 30 mg/dL 
+ : 15 mg/dL 

++ : 250 mg/dL 
+ : 0.062 mg/dL 

++ : 1. 6 mg/dL 
++ : 4.0 E.U./dL 
DY : Dark ye110w 

+一: 15 mg/dL 
+ー: 5 mg/dL 
+ : 100 mg/dL 

+ー: 0.015 mg/dL 
+ : 0.8 mg/dL 
+ : 2.0 E.U./dL 
Y : Yellow 

ー: 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 
- : 0 mg/dL 

+ー: 0.1-1.0 E.U./dL 
LY : Light yellow 
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Appendix 5-29 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 urina1ysis of fema1e rats (Week 2 of recovery) 

Dose (mg/kg): 1000 

URINE SEDIMENT 

CRYSTALLIZATION 
Anima1 
number RBC WBC SEC SREC Cast PS CO 

4118 
4119 
4120 
4121 
4122 

-E---

+

+

+

+

+

 

--一
+

+

+

 

SEC : Squamous Epithe1ia1 Ce11 
SREC : Sma11 Round Epithe1ia1 Ce11 
PS : Phosphate Sa1ts 
CO : Ca1cium Oxa1ate 

Negative 
+ー: Slight 
+ : Mi1d 
++ : Moderate 
+++ : Severe 



Appendix 5-30 

Water Urine 
Animal intake volume 
number mL/24h mL/24h 

4118 28 7.2 
4119 34 9.2 
4120 23 6.7 
4121 47 17.3 
4122 23 4.8 

Mean 31 9.0 
S.D. 10 4.9 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

lndividual water intake and urinalysis of female rats (Week 2 of recovery) 

Dose (mg/kg): 1000 

Osmotic Na K Cl 
Pressure 
mOsm/kg mmol/24h mmol/24h mmol/24h 

2572 0.73 2.73 1.04 
1970 0.92 2.65 1. 23 
2750 0.99 2.72 1. 22 
1396 1.18 3.60 1.56 
3064 0.84 2.12 0.86 

2350 0.93 2.76 1.18 
666 0.17 0.53 0.26 
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Appendix 6-1 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 hemato1ogy of ma1巴 rats (End of administration) 

RBC Hb Ht MCV MCH MCHC Reticu- P1ate- PT APTT Fibri-
Dose Anima1 10cyte 1et nogen 
mg/kg number X104/μL g/dL 九 fL pg g/dL 克 X104/μL s s mg/dL 

1001 883 15.6 45.1 51. 0 17.7 34.7 2.8 114.2 18.5 27.4 375 
1002 850 15.7 44.2 52.0 18.4 35.4 2.3 96.5 14.8 24.0 251 。 1003 873 15.6 43.2 49.5 17.9 36.2 2.4 109.3 19.5 28.7 285 
1004 831 14.9 42.3 50.8 17.9 35.2 1.7 104.2 16.1 24.5 286 
1005 845 15.6 43.3 51.2 18.4 36.0 2.2 97.4 20.2 23.2 280 

Mean 856 15.5 43.6 50.9 18.1 35.5 2.3 104.3 17.8 25.6 295 
S.D. 21 0.3 1.1 0.9 0.3 0.6 0.4 7.6 2.3 2.4 47 

2001 935 15.6 44.7 47.8 16.7 34.9 1.9 83.8 16.0 25.1 268 
2002 917 16.0 45.7 49.8 17.4 34.9 2.3 104.3 17.8 22.3 255 

100 2003 863 15.2 43.4 50.3 17.7 35.1 2.5 88.7 17.8 26.2 280 
2004 923 15.1 43.4 47.0 16.3 34.7 1.8 103.2 16.7 22.2 269 
2005 891 15.0 42.5 47.7 16.8 35.2 2.3 111.6 16.0 21. 9 307 

Mean 906 15.4 43.9 48.5 17.0 35.0 2.2 98.3 16.9 23.5 276 
S.D. 29 0.4 1.3 1.4 0.6 0.2 0.3 11. 6 0.9 2.0 20 

3001 898 15.7 44.3 49.3 17.5 35.4 2.6 101.3 17.4 28.5 277 
3002 877 15.7 45.4 51. 7 17.9 34.6 2.2 91.9 18.3 31.3 334 

300 3003 880 15.2 43.3 49.2 17.2 35.0 2.0 108.7 13.7 18.5 283 
3004 893 15.4 43.8 49.1 17.3 35.2 1.5 87.1 17.7 26.4 274 
3005 832 14.6 41.9 50.4 17.6 34.8 2.3 121.4 17.2 23.2 293 

Mean 876 15.3 43.7 49.9 17.5 35.0 2.1 102.1 16.9 25.6 292 
S.D. 26 0.5 1.3 1.1 0.3 0.3 0.4 13.7 1.8 4.9 24 

4001 904 14.7 43.2 47.8 16.3 34.0 2.1 86.0 15.2 24.7 220 
4002 871 15.2 43.1 49.5 17.5 35.3 2.2 126.1 15.2 23.0 276 

1000 4003 899 15.4 43.9 48.8 17.1 35.0 2.2 112.3 19.3 24.5 278 
4004 878 15.9 45.4 51. 7 18.1 35.1 2.5 94.1 15.4 23.4 260 
4005 869 15.7 45.2 52.0 18.1 34.8 2.0 110.4 22.3 23.6 313 

Mean 884 15.4 44.2 50.0 17.4 34.8 2.2 105.8 17.5 23.8 269 
S.D. 16 0.5 1.1 1.8 0.8 0.5 0.2 15.8 3.2 0.7 34 
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Appendix 6司 2 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual hemato1ogy of male rats (End of administration) 

WBC Differential 1eukocyte counts (屯) Differentia1 leukocyte counts (X10'/μL) 
Dose Animal 
mg/kg number X10'/μL Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC 

1001 82.1 67.1 27.8 1.2 0.3 3.2 0.4 55.1 22.8 1.0 0.3 2.6 0.3 
1002 44.9 79.8 16.7 1.4 0.2 1.6 0.2 35.8 7.5 0.6 0.1 0.7 0.1 。 1003 77.5 68.6 25.0 1.6 0.5 3.5 0.8 53.2 19.4 1.2 0.4 2.7 0.6 
1004 62.3 74.3 21. 3 2.1 0.2 1.9 0.2 46.3 13.2 1.3 0.1 1.2 0.1 
1005 104.4 75.9 19.5 1.0 0.4 2.6 0.7 79.3 20.3 1.0 0.4 2.7 0.7 

Mean 74.2 73.1 22.1 1.5 0.3 2.6 0.5 53.9 16.6 1.0 0.3 2.0 0.4 
S.D. 22.3 5.3 4.4 0.4 0.1 0.8 0.3 16.1 6.2 0.3 0.2 1.0 0.3 

2001 126.7 65.8 29.2 0.8 0.5 3.3 0.5 83.3 37.0 1.0 0.6 4.2 0.6 
2002 49.0 73.3 20.1 3.4 0.3 2.8 0.3 35.9 9.8 1.6 0.1 1.4 0.1 

100 2003 84.6 73.6 21.6 0.8 0.3 2.9 0.8 62.3 18.2 0.7 0.3 2.5 0.7 
2004 105.2 75.4 16.4 1.8 0.5 3.8 2.1 79.3 17.3 1.9 0.5 4.0 2.3 
2005 63.3 64.8 31.1 1.7 0.1 2.0 0.2 41.0 19.7 1.1 0.1 1.3 0.1 

Mean 85.8 70.6 23.7 1.7 0.3 3.0 0.8 60.4 20.4 1.3 0.3 2.7 0.8 
S.D. 31.3 4.9 6.2 1.1 0.2 0.7 0.8 21.6 10.0 0.5 0.2 1.4 0.9 

3001 90.9 70.5 23.2 1.7 0.6 2.9 1.2 64.1 21.1 1.5 0.5 2.6 1.1 
3002 65.2 63.9 30.3 2.4 0.3 2.7 0.3 41. 7 19.7 1.6 0.2 1.7 0.2 

300 3003 44.8 73.5 20.4 2.2 0.3 2.8 0.8 32.9 9.1 1.0 0.2 1.3 0.3 
3004 69.8 72.5 20.8 1.7 0.3 3.5 1.2 50.6 14.5 1.2 0.2 2.4 0.9 
3005 55.6 75.7 19.8 1.5 0.2 2.6 0.2 42.1 11.0 0.8 0.1 1.4 0.1 

Mean 65.3 71.2 22.9 1.9 0.3 2.9 0.7 46.3 15.1 1.2 0.2 1.9 0.5 
S.D. 17.2 4.5 4.3 0.4 0.2 0.4 0.5 11.8 5.3 0.3 0.2 0.6 0.4 

4001 62.7 77.4 18.6 1.2 0.2 2.0 0.5 48.5 11. 7 0.8 0.1 1.3 0.3 
4002 81.9 74.0 22.7 0.7 0.4 2.0 0.3 60.6 18.6 0.5 0.3 1.6 0.3 

1000 4003 65.3 71. 7 23.6 2.1 0.4 2.0 0.3 46.8 15.4 1.4 0.2 1.3 0.2 
4004 63.0 70.0 25.5 2.3 0.2 1.7 0.3 44.1 16.1 1.5 0.1 1.1 0.2 
4005 61.5 67.9 27.6 1.4 0.2 2.6 0.3 41. 7 エ7.0 0.8 0.2 1.6 0.2 

Mean 66.9 72.2 23.6 1.5 0.3 2.1 0.3 48.3 15.8 1.0 0.2 1.4 0.2 
S.D. 8.5 3.7 3.4 0.7 0.1 0.3 0.1 7.3 2.6 0.4 0.1 0.2 0.1 

LUC: Large unstain巴d cells 
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Appendix 6-3 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

lndividual hematology of female rats (Lactation day 5) 

RBC Hb Ht MCV MCH MCHC Reticu- P1ate- PT APTT Fibri-
Dose Anima1 10cyt巴 1et nogen 
mg/kg number X104/μL g/dL % fL pg g/dL 克 X104/μL s s mg/dL 

1101 855 15.4 44.0 51.5 18.0 34.9 4.0 113.3 13.9 18.5 284 
1102 802 14.8 42.9 53.4 18.5 34.6 6.6 144.6 13.2 18.6 367 。 1104 791 14.5 42.0 53.1 18.3 34.5 4.9 129.0 15.1 19.7 395 
1105 684 12.7 37.8 55.3 18.6 33.7 10.4 191.1 14.6 18.2 501 
1107 806 14.8 42.4 52.6 18.3 34.9 5.5 146.0 13.4 15.6 356 

Mean 788 14.4 41.8 53.2 18.3 34.5 6.3 144.8 14.0 18.1 381 
S.D. 63 1.0 2.4 1.4 0.2 0.5 2.5 29.1 0.8 1.5 79 

2103 831 14.9 44.1 53.0 17.9 33.8 6.2 130.1 13.2 13.8 245 
2107 812 14.5 40.8 50.2 17.8 35.5 4.8 164.7 14.2 23.6 291 

100 2110 762 13.6 39.3 51.6 17.8 34.5 5.8 150.2 14.7 16.6 289 
2111 761 14.1 40.7 53.5 18.5 34.6 4.0 141.7 14.6 21. 5 254 
2112 794 13.9 41.1 51.8 17.5 33.7 6.0 144.5 13.5 13.6 369 

Mean 792 14.2 41.2 52.0 17.9 34.4 5.4 146.2 14.0 17.8 290 
S.D. 31 0.5 1.8 1.3 0.4 0.7 0.9 12.7 0.7 4.5 49 

3101 826 14.5 41.8 50.7 17.6 34.6 3.8 111.3 14.2 21. 6 359 
3104 699 12.9 37.4 53.5 18.5 34.6 6.9 150.7 14.1 18.8 290 

300 3107 810 14.7 42.3 52.2 18.2 34.8 4.5 140.0 14.9 18.4 249 
3108 746 14.1 40.9 54.8 18.9 34.4 8.1 161.4 14.8 21.2 316 
3110 794 13.7 39.5 49.8 17.2 34.5 4.5 171.1 14.4 25.4 288 
3111a) 816Z 14.6Z 41.1Z 50.4Z 17.9Z 35.5Z 2.6Z 106.3Z 13.7Z 16.8Z 243Z 

Mean 775 14.0 40.4 52.2 18.1 34.6 5.6 146.9 14.5 21.1 300 
S.D. 52 0.7 2.0 2.0 0.7 0.1 1.8 23.1 0.4 2.8 41 

4104 793 13.9 40.3 50.8 17.5 34.6 6.2 167.8 14.5 18.1 212 
4106 725 13.6 38.4 53.0 18.7 35.3 6.8 165.3 14.3 19.9 206 

1000 4109 790 14.3 41.8 52.9 18.1 34.3 6.4 148.0 16.1 20.1 364 
4111 743 13.6 39.7 53.4 18.3 34.2 6.4 127.1 13.1 17.0 265 
4112 673 12.9 36.7 54.5 19.1 35.1 9.2 132.7 14.6 20.3 270 

Mean 745 13.7 39.4 52.9 18.3 34.7 7.0 148.2 14.5 19.1 263 
S.D. 50 0.5 1.9 1.3 0.6 0.5 1.2 18.5 1.1 1.5 63 

a) : Non-pregnant 
Z : Data was exc1uded from statistica1 ana1ysis. 
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Appendix 6-4 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

lndividual hematology of female rats (Lactation day 5) 

WBC Differential leukocyte counts (克) Differentia1 1eukocyte counts (X10'/μL) 
Dose Anima1 
mg/kg number X10'/μL Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC 

1101 146.1 55.8 39.9 0.5 0.4 3.1 0.3 81.5 58.3 0.8 0.6 4.5 0.4 
1102 161.1 67.1 28.8 0.8 0.5 2.4 0.5 108.1 46.4 1.2 0.7 3.8 0.8 。 1104 101.1 67.3 29.5 0.8 0.3 1.6 0.6 68.0 29.8 0.8 0.3 1.6 0.6 
1105 135.3 51.8 44.9 0.8 0.3 1.7 0.5 70.0 60.8 1.1 0.4 2.3 0.7 
1107 113.7 62.9 32.8 0.9 0.3 2.8 0.3 71.5 37.3 1.1 0.4 3.2 0.3 

Mean 131.5 61.0 35.2 0.8 0.4 2.3 0.4 79.8 46.5 1.0 0.5 3.1 0.6 
S.D. 24.2 6.9 7.0 0.2 0.1 0.7 0.1 16.6 13.3 0.2 0.2 1.2 0.2 

2103 138.0 62.6 31.6 1.7 0.3 3.4 0.5 86.4 43.6 2.3 0.4 4.7 0.7 
2107 83.5 67.0 29.9 1.1 0.1 1.6 0.2 55.9 24.9 1.0 0.1 1.4 0.2 

100 2110 89.6 64.6 31.4 0.8 0.2 2.8 0.2 57.9 28.2 0.7 0.2 2.5 0.2 
2111 54.2 79.1 17.3 1.1 0.2 1.9 0.4 42.9 9.4 0.6 0.1 1.0 0.2 
2112 148.6 61.1 34.9 0.7 0.2 2.2 0.8 90.8 51. 9 1.1 0.4 3.3 1.1 

Mean 102.8 66.9 29.0 1.1 0.2 2.4 0.4 66.8 31.6 1.1 0.2 2.6 0.5 
S.D. 39.5 7.2 6.8 0.4 0.1 0.7 0.2 20.8 16.6 0.7 0.2 1.5 0.4 

3101 89.3 73.5 21. 2 2.1 0.2 1.7 1.4 65.6 19.0 1.9 0.2 1.5 1.2 
3104 84.1 69.2 27.6 0.5 0.2 1.9 0.5 58.2 23.2 0.5 0.2 1.6 0.4 

300 3107 89.8 67.4 27.8 0.8 0.3 3.2 0.5 60.5 25.0 0.7 0.3 2.9 0.4 
3108 76.0 72.8 22.7 0.7 0.3 2.5 1.1 55.4 17.2 0.5 0.2 1.9 0.8 
3110 80.9 68.1 24.8 2.2 0.3 4.2 0.4 55.0 20.1 1.8 0.3 3.4 0.3 
3111a) 67.3Z 84.9Z 10.5Z 1.8Z 0.3Z 2.1Z 0.5Z 57.2Z 7.0Z 1.2Z 0.2Z 1.4Z 0.3Z 

Mean 84.0 70.2 24.8 1.3 0.3 2.7 0.8 58.9 20.9 1.1 0.2 2.3 0.6 
S.D. 5.8 2.8 2.9 0.8 0.1 1.0 0.4 4.3 3.2 0.7 0.1 0.8 0.4 

4104 64.4 59.5 34.6 0.9 0.3 3.4 1.3 38.3 22.3 0.6 0.2 2.2 0.9 
4106 51.6 70.4 24.9 0.8 0.3 3.1 0.5 36.4 12.9 0.4 0.1 1.6 0.3 

1000 4109 103.0 63.0 30.7 1.4 0.4 2.9 1.5 64.9 31.6 1.5 0.4 3.0 1.6 
4111 116.7 57.2 38.6 0.8 0.2 3.0 0.4 66.7 45.0 0.9 0.2 3.5 0.4 
4112 114.7 57.9 38.5 0.5 0.2 2.6 0.3 66.4 44.2 0.6 0.2 3.0 0.4 

Mean 90.1 61.6 33.5 0.9 0.3 3.0 0.8 54.5 31.2 0.8 0.2 2.7 0.7 
S.D. 30.1 5.4 5.8 0.3 0.1 0.3 0.6 15.7 13.9 0.4 0.1 0.8 0.5 

LUC: Large unstained ce11s 
a) : Non-pregnant 
Z : Data was exc1uded from statistica1 ana1ysis. 
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Appendix 6-5 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 hemato1ogy of fema1e rats (Sate11ite group， End of administration) 

RBC Hb Ht MCV MC狂 MCHC Reticu- P1ate- PT APTT Fibri-
Dose Anima1 10cyte 1et nogen 
mg/kg number X10'/μL g/dL 九 fL pg g/dL 克 X10'/μL s s mg/dL 

1113 788 15.1 42.2 53.6 19.2 35.8 2.7 84.2 12.8 14.3 234 
1114 864 15.8 45.1 52.2 18.3 35.1 1.8 111.7 15.1 19.6 213 。 1115 851 15.7 44.0 51.6 18.4 35.6 1.6 112.9 13.3 17.6 231 
1116 889 16.2 45.2 50.8 18.2 35.8 1.6 107.3 13.6 19.6 233 
1117 855 15.5 43.9 51.3 18.1 35.2 2.4 130.1 14.1 19.6 231 

Mean 849 15.7 44.1 51.9 18.4 35.5 2.0 109.2 13.8 18.1 228 
S.D. 37 0.4 1.2 1.1 0.4 0.3 0.5 16.5 0.9 2.3 9 

4113 887 16.1 45.4 51. 2 18.1 35.4 3.2 116.8 13.9 19.7 219 
4114 846 15.3 42.6 50.4 18.0 35.8 1.2 114.9 13.5 17.5 188 

1000 4115 877 15.8 45.0 51.3 18.0 35.1 1.5 90.0 13.0 19.1 221 
4116 921 16.0 45.9 49.8 17.3 34.8 1.5 103.6 14.5 18.5 215 
4117 823 14.8 40.7 49.5 17.9 36.3 1.4 127.6 14.3 17.7 212 

Mean 871 15.6 43.9 50.4 17.9 35.5 1.8 110.6 13.8 18.5 211 
S.D. 38 0.5 2.2 0.8 0.3 0.6 0.8 14.3 0.6 0.9 13 
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Appendix 6-6 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediYl ester by oral administration in rats 

Individual hematology of female rats (Satellite group. End of administration) 

WBC Differential leukocyte counts (%) Differential leukocyte counts (X10'/μL) 
Dose Animal 
mg/kg number X10'/μL Lymph. Neut. Eosino. Baso. Mono LUC Lymph. Neut. Eosino. Baso. Mono. LUC 

1113 42.9 70.1 26.1 1.6 0.2 1.7 0.2 30.0 11.2 0.7 0.1 0.7 0.1 
1114 35.1 71.4 23.9 2.1 0.2 2.3 0.2 25.1 8.4 0.7 0.1 0.8 0.1 。 1115 55.9 84.5 12.9 1.0 0.2 1.1 0.3 47.2 7.2 0.6 0.1 0.6 0.2 
1116 66.3 80.3 15.6 1.7 0.5 1.3 0.7 53.2 10.3 1.1 0.3 0.9 0.4 
1117 47.3 74.3 21.1 1.8 0.3 1.8 0.8 35.1 10.0 0.9 0.1 0.9 0.4 

Mean 49.5 76.1 19.9 1.6 0.3 1.6 0.4 38.1 9.4 0.8 0.1 0.8 0.2 
S.D. 12.0 6.1 5.6 0.4 0.1 0.5 0.3 11.8 1.6 0.2 0.1 0.1 0.2 

4113 60.0 64.6 31.2 1.2 0.2 2.3 0.6 38.7 18.7 0.7 0.1 1.4 0.4 
4114 37.6 71.5 24.3 1.0 0.1 2.7 0.5 26.9 9.1 0.4 0.0 1.0 0.2 

1000 4115 43.5 70.1 25.0 1.4 0.2 3.2 0.2 30.5 10.9 0.6 0.1 1.4 0.1 
4116 31.8 79.4 16.7 1.2 0.1 2.0 0.5 25.3 5.3 0.4 0.0 0.6 0.2 
4117 27.5 71. 7 24.6 1.7 0.2 1.5 0.4 19.7 6.7 0.5 0.0 0.4 0.1 

Mean 40.1 71.5 24.4 1.3 0.2 2.3 0.4 28.2 10.1 0.5 0.0 1.0 0.2 
S.D. 12.7 5.3 5.1 0.3 0.1 0.7 0.2 7.0 5.2 0.1 0.1 0.5 0.1 

LUC: Large unstained cells 
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Appendix 6-7 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

工ndividualhematology of male rats (End of recovery) 

RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose Animal locyt巴 let nogen 
mg/kg number X104/μL g/dL % fL pg g/dL 完 X104/μL s s mg/dL 

1008 971 15.9 46.5 47.9 16.4 34.2 2.0 96.7 14.3 20.0 227 
1009 862 16.0 45.2 52.4 18.6 35.4 2.2 93.0 15.2 27.8 235 。 1010 973 16.4 46.9 48.3 16.9 34.9 2.0 96.0 17.5 21. 3 264 
1011 902 16.0 46.3 51.3 17.7 34.5 2.2 97.4 13.9 23.5 282 
1012 951 16.0 46.4 48.8 16.9 34.6 2.1 94.4 16.6 21.3 334 

Mean 932 16.1 46.3 49.7 17.3 34.7 2.1 95.5 15.5 22.8 268 
S.D. 48 0.2 0.6 2.0 0.9 0.5 0.1 1.8 1.5 3.1 43 

4008 939 16.1 45.8 48.8 17.2 35.2 1.5 107.3 18.8 21. 8 247 
4009 905 15.3 43.7 48.3 17.0 35.1 2.1 86.0 15.5 22.4 210 

1000 4010 893 16.0 45.6 51.1 17.9 35.1 2.4 110.8 14.8 22.2 266 
4011 930 16.2 46.4 49.9 17.4 34.8 2.4 93.3 13.5 20.1 267 
4012 899 15.5 44.5 49.5 17.3 34.8 2.0 110.7 15.9 25.6 293 

Mean 913 15.8 45.2 49.5 17.4 35.0 2.1 101.6 15.7 22.4 257 
S.D. 20 0.4 1.1 1.1 0.3 0.2 0.4 11.3 2.0 2.0 31 
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Appendix 6-8 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 hemato1ogy of ma1e rats (End of recovery) 

WBC Differentia1 1eukocyte counts (主) Differentia1 1eukocyte counts (X10'/μL) 
Dose Anima1 
mg/kg number X10'/μL Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC 

1008 51.2 80.1 14.8 1.0 0.1 3.0 1.0 41.0 7.6 0.5 0.1 1.5 0.5 
1009 84.1 73.7 21. 5 1.5 0.3 2.5 0.5 62.0 18.1 1.2 0.3 2.1 0.4 。 1010 87.1 70.5 24.8 2.4 0.3 1.7 0.3 61.4 21.6 2.1 0.3 1.5 0.3 
1011 101.8 80.2 15.1 1.7 0.4 2.1 0.5 81.6 15.4 1.8 0.4 2.1 0.5 
1012 58.4 70.6 24.5 1.8 0.2 2.5 0.5 41.3 14.3 1.0 0.1 1.5 0.3 

Mean 76.5 75.0 20.1 1.7 0.3 2.4 0.6 57.5 15.4 1.3 0.2 1.7 0.4 
S.D. 21.1 4.9 4.9 0.5 0.1 0.5 0.3 17.0 5.2 0.6 0.1 0.3 0.1 

4008 81.1 79.6 14.3 2.0 0.3 2.5 1.1 64.6 11.6 1.7 0.3 2.1 0.9 
4009 84.2 74.3 19.3 3.2 0.3 2.4 0.5 62.6 16.2 2.7 0.2 2.1 0.5 

1000 4010 63.4 66.8 27.9 1.8 0.3 3.0 0.2 42.3 17.7 1.2 0.2 1.9 0.2 
4011 102.0 77.6 18.6 1.2 0.4 1.8 0.4 79.1 19.0 1.2 0.4 1.8 0.4 
4012 42.3 69.0 26.0 1.6 0.3 2.9 0.2 29.2 11.0 0.7 0.1 1.2 0.1 

Mean 74.6 73.5 21. 2 2.0 0.3 2.5 0.5 55.6 15.1 1.5 0.2 1.8 0.4 
S.D. 22.7 5.5 5.6 0.8 0.0 0.5 0.4 19.7 3.6 0.8 0.1 0.4 0.3 

LUC: Large unstained ce11s 
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Appendix 6-9 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual hematology of female rats (End of recovery) 

RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose Animal locyte 1et nogen 
mg/kg number X104/μL g/dL % fL pg g/dL 克 X104/μL s s mg/dL 

1118 795 15.3 43.0 54.1 19.2 35.4 2.4 119.2 11.5 19.8 182 
1119 841 14.9 42.2 50.2 17.7 35.3 2.5 119.9 12.0 17.8 192 。 1120 840 16.2 45.7 54.4 19.3 35.4 1.4 85.5 12.9 19.9 186 
1121 847 15.6 43.6 51.4 18.4 35.9 2.4 102.1 11. 9 17.4 221 
1122 900 15.5 43.9 48.8 17.3 35.4 1.5 115.9 12.5 15.7 207 

Mean 845 15.5 43.7 51. 8 18.4 35.5 2.0 108.5 12.2 18.1 198 
S.D. 37 0.5 1.3 2.4 0.9 0.2 0.5 14.7 0.5 1.8 16 

4118 821 14.7 41.5 50.5 18.0 35.5 2.3 123.4 11. 9 19.5 161 
4119 867 15.4 42.6 49.2 17.8 36.2 2.4 103.9 12.2 18.7 197 

1000 4120 846 15.6 43.8 51.8 18.4 35.6 1.9 116.1 12.2 17.6 157 
4121 873 15.1 42.5 48.7 17.3 35.5 1.9 109.7 12.1 20.3 192 
4122 897 15.6 43.8 48.8 17.4 35.6 1.6 109.9 12.0 18.3 195 

Mean 861 15.3 42.8 49.8 17.8 35.7 2.0 112.6 12.1 18.9 180 
S.D. 29 0.4 1.0 1.3 0.4 0.3 0.3 7.4 0.1 1.0 20 
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Appendix 6-10 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Individual hematology of female rats (End of recovery) 

WBC Differential leukocyte counts (鬼) Differential leukocyte counts (X102/μL) 
Dose Animal 
mg/kg number X102/μL Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC 

1118 57.7 73.2 22.1 1.3 0.3 2.7 0.4 42.2 12.7 0.7 0.2 1.5 0.3 
1119 67.3 78.4 17.5 1.7 0.2 1.9 0.4 52.7 11. 8 1.1 0.1 1.3 0.2 。 1120 44.7 79.7 15.9 1.6 0.2 2.4 0.2 35.7 7.1 0.7 0.1 1.1 0.1 
1121 53.2 65.0 30.8 1.5 0.2 1.6 0.8 34.6 16.4 0.8 0.1 0.9 0.4 
1122 48.7 84.0 11. 8 2.1 0.2 1.5 0.3 41.0 5.7 1.0 0.1 0.7 0.2 

Mean 54.3 76.1 19.6 1.6 0.2 2.0 0.4 41.2 10.7 0.9 0.1 1.1 0.2 
S.D. 8.7 7.3 7.3 0.3 0.0 0.5 0.2 7.2 4.3 0.2 0.0 0.3 0.1 

4118 57.1 74.0 21. 5 1.0 0.3 2.1 1.0 42.2 12.3 0.6 0.2 1.2 0.6 
4119 42.2 82.4 10.5 2.2 0.2 3.5 1.2 34.8 4.4 0.9 0.1 1.5 0.5 

1000 4120 46.3 86.4 9.4 1.1 0.2 2.3 0.5 40.0 4.4 0.5 0.1 1.1 0.2 
4121 40.2 76.8 18.3 2.8 0.2 1.6 0.3 30.8 7.4 1.1 0.1 0.6 0.1 
4122 46.1 69.5 25.2 2.3 0.3 2.4 0.3 32.0 11.6 1.1 0.1 1.1 0.1 

Mean 46.4 77.8 17.0 1.9 0.2 2.4 0.7 36.0 8.0 0.8 0.1 1.1 0.3 
S.D. 6.5 6.7 6.9 0.8 0.1 0.7 0.4 5.0 3.8 0.3 0.0 0.3 0.2 

LUC: Large unstained cells 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Appendix 7-1 

Individual blood chemistry of male rats (End of administration) 
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Appendix 7-2 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediYl ester by oral administration in rats 

Individual blood chemistry of male rats (End of administration) 

BUN Crea- Na K Cl Ca P TP Albumin A/G 
Dose Animal tinine 
mg/kg number mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL 

1001 12 0.30 144 4.1 109 9.2 5.7 5.6 3.0 1.15 
1002 11 0.22 146 4.1 111 9.7 4.8 5.7 3.2 1.28 。 1003 15 0.25 143 4.3 106 9.6 5.4 5.8 3.0 1. 07 
1004 20 0.25 142 4.4 106 9.2 5.8 5.6 3.0 1.15 
1005 16 0.21 144 4.4 106 9.8 6.6 5.8 3.1 1.15 

Mean 15 0.25 144 4.3 108 9.5 5.7 5.7 3.1 1.16 
S.D. 4 0.04 1 0.2 2 0.3 0.7 0.1 0.1 0.08 

2001 13 0.25 142 4.4 106 9.3 5.6 5.6 3.1 1.24 
2002 14 0.21 142 4.4 107 9.2 5.8 5.2 2.9 1. 26 

100 2003 14 0.26 144 4.4 106 9.7 5.6 5.8 3.1 1.15 
2004 21 0.30 142 4.6 104 9.5 6.7 5.9 3.1 1.11 
2005 14 0.19 142 4.7 106 10.0 5.9 5.9 3.1 1.11 

Mean 15 0.24 142 4.5 106 9.5 5.9 5.7 3.1 1.17 
S.D. 3 0.04 1 0.1 1 0.3 0.5 0.3 0.1 0.07 

3001 13 0.23 142 4.3 106 9.0 5.0 5.6 3.0 1.15 
3002 16 0.30 143 4.5 106 9.5 5.9 6.0 3.0 1.00 

300 3003 14 0.24 144 4.7 106 9.8 6.4 5.7 3.1 1.19 
3004 15 0.24 144 4.3 108 9.7 5.8 5.6 3.1 1.24 
3005 14 0.20 144 4.2 108 9.6 5.7 5.7 3.0 1.11 

Mean 14 0.24 143 4.4 107 9.5 5.8 5.7 3.0 1.14 
S.D. 1 0.04 1 0.2 1 0.3 0.5 0.2 0.1 0.09 

4001 18 0.29 139 4.3 106 9.4 5.3 5.5 3.0 1.20 
4002 14 0.29 143 4.4 106 9.4 5.3 5.8 3.1 1.15 

1000 4003 13 0.21 143 4.3 107 9.3 5.7 5.4 3.0 1. 25 
4004 15 0.25 144 4.3 106 9.6 5.7 5.6 3.0 1.15 
4005 15 0.21 144 4.5 105 10.5 6.9 5.9 3.2 1.19 

Mean 15 0.25 143 4.4 106 9.6 5.8 5.6 3.1 1.19 
S.D. 2 0.04 2 0.1 1 0.5 0.7 0.2 0.1 0.04 
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A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Appendix 7-3 

Individua1 b100d chemistry of fema1e rats (Lactation day 5) 
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Appendix 7-4 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administration in rats 

Individua1 b100d chemistry of fema1e rats (Lactation day 5) 

BUN Crea- Na K C1 Ca P TP A1bumin A/G 
Dose Animal tinine 
mg/kg number mg/dL mg/dL mmol/L m阻ol/L mmol/L mg/dL mg/dL g/dL g/dL 

1101 11 0.20 140 4.0 105 10.1 7.5 6.3 3.5 1. 25 
1102 16 0.29 138 4.5 100 10.1 6.8 5.9 3.2 1.19 。 1104 15 0.27 139 4.5 108 10.0 6.3 5.5 3.1 1. 29 
1105 13 0.20 140 4.7 103 10.6 7.2 6.1 3.4 1. 26 
1107 17 0.25 140 3.9 103 10.1 6.0 6.4 3.6 1.29 

Mean 14 0.24 139 4.3 104 10.2 6.8 6.0 3.4 1.26 
S.D. 2 0.04 1 0.3 3 0.2 0.6 0.4 0.2 0.04 

2103 14 0.22 140 4.2 108 10.2 6.3 5.9 3.4 1.36 
2107 12 0.24 141 3.9 108 10.4 6.7 6.2 3.3 1.14 

100 2110 12 0.22 143 4.1 108 9.9 6.5 5.7 3.2 1.28 
2111 15 0.26 142 4.6 110 10.4 7.0 6.1 3.3 1.18 
2112 13 0.24 139 4.5 103 10.1 6.2 5.8 3.2 1.23 

Mean 13 0.24 141 4.3 107 10.2 6.5 5.9 3.3 1.24 
S.D. 1 0.02 2 0.3 3 0.2 0.3 0.2 0.1 0.09 

3101 18 0.23 141 4.5 108 10.2 7.0 6.0 3.4 1.31 
3104 15 0.21 141 4.2 106 10.5 7.2 6.1 3.5 1. 35 

300 3107 12 0.24 140 3.7 107 9.8 5.4 6.1 3.2 1.10 
3108 15 0.24 143 4.7 109 10.1 6.4 5.9 3.3 1.27 
3110 18 0.28 140 4.0 109 10.1 6.7 5.8 3.2 1. 23 
3111a) 242 0.272 1402 4.12 1052 10.12 5.32 6.02 3.32 1.222 

Mean 16 0.24 141 4.2 108 10.1 6.5 6.0 3.3 1.25 
S.D. 3 0.03 1 0.4 1 0.3 0.7 0.1 0.1 0.10 

4104 15 0.28 141 3.9 106 10.0 6.6 5.9 3.3 1. 27 
4106 16 0.23 141 4.4 109 9.8 6.0 6.0 3.5 1.40 

1000 4109 18 0.31 141 4.1 106 9.7 6.1 6.0 3.2 1.14 
4111 13 0.23 142 3.9 108 10.5 7.0 6.2 3.3 1.14 
4112 13 0.25 139 4.1 105 10.6 7.8 6.0 3.2 1.14 

Mean 15 0.26 141 4.1 107 10.1 6.7 6.0 3.3 1. 22 
S.D. 2 0.03 1 0.2 2 0.4 0.7 0.1 0.1 0.12 

a) : Non-pregnant 
2 : Data was excluded from statistical analysis. 
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A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administration in rats 

Appendix 7-5 

Individual blood chemistry of female rats (Satellite group， End of administration) 
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Appendix 7-6 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Individua1 b100d chemistry of fema1e rats (Sate11ite group. End of administrationl 

BUN Crea- Na K C1 Ca P TP A1bumin AlG 
Dose Anima1 tinine 
mg/kg number mg/dL mg/dL 血血ol/L mmo1/L mmo1/L mg/dL mg/dL g/dL g/dL 

1113 15 0.27 140 4.3 107 9.8 4.4 6.2 3.6 1.38 
1114 15 0.25 141 4.5 109 10.2 2.8 6.6 3.7 1.28 。 1115 16 0.27 141 4.6 109 10.0 4.1 6.6 3.9 1.44 
1116 20 0.26 142 4.4 108 9.6 5.1 5.8 3.3 1.32 
1117 14 0.27 141 4.3 110 10.2 5.4 6.5 3.7 1. 32 

Mean 16 0.26 141 4.4 109 10.0 4.4 6.3 3.6 1.35 
S.D. 2 0.01 1 0.1 1 0.3 1.0 0.3 0.2 0.06 

4113 19 0.32 140 4.1 106 9.8 3.5 6.3 3.4 1.17 
4114 15 0.32 141 4.2 107 9.9 3.9 5.9 3.5 1.46 

1000 4115 15 0.25 142 4.2 107 10.5 4.9 6.8 4.0 1.43 
4116 18 0.29 141 4.5 109 9.9 5.2 6.1 3.5 1. 35 
4117 19 0.29 141 4.4 109 10.3 4.8 6.7 3.7 1. 23 

Mean 17 0.29 141 4.3 108 10.1 4.5 6.4 3.6 1.33 
S.D. 2 0.03 1 0.2 1 0.3 0.7 0.4 0.2 0.13 



R-1089 

A combined repeated dos巴 toxicitystudy with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administration in rats 

Appendix 7-7 

Individua1 b100d chemistry of male rats (End of recovery) 
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Appendix 7-8 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administration in rats 

Individua1 blood chemistry of male rats (End of recovery) 

BUN Crea- Na K C1 Ca P TP Albumin A/G 
Dose Animal tinine 
mg/kg number mg/dL mg/dL mmol/L mmol/L mmo1/L mg/dL mg/dL g/dL g/dL 

1008 14 0.21 142 4.2 105 10.1 5.1 5.8 3.0 1.07 
1009 16 0.26 143 4.7 104 9.7 5.9 5.7 3.0 1.11 。 1010 16 0.20 141 4.2 105 9.6 5.2 5.8 3.0 1. 07 
1011 18 0.27 141 4.6 106 9.7 6.0 5.8 3.0 1. 07 
1012 16 0.18 142 4.5 107 9.8 5.5 5.8 3.1 1.15 

Mean 16 0.22 142 4.4 105 9.8 5.5 5.8 3.0 1.09 
S.D. 1 0.04 1 0.2 1 0.2 0.4 0.0 0.0 0.04 

4008 18 0.23 142 4.8 105 9.5 6.2 5.8 3.0 1.07 
4009 15 0.28 141 4.5 106 9.4 5.2 5.5 3.0 1. 20 

1000 4010 14 0.19 143 4.2 107 9.8 5.6 5.6 3.0 1.15 
4011 18 0.29 143 4.3 105 9.7 5.9 5.8 3.0 1.07 
4012 18 0.30 143 4.7 107 9.5 5.7 6.0 3.1 1.07 

Mean 17 0.26 142 4.5 106 9.6 5.7 5.7 3.0 1.11 
S.D. 2 0.05 1 0.3 1 0.2 0.4 0.2 0.0 0.06 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administration in rats 

Appendix 7-9 

lndividual blood chemistry of female rats (End of recovery) 
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Appendix 7-10 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， l，2-ethanediyl ester by oral administration in rats 

Individual blood chemistry of female rats (End of recovery) 

BUN Crea- Na K Cl Ca P TP Albumin A/G 
Dose Animal tinine 
mg/kg number mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL 

1118 13 0.29 140 3.8 106 10.4 3.4 6.8 4.0 1.43 
1119 17 0.29 140 4.3 106 9.7 4.4 6.2 3.6 1.38 。 1120 15 0.31 142 4.4 108 10.0 4.2 6.3 3.5 1.25 
1121 15 0.30 144 3.8 110 10.3 3.4 7.1 3.9 1.22 
1122 16 0.33 141 4.8 109 9.7 4.0 6.2 3.4 1.21 

Mean 15 0.30 141 4.2 108 10.0 3.9 6.5 3.7 1.30 
S.D. l 0.02 2 0.4 2 0.3 0.5 0.4 0.3 0.10 

4118 17 0.27 142 4.0 108 10.1 2.4 6.6 3.9 1.44 
4119 16 0.29 141 4.4 107 10.0 3.7 6.6 3.7 1.28 

1000 4120 15 0.31 141 4.2 106 9.9 4.3 5.8 3.5 1.52 
4121 13 0.27 141 4.2 工08 10.1 3.3 6.5 3.7 1.32 
4122 16 0.25 142 4.2 107 10.0 4.7 6.1 3.3 1.18 

Mean 15 0.28 141 4.2 107 10.0 3.7 6.3 3.6 1.35 
S.D. 2 0.02 1 0.1 1 0.1 0.9 0.4 0.2 0.13 
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Appendix 8-1 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl 巴sterby oral administraion in rats 

lndividual organ weight of male rats (End of administration) 

Dose (mg/kg): 0 

Body Brain Pituitary Thyroid Thyroid Thyroid Thy皿us Heart 
Animal weight (R) (L) (豆+L)

number E g(g/100g BW) 皿g(mg/100gBW) 田g(mg/100gBW) mg(皿g/100gBW) 皿g(田g/100gBW) 皿g(mg/100gBW) g(g/100g BW) 

1001 457 2.11 14.4 11.3 9.4 20.7 305 1.32 
1002 477 2.13 12.6 10.8 10.2 21.0 285 1.44 
1003 513 2.19 15.1 12.4 12.5 24.9 220 1. 53 
1004 499 1. 92 11. 9 11.1 9.1 20.2 372 1.41 

Absolute 1005 488 2.02 15.4 11.7 11.8 23.5 196 1.49 
1006 514 2.17 12.7 11.7 11. 9 23.6 323 1.57 
1007 506 2.20 13.3 13.1 11.6 24.7 170 1.47 

Mean 493 2.11 13.6 11. 7 10.9 22.7 267 1.46 
S.D 21 0.10 1.3 0.8 1.3 2.0 74 0.08 

1001 0.46 3.2 2.5 2.1 4.5 67 0.29 
1002 0.45 2.6 2.3 2.1 4.4 60 0.30 
1003 0.43 2.9 2.4 2.4 4.9 43 0.30 
1004 0.38 2.4 2.2 1.8 4.0 75 0.28 

Relative 1005 0.41 3.2 2.4 2.4 4.8 40 0.31 
1006 0.42 2.5 2.3 2.3 4.6 63 0.31 
1007 0.43 2.6 2.6 2.3 4.9 34 0.29 

Mean 0.43 2.8 2.4 2.2 4.6 55 0.30 
S.D. 0.03 0.3 0.1 0.2 0.3 16 0.01 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Appendix 8-2 

Individual organ weight of male rats (End of administration) 

Dose (mg/kg): 0 

Adrenal 
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Appendix 8時 3 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

lndividual organ weight of male rats (End of administration) 

Dose (mg/kg): 0 

Se田inal Prostate Testis Testis Testis Epididy 田is Epididy皿is Epididymis 
Ani皿al vesicle (R) (L) (宜+L) (R) (L) (R+L) 
number g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) 回g(皿g/100gBW) 皿g(mg/100gBW) 皿g(皿g/100gBW) 

1001 1.82 1.05 1.45 1.45 2.90 534 508 1042 
1002 1.86 1.22 1.39 1.40 2.79 599 568 1167 
1003 1. 74 1.18 1. 54 1.66 3.20 685 740 1425 
1004 1.57 1.22 1.61 1.63 3.24 652 656 1308 

Absolute 1005 1.67 1.45 1. 62 1. 63 3.25 850 783 1633 
1006 1.96 1.23 1. 73 1. 70 3.43 615 590 1205 
1007 1.56 1.18 1. 86 1. 79 3.65 695 676 1371 

Mean 1. 74 1.22 1. 60 1.61 3.21 661 646 1307 
S.D. 0.15 0.12 0.16 0.14 0.29 100 97 193 

1001 0.40 0.23 0.32 0.32 0.63 117 111 228 
1002 0.39 0.26 0.29 0.29 0.58 126 119 245 
1003 0.34 0.23 0.30 0.32 0.62 134 144 278 
1004 0.31 0.24 0.32 0.33 0.65 131 131 262 

Relative 1005 0.34 0.30 0.33 0.33 0.67 174 160 335 
1006 0.38 0.24 0.34 0.33 0.67 120 115 234 
1007 0.31 0.23 0.37 0.35 0.72 137 134 271 

Mean 0.35 0.25 0.32 0.32 0.65 134 131 265 
S.D. 0.04 0.03 0.03 0.02 0.04 19 17 36 
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Appendix 8-4 A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

lndividual organ weight of male rats (End of administration) 

Dose (mg/kg): 100 

Body Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart 
Ani回al weight (R) (L) (R+L) 
number E g{g/100g BW) 田g{盟g/100gBW) 皿g{田g/100gBW) 皿g{mg/100gBW) 田g{皿g/100gBW) mg{mg/100g BW) g{g/100g BW) 

2001 495 1.97 11.2 10.6 8.5 19.1 512 1.51 
2002 504 1.99 14.6 12.9 13.0 25.9 262 1.43 
2003 519 2.11 15.7 12.2 11. 9 24.1 204 1.50 
2004 506 2.09 11.7 9.7 10.5 20.2 389 1.54 
2005 508 2.03 14.2 12.4 13.7 26.1 372 1.31 
2006 524 2.17 13.1 12.6 13.6 26.2 235 1.46 
2007 516 2.10 13.1 9.0 8.4 17.4 323 1.38 

Absolute 2008 494 2.17 12.2 10.7 10.3 21.0 273 1.40 
2009 498 2.08 15.3 12.5 11.6 24.1 306 1.45 
2010 508 2.26 14.2 11.0 12.1 23.1 220 1.50 
2011 520 2.08 15.1 11.4 13.3 24.7 326 1.57 
2012 483 2.07 12.4 14.3 15.0 29.3 581 1.49 

Mean 506 2.09 13.6 11.6 11.8 23.4 334 1.46 
S.D. 12 0.08 1.5 1.5 2.1 3.4 115 0.07 

2001 0.40 2.3 2.1 1.7 3.9 103 0.31 
2002 0.39 2.9 2.6 2.6 5.1 52 0.28 
2003 0.41 3.0 2.4 2.3 4.6 39 0.29 
2004 0.41 2.3 1.9 2.1 4.0 77 0.30 
2005 0.40 2.8 2.4 2.7 5.1 73 0.26 
2006 0.41 2.5 2.4 2.6 5.0 45 0.28 
2007 0.41 2.5 1.7 1.6 3.4 63 0.27 

Relative 2008 0.44 2.5 2.2 2.1 4.3 55 0.28 
2009 0.42 3.1 2.5 2.3 4.8 61 0.29 
2010 0.44 2.8 2.2 2.4 4.5 43 0.30 
2011 0.40 2.9 2.2 2.6 4.8 63 0.30 
2012 0.43 2.6 3.0 3.1 6.1 120 0.31 

Mean 0.41 2.7 2.3 2.3 4.6 66 0.29 
S.D. 0.02 0.3 0.3 0.4 0.7 24 0.02 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Appendix 8-5 

lndividual organ weight of male rats (End of administration) 
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Appendix 8-6 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by ora1 administraion in rats 

lndividual organ weight of male rats (End of administration) 

Dose (mg/kg): 100 

Seminal Prostate Testis Testis Testis EpididYI日is Epididymis Epididymis 
Ani皿al vesicle (R) (L) (R+L) (R) (L) (R+L) 
number g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) 皿g(皿g/100gBW) 田g(皿g/100gBW) 田g(田g/100gBW) 

2001 1.62 1.11 1.34 1.35 2.69 632 563 1195 
2002 1.67 1.20 1. 70 1. 70 3.40 684 704 1388 
2003 1.96 1.49 1.66 1.62 3.28 716 702 1418 
2004 2.11 1.27 1.51 1.53 3.04 644 697 1341 
2005 1. 91 1. 74 1.45 1.51 2.96 660 706 1366 
2006 1. 70 1.15 1.83 1. 90 3.73 609 637 1246 
2007 2.07 1.24 1.46 1.41 2.87 579 580 1159 

Absolute 2008 1.54 1.12 1.77 1. 75 3.52 594 575 1169 
2009 1.60 1.11 1. 75 1.68 3.43 703 678 1381 
2010 2.19 1. 74 1. 58 1.53 3.11 699 660 1359 
2011 2.10 1. 75 1. 50 1.50 3.00 653 701 1354 
2012 1. 79 1.51 1. 50 1.60 3.10 673 717 1390 

Mean 1.86 1.37 1. 59 1.59 3.18 654 660 1314 
S.D. 0.23 0.26 0.15 0.15 0.30 44 57 94 

2001 0.33 0.22 0.27 0.27 0.54 128 114 241 
2002 0.33 0.24 0.34 0.34 0.67 136 140 275 
2003 0.38 0.29 0.32 0.31 0.63 138 135 273 
2004 0.42 0.25 0.30 0.30 0.60 127 138 265 
2005 0.38 0.34 0.29 0.30 0.58 130 139 269 
2006 0.32 0.22 0.35 0.36 0.71 116 122 238 
2007 0.40 0.24 0.28 0.27 0.56 112 112 225 

Relative 2008 0.31 0.23 0.36 0.35 0.71 120 116 237 
2009 0.32 0.22 0.35 0.34 0.69 141 136 277 
2010 0.43 0.34 0.31 0.30 0.61 138 130 268 
2011 0.40 0.34 0.29 0.29 0.58 126 135 260 
2012 0.37 0.31 0.31 0.33 0.64 139 148 288 

Mean 0.37 0.27 0.31 0.31 0.63 129 130 260 
S.D. 0.04 0.05 0.03 0.03 0.06 10 12 20 
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Appendix 8-7 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual organ weight of male rats (End of administration) 

Dose (mg/kg): 300 

Body Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart 
Animal weight (R) (L) (R+L) 
number E g(g/100g BW) mg(皿g/100gBW) 皿g(皿g/100gBW) 皿g(mg/100gBW) mg(皿g/100gBW) mg(田g/100gBW) g(g/100g BW) 

3001 510 2.07 13.6 12.1 10.0 22.1 218 1. 94 
3002 541 2.07 15.2 11.3 11.7 23.0 224 1.50 
3003 530 2.14 16.9 9.1 10.0 19.1 278 1.58 
3004 535 2.22 13.9 11.1 10.4 21. 5 267 1. 70 
3005 504 1. 99 13.6 12.9 10.3 23.2 230 1.68 
3006 548 2.29 14.8 15.5 16.1 31.6 355 1.63 
3007 474 2.05 12.3 15.1 13.6 28.7 337 1.40 

Absolute 3008 495 2.14 12.9 9.1 11. 9 21.0 295 1.43 
3009 502 2.05 14.3 13.8 12.3 26.1 265 1.64 
3010 510 2.12 13.4 11. 7 8.2 19.9 324 1.52 
3011 460 2.08 13.1 9.5 8.6 18.1 177 1.36 
3012 481 2.15 11.8 11.1 12.1 23.2 346 1.55 

Mean 508 2.11 13.8 11.9 11.3 23.1 276 1.58 
S.D 27 0.08 1.4 2.2 2.2 4.0 57 0.16 

3001 0.41 2.7 2.4 2.0 4.3 43 0.38 
3002 0.38 2.8 2.1 2.2 4.3 41 0.28 
3003 0.40 3.2 1.7 1.9 3.6 52 0.30 
3004 0.41 2.6 2.1 1.9 4.0 50 0.32 
3005 0.39 2.7 2.6 2.0 4.6 46 0.33 
3006 0.42 2.7 2.8 2.9 5.8 65 0.30 
3007 0.43 2.6 3.2 2.9 6.1 71 0.30 

Relative 3008 0.43 2.6 1.8 2.4 4.2 60 0.29 
3009 0.41 2.8 2.7 2.5 5.2 53 0.33 
3010 0.42 2.6 2.3 1.6 3.9 64 0.30 
3011 0.45 2.8 2.1 1.9 3.9 38 0.30 
3012 0.45 2.5 2.3 2.5 4.8 72 0.32 

Mean 0.42 2.7 2.3 2.2 4.6 55 0.31 
S.D. 0.02 0.2 0.4 0.4 0.8 12 0.03 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Appendix 8-8 

Individual organ weight of male rats (End of administration) 

Dose (mg/kg): 300 
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Appendix 8-9 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， l，2-ethanediyl ester by oral administraion in rats 

Individual organ weight of male rats (End of administration) 

Dose (mg/kg): 300 

Seminal Prostate Testis Testis Testis Epididymis Epididymis Epididymis 
Ani皿al vesicle (R) (L) (R+L) (R) (L) (R+L) 
nu田ber g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) 皿g(mg/100gBW) 皿g(皿g/100gBW) mg(mg/100g BW) 

3001 1.88 1.56 1.67 1.68 3.35 744 768 1512 
3002 1.82 1.48 1.47 1.54 3.01 626 609 1235 
3003 2.01 1.62 1. 56 1.56 3.12 632 661 1293 
3004 1. 78 1.26 1. 57 1.61 3.18 672 640 1312 
3005 2.22 1. 37 1.62 1.63 3.25 613 586 1199 
3006 1.87 1.38 1.88 1.89 3.77 702 696 1398 
3007 1.43 1.10 1.57 1.58 3.15 603 611 1214 

Absolute 3008 1. 75 1.14 1.82 1.86 3.68 758 685 1443 
3009 1.86 1.37 1. 66 1.68 3.34 655 617 1272 
3010 2.03 1.56 1. 58 1.61 3.19 718 734 1452 
3011 2.00 1.22 1. 54 1.56 3.10 613 601 1214 
3012 1.61 1.07 1. 72 1.77 3.49 610 609 1219 

Mean 1.86 1.34 1.64 1.66 3.30 662 651 1314 
S.D. 0.21 0.19 0.12 0.12 0.24 56 58 110 

3001 0.37 0.31 0.33 0.33 0.66 146 151 296 
3002 0.34 0.27 0.27 0.28 0.56 116 113 228 
3003 0.38 0.31 0.29 0.29 0.59 119 125 244 
3004 0.33 0.24 0.29 0.30 0.59 126 120 245 
3005 0.44 0.27 0.32 0.32 0.64 122 116 238 
3006 0.34 0.25 0.34 0.34 0.69 128 127 255 
3007 0.30 0.23 0.33 0.33 0.66 127 129 256 

Relative 3008 0.35 0.23 0.37 0.38 0.74 153 138 292 
3009 0.37 0.27 0.33 0.33 0.67 130 123 253 
3010 0.40 0.31 0.31 0.32 0.63 141 144 285 
3011 0.43 0.27 0.33 0.34 0.67 133 131 264 
3012 0.33 0.22 0.36 0.37 0.73 127 127 253 

Mean 0.37 0.27 0.32 0.33 0.65 131 129 259 
S.D. 0.04 0.03 0.03 0.03 0.05 11 11 21 
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Appendix 8-10 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Individua1 organ weight of ma1e rats (End of administration) 

Dose (mg/kg): 1000 

Body Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart 
Animal weight (R) (L) (R+L) 
number E g(g/lOOg BW) mg(皿g/100gBW) 田g(田g/100gBW) 田g(田g/100gBW) 回g(mg/100gBW) 盟g(田g/100gBW) g(g/100g BW) 

4001 461 2.11 14.3 11.6 10.6 22.2 237 1.33 
4002 493 2.20 12.6 10.2 11.0 21.2 352 1.30 
4003 473 2.13 12.1 11.8 10.2 22.0 226 1.39 
4004 526 2.24 14.1 11. 7 10.4 22.1 285 1.46 

Absolute 4005 560 2.13 13.6 11.4 8.2 19.6 327 1.66 
4006 522 2.27 14.1 15.4 14.5 29.9 311 1.47 
4007 488 2.23 14.7 13.0 14.0 27.0 244 1.46 

Mean 503 2.19 13.6 12.2 11.3 23.4 283 1.44 
S.D. 34 0.06 1.0 1.6 2.2 3.6 49 0.12 

4001 0.46 3.1 2.5 2.3 4.8 51 0.29 
4002 0.45 2.6 2.1 2.2 4.3 71 0.26 
4003 0.45 2.6 2.5 2.2 4.7 48 0.29 
4004 0.43 2.7 2.2 2.0 4.2 54 0.28 

Relative 4005 0.38 2.4 2.0 1.5 3.5 58 0.30 
4006 0.43 2.7 3.0 2.8 5.7 60 0.28 
4007 0.46 3.0 2.7 2.9 5.5 50 0.30 

Mean 0.44 2.7 2.4 2.3 4.7 56 0.29 
S.D. 0.03 0.2 0.4 0.5 0.8 8 0.01 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Appendix 8-11 

lndividual organ weight of ma1e rats (End of administration) 

Dose (mg/kg): 1000 
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Appendix 8-12 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2苧 ethanediy1ester by ora1 administraion in rats 

Individua1 organ weight of ma1e rats (End of administration) 

Dose (mg/kg): 1000 

Seminal Prostate Testis Testis Testis Epididymis Epididymis Epididymis 
Animal vesicle (R) (L) (R+L) (R) (L) (R+L) 
number g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) 田g(mg/100gBW) 皿g(mg/100gBW) 

4001 1.80 1.37 1.65 1. 73 3.38 595 601 1196 
4002 1.69 1.26 1.61 1.59 3.20 649 627 1276 
4003 2.16 1.28 1.53 1.57 3.10 623 586 1209 
4004 2.16 1. 73 1.62 1.61 3.23 711 703 1414 

Absolute 4005 1.44 1.30 1. 70 1.67 3.37 647 657 1304 
4006 2.05 1.83 1.53 1.53 3.06 737 720 1457 
4007 1.65 1.57 1.49 1.46 2.95 713 694 1407 

Mean 1.85 1.48 1.59 1. 59 3.18 668 655 1323 
S.D. 0.28 0.23 0.08 0.09 0.16 53 52 104 

4001 0.39 0.30 0.36 0.38 0.73 129 130 259 
4002 0.34 0.26 0.33 0.32 0.65 132 127 259 
4003 0.46 0.27 0.32 0.33 0.66 132 124 256 
4004 0.41 0.33 0.31 0.31 0.61 135 134 269 

Relative 4005 0.26 0.23 0.30 0.30 0.60 116 117 233 
4006 0.39 0.35 0.29 0.29 0.59 141 138 279 
4007 0.34 0.32 0.31 0.30 0.60 146 142 288 

Mean 0.37 0.29 0.32 0.32 0.63 133 130 263 
S.D. 0.06 0.04 0.02 0.03 0.05 10 9 18 
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Appendix 8-13 A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by ora1 administraion in rats 

Individual organ weight of fema1e rats (Lactation day 5) 

Dose (mg/kg): 0 

Body Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart 
Animal weight (宜) (L) (R+L) 
nm日ber E g(g/100g BW) 皿g(盟g/100gBW) mg(田g/100gBW) 田g(mg/100gBW) 皿g(田g/100gBW) 田g(mg/100gBW) g(g/100g BW) 

1101 298 1.99 16.5 5.9 6.7 12.6 171 0.90 
1102 328 2.01 18.5 6.8 6.4 13.2 218 1.09 
1103 322 1. 90 18.3 6.8 7.8 14.6 370 1.08 
1104 322 2.10 18.3 8.8 7.6 16.4 218 0.97 
1105 302 2.06 18.1 10.3 9.6 19.9 192 1.12 
1106 333 2.05 21.3 10.7 6.7 17.4 286 1.14 
1107 291 2.07 19.3 8.1 7.7 15.8 179 0.92 

Absolute 1108 336 2.01 18.5 7.7 9.4 17 .1 176 1.03 
1109 325 2.10 22.1 8.1 9.3 17.4 251 1.11 
1110 335 2.16 19.8 12.7 10.7 23.4 134 1.08 
1111 316 1.96 18.3 9.0 8.7 17.7 304 0.94 
1112 313 1.93 15.1 7.5 8.8 16.3 245 1.09 

Mean 318 2.03 18.7 8.5 8.3 16.8 229 1.04 
S.D. 15 0.08 1.9 1.9 1.3 2.9 67 0.08 

1101 0.67 5.5 2.0 2.2 4.2 57 0.30 
1102 0.61 5.6 2.1 2.0 4.0 66 0.33 
1103 0.59 5.7 2.1 2.4 4.5 115 0.34 
1104 0.65 5.7 2.7 2.4 5.1 68 0.30 
1105 0.68 6.0 3.4 3.2 6.6 64 0.37 
1106 0.62 6.4 3.2 2.0 5.2 86 0.34 
1107 0.71 6.6 2.8 2.6 5.4 62 0.32 

Relative 1108 0.60 5.5 2.3 2.8 5.1 52 0.31 
1109 0.65 6.8 2.5 2.9 5.4 77 0.34 
1110 0.64 5.9 3.8 3.2 7.0 40 0.32 
1111 0.62 5.8 2.8 2.8 5.6 96 0.30 
1112 0.62 4.8 2.4 2.8 5.2 78 0.35 

Mean 0.64 5.9 2.7 2.6 5.3 72 0.33 
S.D. 0.04 0.5 0.6 0.4 0.9 20 0.02 
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Appendix 8-14 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Individua1 organ weight of fema1e rats (Lactation day 5) 

Dose (mg/kg): 0 

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal 
Ani皿al (R) (L) (R+L) (豆) (L) (R+L) 
number g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) 盟g(mg/100gBW) 田g(皿g/100gBW) mg(mg/100g BW) 

1101 9.83 0.71 1.05 1.03 2.08 38 44 82 
1102 10.39 0.66 1.08 1.04 2.12 37 42 79 
1103 10.18 0.75 1.18 1.16 2.34 35 40 75 
1104 9.43 0.67 1.01 1.05 2.06 37 46 83 
1105 10.29 0.82 1.19 1. 07 2.26 37 41 78 
1106 12.31 1.07 1.19 1.26 2.45 42 45 87 
1107 10.47 0.59 1.03 1.01 2.04 36 42 78 

Absolute 1108 12.12 0.77 1.28 1.25 2.53 37 42 79 
1109 11.23 0.69 1.18 1.17 2.35 33 39 72 
1110 12.25 0.95 1.23 1.18 2.41 58 58 116 
1111 11.03 0.75 1.25 1.26 2.51 36 39 75 
1112 10.72 0.73 1.08 1.06 2.14 39 42 81 

Mean 10.85 0.76 1.15 1.13 2.27 39 43 82 
S.D. 0.96 0.13 0.09 0.10 0.18 6 5 11 

1101 3.30 0.24 0.35 0.35 0.70 13 15 28 
1102 3.17 0.20 0.33 0.32 0.65 11 13 24 
1103 3.16 0.23 0.37 0.36 0.73 11 12 23 
1104 2.93 0.21 0.31 0.33 0.64 11 14 26 
1105 3.41 0.27 0.39 0.35 0.75 12 14 26 
1106 3.70 0.32 0.36 0.38 0.74 13 14 26 
1107 3.60 0.20 0.35 0.35 0.70 12 14 27 

Relative 1108 3.61 0.23 0.38 0.37 0.75 11 13 24 
1109 3.46 0.21 0.36 0.36 0.72 10 12 22 
1110 3.66 0.28 0.37 0.35 0.72 17 17 35 
1111 3.49 0.24 0.40 0.40 0.79 11 12 24 
1112 3.42 0.23 0.35 0.34 0.68 12 13 26 

間ean 3.41 0.24 0.36 0.36 0.71 12 14 26 
S.D. 0.23 0.04 0.02 0.02 0.04 2 1 3 
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Appendix 8-15 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administraion in rats 

Individual organ weight of female rats (Lactation day 5) 

Dose (mg/kg): 0 

Ovary Ovary Ovary Uterus 
Animal (R) (L) (R+L) 
number mg(皿g/100gBW) 皿g(mg/100gBW) 田g(田g/100gBW) mg(mg/100g BW) 

1101 50.5 38.3 88.8 545 
1102 67.9 66.8 134.7 718 
1103 60.8 58.8 119.6 747 
1104 54.0 65.2 119.2 670 
1105 67.5 12.6 140.1 920 
1106 53.3 70.0 123.3 745 
1107 44.2 48.8 93.0 749 

Absolute 1108 53.8 51.2 105.0 689 
1109 61.6 61.4 123.0 931 
1110 59.3 60.9 120.2 909 
1111 57.4 52.7 110.1 801 
1112 63.1 55.2 118.3 642 

Mean 57.8 58.5 116.3 756 
S.D. 7.0 9.8 15.1 118 

1101 16.9 12.9 29.8 183 
1102 20.7 20.4 41.1 219 
1103 18.9 18.3 37.1 232 
1104 16.8 20.2 37.0 208 
1105 22.4 24.0 46.4 305 
1106 16.0 21.0 37.0 224 
1107 15.2 16.8 32.0 257 

Relat i ve 1108 16.0 15.2 31.3 205 
1109 19.0 18.9 37.8 286 
1110 17.7 18.2 35.9 271 
1111 18.2 16.7 34.8 253 
1112 20.2 17.6 37.8 205 

Mean 18.2 18.4 36.5 237 
S.D. 2.2 2.9 4.5 37 
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Appendix 8-16 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by oral administraion in rats 

lndividual organ weight of female rats (Lactation day 5) 

Dose (mg/kg): 100 

Body Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart 
Animal weight (R) (L) (R+L) 
number E g(g/100g BW) 皿g(回g/100gBW) mg(mg/100g BW) 皿g(mg/100gBW) 皿g(mg/100gBW) 皿g(mg/100gBW) g(g/lOOg BW) 

2101 323 1. 94 17.4 10.2 11.0 21.2 300 1.14 
2102 297 1.95 18.0 8.5 6.1 14.6 251 1.01 
2103 319 1.93 19.8 6.8 5.8 12.6 273 1.04 
2104 317 1.90 15.7 7.7 5.9 13.6 272 0.94 
2105 306 2.00 21. 6 7.6 8.6 16.2 260 0.98 
2106 359 1.96 20.5 9.8 8.0 17.8 292 1.06 
2107 335 2.04 14.5 14.7 13.2 27.9 291 0.96 

Absolute 2108 319 2.02 22.7 7.0 7.5 14.5 296 1.06 
2109 310 2.00 18.2 6.6 6.0 12.6 144 1.00 
2110 299 1.94 17.4 10.8 8.8 19.6 252 0.94 
2111 295 1.89 17.9 7.6 7.7 15.3 254 1.02 
2112 280 1.94 16.3 6.8 6.8 13.6 125 0.86 

Mean 313 1.96 18.3 8.7 8.0 16.6 251 1.00 
S.D. 21 0.05 2.4 2.4 2.2 4.5 57 0.07 

2101 0.60 5.4 3.2 3.4 6.6 93 0.35 
2102 0.66 6.1 2.9 2.1 4.9 85 0.34 
2103 0.61 6.2 2.1 1.8 3.9 86 0.33 
2104 0.60 5.0 2.4 1.9 4.3 86 0.30 
2105 0.65 7.1 2.5 2.8 5.3 85 0.32 
2106 0.55 5.7 2.7 2.2 5.0 81 0.30 
2107 0.61 4.3 4.4 3.9 8.3 87 0.29 

Relative 2108 0.63 7.1 2.2 2.4 4.5 93 0.33 
2109 0.65 5.9 2.1 1.9 4.1 46 0.32 
2110 0.65 5.8 3.6 2.9 6.6 84 0.31 
2111 0.64 6.1 2.6 2.6 5.2 86 0.35 
2112 0.69 5.8 2.4 2.4 4.9 45 0.31 

Mean 0.63 5.9 2.8 2.5 5.3 80 0.32 
S.D. 0.04 0.8 0.7 0.6 1.3 16 0.02 
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Appendix 8-17 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic aCid， 1，2-ethanediyl ester by oral administraion in rats 

Individual organ weight of female rats (Lactation day 5) 

Dose (mg/kg): 100 

Liver Spleen Kidney 瓦idney Kidney Adrenal Adrenal Adrenal 
Animal (R) (L) (R+L) (R) (L) (R+L) 
number g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) 皿g(mg/100gBW) 皿g(皿g/100gBW) mg(皿g/100gBW) 

2101 10.84 0.75 1.20 1.10 2.30 37 43 80 
2102 9.94 0.60 1.19 1.16 2.35 49 58 107 
2103 10.33 0.65 1.07 1.01 2.08 30 31 61 
2104 9.34 0.68 1.15 1.12 2.27 30 34 64 
2105 9.36 0.76 1. 07 1.11 2.18 39 43 82 
2106 10.97 0.70 1.21 1.13 2.34 35 38 73 
2107 9.62 0.62 1.01 1.05 2.06 32 36 68 

Absolute 2108 10_25 0.70 1.05 1.07 2.12 34 39 73 
2109 11.19 0.73 1.13 1.02 2.15 42 47 89 
2110 9.58 0.64 1.07 1.10 2.17 35 37 72 
2111 8.86 0.53 1.00 1.05 2.05 37 40 77 
2112 9.69 0.65 0.89 0.89 1. 78 30 34 64 

Mean 10.00 0.67 1.09 1.07 2.15 36 40 76 
S.D. 0.73 0.07 0.09 0.07 0.16 6 7 13 

2101 3.36 0.23 0.37 0.34 0.71 11 13 25 
2102 3.35 0.20 0.40 0.39 0.79 16 20 36 
2103 3.24 0.20 0.34 0.32 0.65 9 10 19 
2104 2.95 0.21 0.36 0.35 0.72 9 11 20 
2105 3.06 0.25 0.35 0.36 0.71 13 14 27 
2106 3.06 0.19 0.34 0.31 0.65 10 11 20 
2107 2.87 0.19 0.30 0.31 0.61 10 11 20 

Relative 2108 3.21 0.22 0.33 0.34 0.66 11 12 23 
2109 3.61 0.24 0.36 0.33 0.69 14 15 29 
2110 3.20 0.21 0.36 0.37 0.73 12 12 24 
2111 3.00 0.18 0.34 0.36 0.69 13 14 26 
2112 3.46 0.23 0.32 0.32 0.64 11 12 23 

Mean 3.20 0.21 0.35 0.34 0.69 12 13 24 
S.D. 0.22 0.02 0.03 0.03 0.05 2 3 5 
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Appendix 8-18 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual organ weight of female rats (Lactation day 5) 

Dose (mg/kg): 100 

Ovary Ovary Ovary Uterus 
Animal (R) (L) (R+L) 
number mg(mg/100g BW) mg(mg/100g BW) mg(皿g/100gBW) 皿g(mg/100gBW) 

2101 47.5 53.8 101.3 701 
2102 65.6 52.4 118.0 691 
2103 54.0 45.5 99.5 712 
2104 47.0 47.2 94.2 789 
2105 53.5 51. 9 105.4 905 
2106 51.6 49.1 100.7 591 
2107 39.2 43.1 82.3 714 

Absolute 2108 52.3 59.7 112.0 721 
2109 57.4 58.6 116.0 764 
2110 50.2 44.3 94.5 573 
2111 50.5 47.2 97.7 768 
2112 50.9 51.0 101.9 655 

Mean 51.6 50.3 102.0 715 
S.D. 6.3 5.3 10.0 89 

2101 14.7 16.7 31.4 217 
2102 22.1 17.6 39.7 233 
2103 16.9 14.3 31.2 223 
2104 14.8 14.9 29.7 249 
2105 17.5 17.0 34.4 296 
2106 14.4 13.7 28.1 165 
2107 11.7 12.9 24.6 213 

Relative 2108 16.4 18.7 35.1 226 
2109 18.5 18.9 37.4 246 
2110 16.8 14.8 31.6 192 
2111 17.1 16.0 33.1 260 
2112 18.2 18.2 36.4 234 

Mean 16.6 16.1 32.7 230 
S.D. 2.6 2.0 4.2 33 
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Appendix 8-19 A combined repeated dose toxicity study with the reproduction/d巴velopmentaltoxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual organ weight of female rats (Lactation day 5) 

Dose (mg/kg): 300 

Body Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart 
Anima1 weight (R) (L) (R+L) 
number E g(g/100g BW) 皿g(阻g/100gBW) 皿g(mg/100gBW) 皿g(皿g/100gBW) 皿g(mg/100gBW) 田g(田g/100gBW) g(g/100g BW) 

3101 315 2.00 15.5 6.1 4.0 10.1 353 1.02 
3102 319 1.95 17.1 4.3 7.7 12.0 267 1.05 
3103 322 1.97 16.6 8.5 7.9 16.4 308 1.07 
3104 325 1.89 22.5 10.2 5.8 16.0 237 1.05 
3105 347 2.01 18.4 9.0 9.8 18.8 156 0.93 
3106 318 1.98 17.7 7.9 8.9 16.8 285 1.04 
3107 314 1. 95 20.1 8.0 7.5 15.5 363 1.06 

Abso1ute 3108 326 2.05 17.4 7.1 6.9 14.0 370 1.15 
3109 319 1.93 17.4 9.0 11.7 20.7 344 0.97 
3110 309 1.91 17.2 11.3 8.4 19.7 285 0.99 
3111a) 328Z 1.98Z 17.72 13.2Z 9.4Z 22.6Z 391Z 1.03Z 
3112 288 2.03 20.4 8.4 7.8 16.2 188 1.00 

Mean 318 1.97 18.2 8.2 7.9 16.0 287 1.03 
S.D. 14 0.05 2.0 1.9 2.0 3.2 71 0.06 

3101 0.63 4.9 1.9 1.3 3.2 112 0.32 
3102 0.61 5.4 1.3 2.4 3.8 84 0.33 
3103 0.61 5.2 2.6 2.5 5.1 96 0.33 
3104 0.58 6.9 3.1 1.8 4.9 73 0.32 
3105 0.58 5.3 2.6 2.8 5.4 45 0.27 
3106 0.62 5.6 2.5 2.8 5.3 90 0.33 
3107 0.62 6.4 2.5 2.4 4.9 116 0.34 

Re1ative 3108 0.63 5.3 2.2 2.1 4.3 113 0.35 
3109 0.61 5.5 2.8 3.7 6.5 108 0.30 
3110 0.62 5.6 3.7 2.7 6.4 92 0.32 
3111a) 0.60Z 5.4Z 4.OZ 2.9Z 6.9Z 119Z 0.31Z 
3112 0.70 7.1 2.9 2.7 5.6 65 0.35 

Mean 0.62 5.7 2.6 2.5 5.0 90 0.32 
S.D. 0.03 0.7 0.6 0.6 1.0 22 0.02 

a): Non-pregnant 
Z: Data was exc1uded from statistica1 ana1ysis. 
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Appendix 8-20 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual organ weight of female rats (Lactation day 5) 

Dose (mg/kg): 300 

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal 
Ani皿al (R) (L) (R+L) (R) (L) (R+L) 
number g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(皿g/100gBW) mg(mg/100g BW) 田g(皿g/100gBW) 

3101 9.14 0.59 1.17 1.10 2.27 41 47 88 
3102 10.14 0.79 1.15 1.18 2.33 37 41 78 
3103 10.86 0.71 1.09 1.06 2.15 40 43 83 
3104 10.62 0.66 1.16 1.22 2.38 37 40 77 
3105 11.41 0.58 1.10 1.08 2.18 38 41 79 
3106 10.76 0.72 1.11 1.11 2.22 36 36 72 
3107 10.46 0.60 1.04 1.06 2.10 41 42 83 

Absolute 3108 8.95 0.80 1.09 1.12 2.21 35 36 71 
3109 10.44 0.79 1.16 1.23 2.39 44 48 92 
3110 9.77 0.67 1. 03 1.04 2.07 28 33 61 
3111a) 11.69Z 0.70Z 1.24Z 1.18Z 2.42Z 31Z 31Z 62Z 
3112 9.90 0.59 1.11 1.03 2.14 40 42 82 

Mean 10.22 0.68 1.11 1.11 2.22 38 41 79 
S.D. 0.74 0.09 0.05 0.07 0.11 4 5 9 

3101 2.90 0.19 0.37 0.35 0.72 13 15 28 
3102 3.18 0.25 0.36 0.37 0.73 12 13 24 
3103 3.37 0.22 0.34 0.33 0.67 12 13 26 
3104 3.27 0.20 0.36 0.38 0.73 11 12 24 
3105 3.29 0.17 0.32 0.31 0.63 11 12 23 
3106 3.38 0.23 0.35 0.35 0.70 11 11 23 
3107 3.33 0.19 0.33 0.34 0.67 13 13 26 

Relative 3108 2.75 0.25 0.33 0.34 0.68 11 11 22 
3109 3.27 0.25 0.36 0.39 0.75 14 15 29 
3110 3.16 0.22 0.33 0.34 0.67 9 11 20 
3111a) 3.56Z 0.21Z 0.38Z 0.36Z 0.74Z 9Z 9Z 19Z 
3112 3.44 0.20 0.39 0.36 0.74 14 15 28 

Mean 3.21 0.22 0.35 0.35 0.70 12 13 25 
S.D. 0.21 0.03 0.02 0.02 0.04 2 2 3 

a): Non-pregnant 
Z: Data was excluded from statistical analysis. 
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Animal 
number 

3101 
3102 
3103 
3104 
3105 
3106 
3107 

Absolute 3108 
3109 
3110 
3111a) 
3112 

Mean 
S.D. 

3101 
3102 
3103 
3104 
3105 
3106 
3107 

Relative 3108 
310日
3110 
3111a) 
3112 

Mean 
S.D. 

a): Non-pregnant 

A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual organ weight of fema1e rats (Lactation day 5) 

Dose (mg/kg): 300 

Ovary Ovary Ovary Uterus 
(R) (L) (R+L) 

皿g(mg/100gBW) 田g(皿g/100gBW) 皿g(mg/100gBW) 田g(田g/100gBW) 

53.2 45.8 99.0 620 
61.8 54.6 116.4 776 
56.4 49.4 105.8 749 
62.8 44.3 107.1 720 
54.3 45.2 99.5 763 
57.0 41. 8 98.8 885 
65.9 68.0 133.9 875 
54.4 51.1 105.5 1106 
49.0 62.3 111.3 770 
50.6 53.6 104.2 740 
45.32 37.82 83.12 4962 
55.4 59.6 115.0 790 

56.4 52.3 108.8 799 
5.2 8.3 10.3 124 

16.9 14.5 31.4 197 
19.4 17.1 36.5 243 
17.5 15.3 32.9 233 
19.3 13.6 33.0 222 
15.6 13.0 28.7 220 
17.9 13.1 31.1 278 
21.0 21. 7 42.6 279 
16.7 15.7 32.4 339 
15.4 19.5 34.9 241 
16.4 17.3 33.7 239 
13.82 11.52 25.32 1512 
19.2 20.7 39.9 274 

17.8 16.5 34.3 251 
1.8 3.0 4.0 39 

2: Data was excluded from statistical analysis. 
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Appendix 8-22 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， l，2-ethanediYl ester by ora1 administraion in rats 

lndividual organ weight of female rats (Lactation day 5) 

Dose (mg/kg): 1000 

Body Brain Pituitary Thyroid Thyroid Thyroid Thy田us Heart 
Animal weight (R) (L) (R+L) 
nu皿ber E g(g/100g BW) mg(mg/100g BW) 田g(mg/100gBW) mg(mg/100g BW) 皿g(mg/100gBW) 田g(皿g/100gBW) g(g/100g BW) 

4101 286 1.89 15.9 9.2 7.7 16.9 233 0.94 
4102 342 2.04 20.4 6.9 7.0 13.9 257 1.06 
4103 303 1.93 16.3 8.2 8.4 16.6 145 0.99 
4104 294 2.00 20.0 6.7 8.1 14.8 196 1.04 
4105 293 1. 99 17.0 5.8 7.5 13.3 163 0.94 
4106 305 2.00 17.5 8.4 7.1 15.5 284 1.09 
4107 315 2.00 17.9 8.5 9.7 18.2 223 0.96 

Absolute 4108 314 1.99 20.4 9.5 9.1 18.6 244 1.00 
4109 331 1. 93 17.2 8.3 8.5 16.8 221 0.99 
4110 332 2.09 21.0 9.6 15.3 24.9 238 1.12 
4111 315 2.05 18.8 11. 7 9.2 20.9 259 1.04 
4112 318 1. 98 15.9 8.6 7.7 16.3 148 1.05 

Mean 312 1. 99 18.2 8.5 8.8 17.2 218 1.02 
S.D. 17 0.06 1.9 1.5 2.2 3.2 45 0.06 

4101 0.66 5.6 3.2 2.7 5.9 81 0.33 
4102 0.60 6.0 2.0 2.0 4.1 75 0.31 
4103 0.64 5.4 2.7 2.8 5.5 48 0.33 
4104 0.68 6.8 2.3 2.8 5.0 67 0.35 
4105 0.68 5.8 2.0 2.6 4.5 56 0.32 
4106 0.66 5.7 2.8 2.3 5.1 93 0.36 
4107 0.63 5.7 2.7 3.1 5.8 71 0.30 

Relative 4108 0.63 6.5 3.0 2.9 5.9 78 0.32 
4109 0.58 5.2 2.5 2.6 5.1 67 0.30 
4110 0.63 6.3 2.9 4.6 7.5 72 0.34 
4111 0.65 6.0 3.7 2.9 6.6 82 0.33 
4112 0.62 5.0 2.7 2.4 5.1 47 0.33 

Mean 0.64 5.8 2.7 2.8 5.5 70 0.33 
S.D. 0.03 0.5 0.5 0.6 0.9 14 0.02 
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Appendix 8-23 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
scre巴ningtest of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Individua1 organ weight of fema1e rats (Lactation day 5) 

Dose (mg/kg): 1000 

Liver Sp1een Kidney Kidney Kidney Adrena1 Adrena1 Adrena1 
Anima1 (宜) (L) (R+L) (R) (L) (R+L) 
nUl日ber g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(血g/100gBW) 皿g(mg/100gBW) mg(皿g/100gBW) 

4101 10.61 0.63 1.13 1.07 2.20 35 40 75 
4102 10.60 0.67 1.27 1.28 2.55 42 42 84 
4103 10.04 0.72 0.98 0.96 1. 94 35 36 71 
4104 9.47 0.54 0.96 0.97 1.93 39 40 79 
4105 10.01 0.70 1.11 1.07 2.18 40 38 78 
4106 9.45 0.71 1.08 1.05 2.13 35 35 70 
4107 9.66 0.65 1.07 1.04 2.11 36 37 73 

Abso1ute 4108 11.23 0.82 1.16 1.14 2.30 47 50 97 
4109 9.70 0.79 1.05 1.05 2.10 38 40 78 
4110 11.14 0.89 1. 20 1.19 2.39 43 46 89 
4111 10.74 0.66 1.09 1.13 2.22 48 52 100 
4112 10.20 0.74 1.04 1.07 2.11 39 42 81 

Mean 10.24 0.71 1.10 1.09 2.18 40 42 81 
S.D. 0.62 0.09 0.09 0.09 0.17 4 5 10 

4101 3.71 0.22 0.40 0.37 0.77 12 14 26 
4102 3.10 0.20 0.37 0.37 0.75 12 12 25 
4103 3.31 0.24 0.32 0.32 0.64 12 12 23 
4104 3.22 0.18 0.33 0.33 0.66 13 14 27 
4105 3.42 0.24 0.38 0.37 0.74 14 13 27 
4106 3.10 0.23 0.35 0.34 0.70 11 11 23 
4107 3.07 0.21 0.34 0.33 0.67 11 12 23 

Re1ative 4108 3.58 0.26 0.37 0.36 0.73 15 16 31 
4109 2.93 0.24 0.32 0.32 0.63 11 12 24 
4110 3.36 0.27 0.36 0.36 0.72 13 14 27 
4111 3.41 0.21 0.35 0.36 0.70 15 17 32 
4112 3.21 0.23 0.33 0.34 0.66 12 13 25 

Mean 3.29 0.23 0.35 0.35 0.70 13 13 26 
S.D. 0.23 0.03 0.03 0.02 0.05 1 2 3 
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Ani皿al
number 

4101 
4102 
4103 
4104 
4105 
4106 
4107 

Absolute 4108 
4109 
4110 
4111 
4112 

Mean 
S.D. 

4101 
4102 
4103 
4104 
4105 
4106 
4107 

Relative 4108 
4109 
4110 
4111 
4112 

Mean 
S.D 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

lndividual organ weight of female rats (Lactation day 5) 

Dose (mg/kg): 1000 

Ovary Ovary Ovary Uterus 
(R) (L) (R+L) 

皿g(mg/100gBW) 皿g(mg/100gBW) 皿g(mg/100gBW) 田g(田g/100gBW) 

51.3 50.7 102.0 713 
71.0 47.5 118.5 754 
49.0 48.4 97.4 802 
57.5 54.3 111.8 925 
42.9 57.6 100.5 687 
52.1 45.1 97.2 774 
50.9 46.1 97.0 900 
50.9 62.2 113.1 739 
53.0 52.2 105.2 800 
60.7 54.3 115.0 793 
61.4 54.3 115.7 679 
46.7 60.0 106.7 812 

54.0 52.7 106.7 782 
7.6 5.4 7.9 76 

17.9 17.7 35.7 249 
20.8 13.9 34.6 220 
16.2 16.0 32.1 265 
19.6 18.5 38.0 315 
14.6 19.7 34.3 234 
17.1 14.8 31. 9 254 
16.2 14.6 30.8 286 
16.2 19.8 36.0 235 
16.0 15.8 31.8 242 
18.3 16.4 34.6 239 
19.5 17.2 36.7 216 
14.7 18.9 33.6 255 

17.3 16.9 34.2 251 
2.0 2.0 2.2 28 
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Appendix 8-25 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual organ weight of female rats (Satellit巴 group，End of administration) 

Dose (mg/kg): 0 

Body Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart 
Ani皿a1 weight (R) (L) (R+L) 
number E g(g/lOOg BW) 田g(皿g/100gBW) 皿g(mg/100gBW) mg(皿g/100gBW) mg(皿g/lOOgBW) 皿g(mg/100gBW) g(g/lOOg BW) 

1113 270 1.91 15.7 8.9 9.5 18.4 375 0.81 
1114 288 2.04 15.7 7.8 5.7 13.5 261 0.97 
1115 259 1.90 14.1 9.0 6.8 15.8 312 0.76 

Abso1ute 1116 297 2.04 15.9 6.8 5.9 12.7 424 0.97 
1117 273 1. 89 17.0 6.7 6.7 13.4 301 0.87 

Mean 277 1.96 15.7 7.8 6.9 14.8 335 0.88 
S.D. 15 0.08 1.0 1.1 1.5 2.3 65 0.09 

1113 0.71 5.8 3.3 3.5 6.8 139 0.30 
1114 0.71 5.5 2.7 2.0 4.7 91 0.34 
1115 0.73 5.4 3.5 2.6 6.1 120 0.29 

Re1ative 1116 0.69 5.4 2.3 2.0 4.3 143 0.33 
1117 0.69 6.2 2.5 2.5 4.9 110 0.32 

Mean 0.71 5.7 2.9 2.5 5.4 121 0.32 
S.D 0.02 0.3 0.5 0.6 1.0 21 0.02 
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Appendix 8-26 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual organ weight of female rats (Satellite group， End of administration) 

Dose (mg/kg): 0 

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal 
Animal (R) (L) (R+L) (R) (L) (R+L) 
number g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) 圃g(田g/100gBW) mg(mg/100g BW) mg(mg/100g BW) 

1113 6.75 0.45 0.90 0.97 1.87 37 41 78 
1114 7.72 0.55 0.92 0.96 1.88 31 33 64 
1115 6.43 0.53 0.85 0.84 1.69 24 26 50 

Absolute 1116 7.24 0.52 1.01 1.01 2.02 34 36 70 
1117 6.91 0.52 0.97 0.88 1.85 29 30 59 

Mean 7.01 0.51 0.93 0.93 1.86 31 33 64 
S.D. 0.49 0.04 0.06 0.07 0.12 5 6 11 

1113 2.50 0.17 0.33 0.36 0.69 14 15 29 
1114 2.68 0.19 0.32 0.33 0.65 11 11 22 
1115 2.48 0.20 0.33 0.32 0.65 9 10 19 

Relat i ve 1116 2.44 0.18 0.34 0.34 0.68 11 12 24 
1117 2.53 0.19 0.36 0.32 0.68 11 11 22 

Mean 2.53 0.19 0.34 0.33 0.67 11 12 23 
S.D. 0.09 0.01 0.02 0.02 0.02 2 2 4 
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Appendix 8-27 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual organ weight of female rats (Satellite group， End of administration) 

Dose (mg/kg): 0 

Ovary Ovary Ovary Uterus 
Ani阻al (R) (L) (R+L) 
nur日ber 田g{mg/lOOgBW) 田g(皿g/100gBW) 皿g{mg/100gBW) 皿g{mg/100gBW) 

1113 54.6 50.0 104.6 699 
1114 43.6 41.8 85.4 432 
1115 40.5 33.8 74.3 598 

Absolute 1116 30.5 35.7 66.2 556 
1117 47.0 58.0 105.0 520 

Mean 43.2 43.9 87.1 561 
S.D. 8.8 10.1 17 .5 98 

1113 20.2 18.5 38.7 259 
1114 15.1 14.5 29.7 150 
1115 15.6 13.1 28.7 231 

Relative 1116 10.3 12.0 22.3 187 
1117 17.2 21.2 38.5 190 

Mean 15.7 15.9 31.6 203 
S.D. 3.6 3.9 7.0 42 
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Appendix 8-28 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administraion in rats 

Individua1 organ weight of fema1e rats (Sate11ite group， End of administration) 

Dose (mg/kg): 1000 

Body Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart 
Animal weight (R) (L) (R+L) 
nu皿ber E g(g/100g BW) 盟g(皿g/100gBW) 皿g(mg/100gBW) 田g(田g/100gBW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) 

4113 278 1. 91 18.4 5.6 5.0 10.6 316 0.94 
4114 276 1. 94 16.9 10.3 8.1 18.4 256 0.83 
4115 319 1. 99 13.4 7.8 7.5 15.3 359 1.02 

Absolute 4116 229 1.82 13.7 7.8 6.4 14.2 146 0.87 
4117 295 2.04 17.7 5.9 6.1 12.0 352 0.98 

Mean 279 1. 94 16.0 7.5 6.6 14.1 286 0.93 
S.D. 33 0.08 2.3 1.9 1.2 3.0 88 0.08 

4113 0.69 6.6 2.0 1.8 3.8 114 0.34 
4114 0.70 6.1 3.7 2.9 6.7 93 0.30 
4115 0.62 4.2 2.4 2.4 4.8 113 0.32 

Relative 4116 0.79 6.0 3.4 2.8 6.2 64 0.38 
4117 0.69 6.0 2.0 2.1 4.1 119 0.33 

Mean 0.70 5.8 2.7 2.4 5.1 101 0.33 
S.D. 0.06 0.9 0.8 0.5 1.3 23 0.03 
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Appendix 8-29 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual organ w巴ight of female rats (Satellite group， End of administration) 

Dose (皿g/kg): 1000 

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal 
Animal (R) (L) (R+L) (R) (L) (R+L) 
number g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) 皿g(田g/100gBW) mg(mg/100g BW) 皿g(mg/100gBW) 

4113 6.64 0.65 0.85 0.90 1. 75 41 42 83 
4114 6.36 0.45 0.85 0.86 1. 71 31 32 63 
4115 8.16 0.50 1.03 1.01 2.04 22 28 50 

Absolute 4116 5.81 0.41 0.98 0.93 1.91 41 42 83 
4117 7.87 0.55 1.04 0.97 2.01 34 37 71 

Mean 6.97 0.51 0.95 0.93 1.88 34 36 70 
S.D. 1.01 0.09 0.09 0.06 0.15 8 6 14 

4113 2.39 0.23 0.31 0.32 0.63 15 15 30 
4114 2.30 0.16 0.31 0.31 0.62 11 12 23 
4115 2.56 0.16 0.32 0.32 0.64 7 9 16 

Relative 4116 2.54 0.18 0.43 0.41 0.83 18 18 36 
4117 2.67 0.19 0.35 0.33 0.68 12 13 24 

Mean 2.49 0.18 0.34 0.34 0.68 13 13 26 
S.D. 0.15 0.03 0.05 0.04 0.09 4 3 8 
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Appendix 8-30 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual organ weight of female rats (Satellite group， End of administration) 

Dose (mg/kg): 1000 

Ovary Ovary Ovary 日terus
Animal (R) (L) (R+L) 
number 皿g(皿g/100gBW) mg(皿g/100gBW) mg(mg/100g BW) mg(皿g/100gBW) 

4113 48.7 5l. 7 100.4 729 
4114 45.3 39.0 84.3 580 
4115 4l.2 56.1 97.3 426 

Abso1ute 4116 43.0 49.0 92.0 504 
4117 50.0 50.0 100.0 508 

Mean 45.6 49.2 94.8 549 
S.D. 3.7 6.3 6.8 114 

4113 17.5 18.6 36.1 262 
4114 16.4 14.1 30.5 210 
4115 12.9 17.6 30.5 134 

Relative 4116 18.8 2l.4 40.2 220 
4117 16.9 16.9 33.9 172 

Mean 16.5 17.7 34.2 200 
S.D. 2.2 2.7 4.1 49 
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Appendix 8-31 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

lndividual organ weight of male rats (End of recovery) 

Dose (mg/kg); 0 

Body Brai日 Pituitary Thyroid Thyroid Thyroid Thy田us Heart 
Animal weight (R) (L) (R+L) 
nUl日ber E g(g/100g BW) mg(田g/100gBW) 皿g(mg/100gBW) 皿g(mg/100gBW) mg(mg/100g BW) 田g(皿g/100gBW) g(g/100g BW) 

1008 527 2.07 12.9 16.0 13.1 29.1 208 1.54 
1009 526 2.10 14.7 8.3 6.7 15.0 285 1.58 
1010 502 2.24 12.4 9.4 12.7 22.1 250 1.44 

Absolute 1011 489 2.10 13.1 6.6 8.4 15.0 317 1.46 
1012 503 2.19 11.9 16.2 12.3 28.5 221 1.44 

Mean 509 2.14 13.0 11.3 10.6 21.9 256 1.49 
S.D. 17 0.07 1.1 4.5 2.9 6.9 45 0.06 

1008 0.39 2.4 3.0 2.5 5.5 39 0.29 
1009 0.40 2.8 1.6 1.3 2.9 54 0.30 
1010 0.45 2.5 1.9 2.5 4.4 50 0.29 

Relative 1011 0.43 2.7 1.3 1.7 3.1 65 0.30 
1012 0.44 2.4 3.2 2.4 5.7 44 0.29 

Mean 0.42 2.6 2.2 2.1 4.3 50 0.29 
S.D. 0.03 0.2 0.9 0.5 1.3 10 0.01 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Appendix 8-32 

Individual organ weight of male rats (End of recovery) 

Dose (mg/kg): 0 

Adrenal 
(R+L) 

mg(mg/100g BW) 

Adrenal 
(L) 

mg(皿g/100gBW) 

Adrena1 
(R) 
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Kidney 
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g(g/100g BW) 
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(L) 

g(g/100g BW) 

Kidney 
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Appendix 8-33 A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediYl ester by oral administraion in rats 

Individual organ weight of male rats (End of recovery) 

Dose (mg/kg): 0 

Seminal Prostate Testis Testis Testis Epididymis Epididymis Epididymis 
AniI日al vesicle (R) (L) (R+L) (R) (L) (R+L) 
number g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) 田g(皿g/100gBW) 田g(皿g/100gBW) 皿g(mg/100gBW) 

1008 1. 53 1.03 1.59 1.61 3.20 697 673 1370 
1009 1. 76 1.44 1.58 1.52 3.10 676 674 1350 
1010 1.42 1.46 1. 70 1. 74 3.44 680 657 1337 

Absolute 1011 2.01 1.46 1. 55 1.62 3.17 710 697 1407 
1012 1. 91 1. 75 1. 67 1.65 3.32 760 684 1444 

Mean 1. 73 1.43 1.62 1.63 3.25 705 677 1382 
S.D. 0.25 0.26 0.06 0.08 0.13 34 15 44 

1008 0.29 0.20 0.30 0.31 0.61 132 128 260 
1009 0.33 0.27 0.30 0.29 0.59 129 128 257 
1010 0.28 0.29 0.34 0.35 0.69 135 131 266 

Relative 1011 0.41 0.30 0.32 0.33 0.65 145 143 288 
1012 0.38 0.35 0.33 0.33 0.66 151 136 287 

Mean 0.34 0.28 0.32 0.32 0.64 138 133 272 
S.D. 0.06 0.05 0.02 0.02 0.04 9 6 15 
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Appendix 8-34 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administraion in rats 

Individual organ weight of male rats (End of recovery) 

Dose (mg/kg): 1000 

Body Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart 
Ani皿al weight (R) (L) (R+L) 
number g g(g/100g BW) mg(皿g/100gBW) mg(皿g/100gBW) 皿g(mg/100gBW) mg(皿g/100gBW) 皿g(皿g/100gBW) g(g/100g BW) 

4008 513 2.19 13.2 10.9 9.3 20.2 224 1.36 
4009 570 2.24 13.6 13.8 11.0 24.8 278 1.57 
4010 519 2.06 10.6 11.8 8.7 20.5 269 1.39 

Absolute 4011 527 2.16 13.4 12.8 14.2 27.0 303 1.64 
4012 491 2.25 12.3 10.5 8.9 19.4 186 1.34 

Mean 524 2.18 12.6 12.0 10.4 22.4 252 1.46 
S.D. 29 0.08 1.2 1.4 2.3 3.3 47 0.14 

4008 0.43 2.6 2.1 1.8 3.9 44 0.27 
4009 0.39 2.4 2.4 1.9 4.4 49 0.28 
4010 0.40 2.0 2.3 1.7 3.9 52 0.27 

Relative 4011 0.41 2.5 2.4 2.7 5.1 57 0.31 
4012 0.46 2.5 2.1 1.8 4.0 38 0.27 

Mean 0.42 2.4 2.3 2.0 4.3 48 0.28 
S.D. 0.03 0.2 0.2 0.4 0.5 7 0.02 
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A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Appendix 8-35 

lndividual organ weight of ma1e rats (End of recovery) 

Dose (mg/kg): 1000 

Adrenal 
(R+L) 

皿g(mg/lOOgBW) 

Adrenal 
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田g(皿g/lOOgBW) 
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Appendix 8-36 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

lndividual organ weight of male rats (End of recovery) 

Dose (mg/kg): 1000 

Seminal Prostate Testis Testis Testis Epididymis Epididymis Epididy皿1S
Ani田al vesicle (R) (L) (R+L) (R) (L) (R+L) 
number g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/lOOg BW) g(g/lOOg BW) mg(mg/100g BW) 皿g(皿g/lOOgBW) 皿g(田g/lOOgBW) 

4008 1. 75 1.71 1. 75 1. 72 3.47 680 648 1328 
4009 2.12 1.55 1.64 1.71 3.35 670 690 1360 
4010 1.89 1.33 1.62 1.62 3.24 647 609 1256 

Absolute 4011 1.98 1.56 1.80 1. 76 3.56 644 663 1307 
4012 1.51 1.08 1.63 1. 62 3.25 633 648 1281 

Mean 1.85 1.45 1.69 1.69 3.37 655 652 1306 
S.D. 0.23 0.25 0.08 0.06 0.14 19 29 40 

4008 0.34 0.33 0.34 0.34 0.68 133 126 259 
4009 0.37 0.27 0.29 0.30 0.59 118 121 239 
4010 0.36 0.26 0.31 0.31 0.62 125 117 242 

Relative 4011 0.38 0.30 0.34 0.33 0.68 122 126 248 
4012 0.31 0.22 0.33 0.33 0.66 129 132 261 

Mean 0.35 0.28 0.32 0.32 0.65 125 124 250 
S.D 0.03 0.04 0.02 0.02 0.04 6 6 10 
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Appendix 8-37 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediYl ester by oral administraion in rats 

Individual organ weight of female rats (End of recovery) 

Dose (mg/kg): 0 

Body Brain Pituitary Thyroid Thyroid Thyroid Thymus Heart 
Animal weight (R) (L) (R+L) 
nm日ber E g(g/100g BW) mg(mg/100g BW) 皿g(mg/100gBW) mg(mg/100g BW) 皿g(皿g/100gBW) 田g(mg/100gBW) g(g/100g BW) 

1118 321 1. 98 21.2 10.1 8.6 18.7 335 1.00 
1119 316 1.91 15.6 8.6 7.8 16.4 275 0.96 
1120 306 1.99 17.2 6.9 6.2 13.1 204 0.94 

Ahsolute 1121 285 1.87 15.8 6.2 4.9 11.1 222 0.86 
1122 310 1. 98 18.5 7.5 8.6 16.1 387 0.97 

Mean 308 1.95 17.7 7.9 7.2 15.1 285 0.95 
S.D. 14 0.05 2.3 1.5 1.6 3.0 77 0.05 

1118 0.62 6.6 3.1 2.7 5.8 104 0.31 
1119 0.60 4.9 2.7 2.5 5.2 87 0.30 
1120 0.65 5.6 2.3 2.0 4.3 67 0.31 

Relati ve 1121 0.66 5.5 2.2 1.7 3.9 78 0.30 
1122 0.64 6.0 2.4 2.8 5.2 125 0.31 

Mean 0.63 5.7 2.5 2.3 4.9 92 0.31 
S.D. 0.02 0.6 0.4 0.5 0.8 23 0.01 



R-1089 

Appendix 8-38 A combin巴d repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual organ weight of female rats (End of recovery) 

Dose (mg/kg): 0 

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal 
Animal (R) (L) (宜+L) (R) (L) (R+L) 
number g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(皿g/100gBW) 田g(mg/100gBW) mg(田g/100gBW) 

1118 8.98 0.50 0.94 1.01 1. 95 32 34 66 
1119 8.62 0.62 1.08 0.95 2.03 26 28 54 
1120 7.12 0.53 0.98 0.99 1. 97 38 40 78 

Absolute 1121 7.14 0.52 0.88 0.85 1. 73 28 27 55 
1122 7.27 0.67 1. 03 1. 01 2.04 34 40 74 

同ean 7.83 0.57 0.98 0.96 1. 94 32 34 65 
S.D. 0.90 0.07 0.08 0.07 0.13 5 6 11 

1118 2.80 0.16 0.29 0.31 0.61 10 11 21 
1119 2.73 0.20 0.34 0.30 0.64 8 9 17 
1120 2.33 0.17 0.32 0.32 0.64 12 13 25 

Relati ve 1121 2.51 0.18 0.31 0.30 0.61 10 9 19 
1122 2.35 0.22 0.33 0.33 0.66 11 13 24 

Mean 2.54 0.19 0.32 0.31 0.63 10 11 21 
S.D. 0.21 0.02 0.02 0.01 0.02 1 2 3 
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Ani皿al
number 

1118 
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Absolute 1121 
1122 

Mean 
S.D. 

1118 
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Relati ve 1121 
1122 

Mean 
S.D. 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual organ weight of female rats (End of recovery) 

Dose (mg/kg): 0 

Ovary Ovary Ovary Uterus 
(R) (L) (R+L) 

田g(皿g/100gBW) 皿g(盟g/100gBW) 皿g(皿g/100gBW) 田g(田g/100gBW) 

46.7 44.1 90.8 689 
51.3 56.5 107.8 524 
49.4 37.0 86.4 415 
37.4 39.9 77 .3 673 
63.2 74.5 137.7 457 

49.6 50.4 100.0 552 
9.3 15.4 23.8 124 

14.5 13.7 28.3 215 
16.2 17.9 34.1 166 
16.1 12.1 28.2 136 
13.1 14.0 27.1 236 
20.4 24.0 44.4 147 

16.1 16.3 32.4 180 
2.7 4.8 7.2 44 

R-I089 
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Appendix 8-40 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual organ weight of female rats (End of recovery) 

Dose (mg/kg): 1000 

Body Brain Pituitary Thyroid Thyroid Thyroid Thy皿us Heart 
Ani田al weight (R) (L) (R+L) 
number E g(g/100g BW) 田g(固g/100gBW) 皿g(田g/100gBW) mg(皿g/100gBW) 田g(皿g/100gBW) 皿g(皿g/100gBW) g(g/100g BW) 

4118 280 2.02 18.2 8.0 6.5 14.5 265 0.94 
4119 316 1.94 19.5 4.8 6.7 11.5 406 0.92 
4120 270 1.93 15.0 5.5 7.7 13.2 304 0.86 

Absolute 4121 317 1.99 21.5 7.7 7.4 15.1 331 1.03 
4122 263 1.99 12.9 6.1 4.9 11.0 230 0.89 

Mean 289 1.97 17.4 6.4 6.6 13.1 307 0.93 
S.D. 26 0.04 3.5 1.4 1.1 1.8 67 0.06 

4118 0.72 6.5 2.9 2.3 5.2 95 0.34 
4119 0.61 6.2 1.5 2.1 3.6 128 0.29 
4120 0.71 5.6 2.0 2.9 4.9 113 0.32 

Relative 4121 0.63 6.8 2.4 2.3 4.8 104 0.32 
4122 0.76 4.9 2.3 1.9 4.2 87 0.34 

Mean 0.69 6.0 2.2 2.3 4.5 105 0.32 
S.D. 0.06 0.8 0.5 0.4 0.6 16 0.02 



R-1089 

Appendix 8-41 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual organ weight of femal巴 rats (End of recovery) 

Dose (mg/kg): 1000 

Liver Spleen Kidney Kidney Kidney Adrenal Adrenal Adrenal 
Animal (R) (L) (R+L) (R) (L) (R+L) 
nu田ber g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) 田g(mg/100g百W) 皿g(mg/100gBW) mg(mg/100g BW) 

4118 6.76 0.55 0.95 0.90 1.85 35 36 71 
4119 7.54 0.48 0.97 0.96 1.93 30 33 63 
4120 6.28 0.47 0.96 0.95 1.91 31 31 62 

Absolute 4121 8.07 0.51 1.04 1.04 2.08 50 53 103 
4122 6.52 0.46 1.02 0.96 1. 98 29 30 59 

Mean 7.03 0.49 0.99 0.96 1.95 35 37 72 
S.D. 0.75 0.04 0.04 0.05 0.09 9 9 18 

4118 2.41 0.20 0.34 0.32 0.66 13 13 25 
4119 2.39 0.15 0.31 0.30 0.61 9 10 20 
4120 2.33 0.17 0.36 0.35 0.71 11 11 23 

Relative 4121 2.55 0.16 0.33 0.33 0.66 16 17 32 
4122 2.48 0.17 0.39 0.37 0.75 11 11 22 

Mean 2.43 0.17 0.35 0.33 0.68 12 12 24 
S.D. 0.08 0.02 0.03 0.03 0.05 3 3 5 



Appendix 8-42 

Ani皿al
number 

4118 
4119 
4120 

Absolute 4121 
4122 

Mean 
S.D. 

4118 
4119 
4120 

Relative 4121 
4122 

Mean 
S.D. 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Individual organ weight of female rats (End of recovery) 

Dose (mg/kg): 1000 

Ovary Ovary Ovary Uterus 
(R) (L) (R+L) 

皿g(田g/100gBW) mg(田g/100gBW) 皿g(皿g/100gBW) mg(圃g/100gBW) 

47.3 42.8 90.1 700 
44.7 44.1 88.8 596 
38.2 37.4 75.6 453 
35.6 33.7 69.3 686 
42.4 41. 8 84.2 486 

41.6 40.0 81.6 584 
4.8 4.3 8.9 113 

16.9 15.3 32.2 250 
14.1 14.0 28.1 189 
14.1 13.9 28.0 168 
11.2 10.6 21. 9 216 
16.1 15.9 32.0 185 

14.5 13.9 28.4 202 
2.2 2.1 4.2 32 

R-1089 
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R-1089 

A comb~ned repeated do~e toxicity.~tudy.witþ th~.r~product~on/deyelQP~e~tal t9xic~ty 
screening test of octadecanoic acid， l'，2-ethanediyl-ester by oral administration in rats 

Individual gross and histopathological findings 

omg/kg Day 43 End of administration (D42) 

Appendix 9-1(1/1) 

Not remarkable 

Spleen 

Regeneration，tubular: minimal 

Microgranuloma: minimal 

Cell infiltration: minimal， lymphocytic 
ventral 

Hematopoiesis，extramedullary: minimal 

Following tissues : Not remarkable 

Adrenal， Bone+Bone marrow，femoral， Cerebellum(pons)， Cerebrum， Epid~dymis ，. Eye 
Heart， • Intestine，duodenum; Intestine ， jejunum， Intestine，ileUll)(Peyer's.patch) 
Ïntêstinë~cecûffi~'Ïntëstrnè ， êõion~~Ïntëstrne:おêtum:VLÿffipfi~nõdè~mésênterrc
~YlJl~h node ~ sUQmanpibu~~，r "Lungibço~çhus) ， Par~thyro~d'， }agcre~s ， Pi !ui ~ary 
SalIvary gland，submandibular，-Sciatic nerve， Stom~ch ， Skel~tal.mus~le ， femoral 
~eminal.vQsicle(Co~gulating.gl~nd) ， Spinal cord，thoracic， Testis， Thymus 
Trachea， Thyroid， Ufinary 51adder 
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R-1089 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1.，2-ethanediyl-ester by oral administration in rats 

Individual gross and histopathological findings 

Omg/kg Day 43 End of administration (D42) 

Appendix 9-2(1/1) 

Not remarkable 

Spleen 

Skeletal muscle，femoral 

Testis 

Regeneration，tubular: minimal 

Microgranuloma: minimal 

Cell infiltration: minimal， lymphocytic 
ventral 

Hematopoiesis，extramedullary: minimal 

Degeneration，muscular: minimal 

Atrophy，seminiferous tubular: minimal， bilateral 

Followinli: tissues : Not remarkable 

Adrenal， Bone+Bone marrow ， f佃9ra~! Ce~egellum(~o~s)1 .Cer~þruml~Epididymi~ ，， ~ye 
Rëârt~~ InteshIIe':duodeniiffi: . ïñtêsHne~j ejilliii:' ¥ IIIteshIIe: Iieuiij 1 Peyer'sJ iJatch) 
Intestine，cecum， Intestine，colon， Intestine，rectum， Lymph node，mesenteric 
L)司nphnode 1 sUQmandibula_r ， _ Lung{bronchus)， Para.thyro_id-， Pancreas， Pi tui tary 
aalivary glan~ ， ~~bman~ib~lar ， ~Scta.tiç nerye， Sto唖ach
Seminal-vësicle(Coa~lating gland)， Spinal cord，thoracic， Thymus， Trachea 
Thyroid， Urinary bladder 
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R-1089 

A comb+ned，reveated do~e tox+citY ， ~tugy~wit~ th~ ， r~pro1uct;on/deyelQP~e~t~1 t9xic+ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in rats 

lndividual gross and histopathological findings 

om宮IkgDay 43 End of administration (D42) 

Appendix 9-3(1/1) 

Not remarkable 

Testis 

Regeneration，tubular: minimal 

Microgranuloma: minimal 

Cell infiltration: minimal， lymphocytic 
ventral 

Atrophy，seminiferous tubular: minimal， bilateral 

Following tissues : Not remarkable 

Adrenal， Bone+Bone marrow， femoral ， Cerebellum(pons)， Cerebrum， Epid~dymis ， _Eye 
Heârt~~ IntestiIIe';aueiaelliiID: 'infesHIle] ejilliWn:' ¥ lIItest1IIe: IleiiiTI 1 Peyer'sJ i)atch) 
JIIfest iii~ ~ceëûîû~' lÌÎte~trÎÎè 1 êöiQ~ ~~ÏÌÍtës~rrî;:' reêtWìí~ ~GñíQfi~ÌÍõêiè'， ñíé~~nf~rIë 
Lymph node J submàndibu~ar ， Lung(bronchus)， Parathyroid'， Panereas， Pi tui tary 
salivary gimd，slibmandibular，iiiatic Ilehe，Spleen，itbmach 
Skeletal nmscle， femoral， Seminal vesicle_( Coa~lating gland) 
Spinal cord， thoracic ， Thymus， Trachea， Thyroid， Urinafy bladder 



Appendix 9-4(1/1) 

R-1089 

A combined repeated dose toxicity study with th~.reproduction/developmental toxicity 
screening test of octadecanoic acid， 1.，2-ethanediyl-ester by oral administration in. rats 

Individual gross and histopathological findings 

Male 0 mf!:/k宮 Day43 End of administration (D42) Animal No. 1004 
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Not remarkable 

Spleen 

Skeletal muscle，femoral 

Microgranuloma: minimal 

Aggregation，foamy cell: minimal 

Cell infiltration: minimal， lymphocytic 
ventral 

Hematopoiesis，extramedullary: minimal 

Degeneration，muscular: minimal 

Followinf!: tissues : Not remarkable 

Adrenal1 Bone+Bon~ mqrrow ， f~moral ， Cerebellum(pons)， Cerebrum， Epidtdymis，.Eye 
ffëãrt~~ IntestiIIe':1uocteniiill: 'ïñtêsHIle~j e3lliiûìñ:'\ïÌÍteshÌÍ~: Ileuiii(peyefisJ iJatch) 
ÏÌÍfêshÎi~~ceëÛÎIÎ~' Ii1testfne， êöïèíÌÍ~~ÏÌÍiestfrîe:'reêtWìí~ vj{ldney 
1ymph node ， ~esentericl Lymph.nod~ ， submand!bular ， Parathyroid， Pancreas 
Pituitary，salivary glandAllbinlandhilar，Sciatic nerve，Stomach 
~eminal v~ßicle(Co~gUlating_g~qnd) ， Spinal cord，thoracic， Testis， Thymus 
Trachea， Thyroid， Urinary oladder 



Animal No. 1005 

R-1089 

A combined repeated do~e toxicity~study with the~reproduction/developmental toxicity 
screening test of octadecanoic acid， 1~， 2-ethanediyl-ester by oral administration in~ rats 

Individual gross and histopathological findings 

Male 0 m宮/kgDay 43 End of administration (D42) 

Appendix 9-5(1/1) 
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Not remarkable 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: minimal 

Following tissues : Not remarkable 

Adrenal1 Bone~Bon~ m~rrow ， f~moral! Ce目加llum(pons)，.Ceretrumo，_Epidtdymis，. ~ye 
Reart， • Intestine ， Quodenum， Intestine ， jejunum， lntestine，ileum(Peyer's.pateh) 
Ïntêstinë~cecûffi~'ÏntësFrne ， êöïon~~Ïñ品sHne:ï:eêFìíìií:I{Idiley 、
kymph node~~~s~~teric~ L~p~ nOQe~~ubmand~bu~ar" Lun~(þr9nchu~)! f~rathyroid 
Panëreas ， ~Pituitary ， Prostate， Salivary gland，submanaibular， Sciatic nerve 
Stomach， Skelet叫 musêie:fëIÌÍoré!l~~sèìiìlÍlarvësicïeTëöäguï~Hilg~gl印刷
Spinal cord， thoracic ， Testis， Thymus， Trachea， Thyroia， Urinary bladder 



R-1089 

A combined repeated do~e toxicity.~tudy.with th~.r~productJon/deyelQP~ental t9xic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl.ester by oral adfuinistration in rats 

Individual gross and histopathological findings 

Animal No. 1006 Male 0 m~/k~ Day 43 End of administration (D42) 

Appendix 9-6(1/1) 
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Not remarkable 



Appendix 9-7(1/1) 
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R-1089 

A comb~ned.repeated do~e toxtcity.~tudy_wit~ th~.r~product~on/deyelQP~e~tal tQxictty 
screening test of octadecanoic aCid， 1'，2明 ethanediyl-esterby oral administration in rats 

Individual gross and histopathological findings 

Omg/kg Day 43 End of administration (D42) 

Not remarkable 



R-1089 

Appendix 9-8(1/1) A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral administration in rats 

lndividual gross and histopathological findings 

Animal No. 1008 Male 0 mg/kg Day 57 End of recovery period 

Gross patholo宮y:

All tissues Not remarkable 

iUstopatholoR1' : 

Following tissues : Not remarkable 

Epididymis， Testis 



Appendix 9-9(1/1) 

R-1089 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic aeid， 1，2-ethanediyr esterむyoral adffiinistration in-rats 

Individual gross and histopathological findings 

Animal No. 1009 Male 0 mg/kg Day 57 End of recovery period 

Gross pathology: 

Stomach Focus，dark red，glandular stomach: 1 present 
2x1醐

Not remarkable 
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Appendix 9-10(1/1) 

Animal No. 1010 Male 

Gross pathology: 

All tissues 

Jiistopathology : 

R-1089 

A co帥~ned ， repeated 1o~e tox~city.~tugy~wit~ th~.r~pro1uctJon/deyelQP~e~t~1 t9xic~ty 
screening test of octadecanoic aCid， 1"，2幽 ethanediyl-esterby oral adrninistration in" rats 

Individual gross and histopathological findings 

omg/kg Day 57 End of recovery period 

Not remarkable 

Following tissues : NOt remarkable 

Epididymis， Testis 



R-1089 

Appendix 9-11(1/1) A combined repeated dose toxicity study with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral administration in rats 

lndividual gross and histopathological findings 

Animal No. 1011 Male 0 mg/kg Day 57 End of recovery period 

Gross pathology: 

All tissues 

Histopathology: 

Not remarkable 

Following tissues : Not remarkable 

Epididymis， Testis 



R-1089 

Appendix 9-12(1/1) A combined repeated do~e toxicity.~tudy_with th~.r~product~on/deyelQpmeDtal tQxictty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in-rats 

Individual gross and histopathological findings 

Animal No. 1012 Male 0 mg/kg Day 57 End of recovery period 

Gross pathology: 
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Not remarkable 

Following tissues : Not remarkable 

Epididymis， Testis 



R-1089 

Appendix 9-13(1/1) A combined repeated dose toxicity study with the_reproduction/develQpmental toxicity 
screening test of octadecanoic aeid， 1~2-ethanediyl-ester by oral administration in-rats 

Individual gross and histopathological findings 

Animal No. 2001 Male 100 m宮/k~ Day 43 End of administration (D42) 

Gross patholo~y: 
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Appendix 9-14(1/1) 

2幽 1089

A combined repeated do~e toxicity"~tudy wit~ th~"r~productjon/deyelQpme~tal t9xic~ty 
screening test of octadecanoic aeid， 1~2-ethanediyl-ester by oral administration in" rats 

Individual gross and histopathological findings 

Animal No. 2002 Male 100 mg/kg Day 43 End of administration (D42) 

GrOss patholo町:
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A combined repeated do~e toxicity.~tudy_with th~.r~product~on/deyelQpme~tal tQxic~ty 
screening test of octadecanoic acid， 1"，2-ethanediyl-ester by oral administration in" rats 

lndividual gross and histopathological findings 

100 mg/kg Day 43 End of administration (D42) 

Not remarkable 



Appendix 9-16(1/1) 

Animal No. 2004 Male 

Gross pathology: 

All tissues 

IIistopathology : 

No tissues ex捌 ined

R-1089 

A combtned.reveated do~e toxtcity.~tugy~wit~ th~.r~pro~uct~on/deyelQP~e~t~l t9xictty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in rats 

Individual gross and histopathological findings 

100 mg/kg Day 43 End of administration (D42) 

Not remarkable 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in rats 

Individual gross and histopathological findings 

100 m~/k~ Day 43 End of administration (D42) 

Not remarkable 
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Appendix 9-18(1/1) A combined repeated do~e toxicity.~tudy_with th~.r~product~on/deyelQpme~tal t9xic~ty 
screening test of octadecanoic acid， 1.，2-ethanediyl-ester by oral administration in. rats 

Individual gross and histopathological findings 

Animal No. 2006 Male 100 mK/kK Day 43 End of administration (D42) 

Gross patholo町:
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R-1089 

Appendix 9-19(1/1) A combined repeated dose toxicity study with th~ reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1"，2-ethanediyl-ester by oral administration in rats 

Individual gross and histopathological findings 

Animal No. 2007 Male 100 mg/kg Day 43 End of administration (D42) 

Gross patholoi¥Y: 
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A combined repeated do~e toxicity.~tudy_witþ th~.r~productjon/deyelQpmental tQxic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in-rats 

lndividual gross and histopathological findings 

100 mg/kg Day 43 End of administration (D42) 

Not remarkable 
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A combined repeated do~e toxicity_~tudy_witþ th~_reproduction/deyelQpmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral administration in-rats 

lndividual gross and histopathological findings 

Animal No. 2009 Male 100 mg/kg Day 43 End of administration (D42) 

Gross patholog:y: 
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A combined repeated do~e toxicity.~tudヴ with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1.，2-ethanediyl-ester by oral adfuinistration in. rats 

lndividual gross and histopathological findings 

100 mg/kg Day 43 End of administration (D42) 

Not remarkable 
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R-1089 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in-rats 

Individual gross and histopathological findings 

Animal No. 2011 Male 100 mR/k宮 Day43 End of administration (D42) 

Gross patholoRY: 
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R-1089 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral administration in-rats 

lndividual gross and histopathological findings 

Animal No. 2012 Male 100 mg/kg Day 43 End of administration (D42) 

Gross pathology: 
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R-1089 

A combined repeated do~e toxicity_~tudy_with th~_r~production/deyelQPmental t9xic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adIDinistration in rats 

Individual gross and histopathological findings 

300 mぼ/kgDay 43 End of administration (D42) 

Not remarkable 
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A combined repeated do~e toxicity.~tudy_with thG.r~product~on/deyelQpmental tQxic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in-rats 

lndividual gross and histopathological findings 

300 mg/kg Day 43 End of administration (D42) 

Not remarkable 



Appendix 9-27(1/1) 

ρ
と

T
S
よ一n

a
一

AHU

Mm
一

e

一

n
u

目
・

1

f

i

n
d司

U

L

-

-

n

n
u
一
σ
且

V
ι
Q
U

o
-
o一

σ
h
v
A

nぺ
U
一

、
i
晶

一

円

U
一

n
E

一

n
v
一

Q
U
1
i
一

・一

h
u
一

ρ
u
n
u
一

q
u

n
u
一
4
L

一
n

u

h

u

-

aし

日
目
一

n
a
一

q
u
+
L
一

n
u

一
n

ι

n

δ

月
u

一
Q
U

1
よ

一

一

-
t
i
n
H
E
R
M

a
u
-
Q
u
-
4
L
n
u
-
-噌
i

mm
一

nδ

一

十

u
一

4
L

・1よ
一

円
U
一

1

i

Q

u
一

n
u
一

v
i
一

1
1
よ
・
市
上
一
円
U

A
A
一

円

U
一

A

A

H

H
一
日
刊

R-1089 

A combtned repeated do~e toxicity.~tudy.wit~ th~.r~product~on/deyelQPmental tqxictty 
screening test of octadecanoic aCid， f，2-ethanediyr ester by oral adininistration in rats 

lndividual gross and histopathological findings 

300 mg/kg Day 43 End of administration (D42) 

Not remarkable 
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R-1089 

A combined repeated do~e toxicity.~tudy_witþ th~.r~product~on/deyelQpme~tal t9xic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in. rats 

Individual gross and histopathological findings 

Animal No. 3004 Male 300 mK/kK Day 43 End of administration (D42) 

Gross patholo耳y:
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R-1089 

Appendix 9-29(1/1) A combined repeated do~e toxicity.~tudy_with th~.r~product;on/deyelQpme~tal t9xic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in-rats 

lndividual gross and histopathological findings 

Animal No. 3005 Male 300 mg/kg Day 43 End of administration (D42) 

Gross patholo灯:
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R-1089 

A combined repeated dose toxicity study with the_reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl~ester by oral adfuinistration in" rats 

lndividual gross and histopathological findings 

300 mg/kg Day 43 End of administration (D42) 

Not remarkable 
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R“1089 

A combined repeated do~e toxicity_~tudy_with th~_reproduction/deyelQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in-rats 

Individual gross and histopathological findings 

Animal No. 3007 Male 300 mg/kg Day 43 End of administration (D42) 
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R-1089 

A combined repeated dose toxicity study with the.reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1.，2-ethanediyl-ester by oral administration in. rats 

Individual gross and histopathological findings 

300 mg/kg Day 43 End of administration (D42) 

Not remarkable 



R-1089 

Appendix 9-33(1/1) A combined repeated dose toxicity.~tudy_wit~ th~.reproduct~on/deyelQpme~tal tQxictty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in rats 

lndividual gross and histopathological findings 

Animal No. 3009 Male 300 mg/kg Day 43 End of administration (D42) 

Gross pathology: 
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Appendix 9-34(1/1) 

Animal No. 3010 Male 

Gross pathology: 

All tissues 

IUstopathology : 

No tissues examined 

R“1089 

A combined repeated do~e toxicity.~tudy_with th~.reproduct~on/deyelQPmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in' rats 

lndividual gross and histopathological findings 

300 mg/kg Day 43 End of administration (D42) 

Not remarkable 



Appendix 9-35(1/1) 

Animal No. 3011 Male 

Gross pathololIT: 

All tissues 

iUstopathololIT : 

No tissues examined 

R-1089 

A combined repeated dose toxicity study with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral adfuinistration in rats 

Individual gross and histopathological findings 

300叫/kgDay 43 End of administration (D42) 

Not remarkable 



R-1089 

Appendix 9-36(1/1) A combined repeated dose toxicity study with the.reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in. rats 

Individual gross and histopathological findings 

Animal No. 3012 Male 300 mg/kg Day 43 End of administration (D42) 

Gross pathology: 
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Appendix 9-37(1/1) 

R-1089 

A combined repeated dose toxicity study with the.reproduction/develQpmental toxicity 
screening test of octadecanoic aCid， 1， 2・・ethanediyl-esterby oral adillinistration in. rats 

Individual gross and histopathological findings 

加imalNo. 4001 Male 1000 mg/kg Day 43 End of administration (D42) 
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Fol1owin?: tissues : Not remarkable 

Adrenal， Bone+Bone marrow，femoral， Cerebellum(pons)， Cerebrum， Epididymis，_Eye 
Heart， • Intestine ， duodenum， Intestine，jejunum， Intestine，jleum(Peyer's.patch) 
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Salivary gland， sllbmandibular， ~ Scia.tic nerve， Stoinach， Skel{)tal muscle， femoral 
âemi~al-v~ßicl~(Co~~lating_g~~nd) ， Spinal cord， thoracic ， Testis， Thymus 
Trachea， Thyroid， Ufinary 51adder 
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R-1089 

A combined repeated dose toxicity study with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in rats 

Individual gross and histopathological findings 

1000 mg/kg Day 43 End of administration (D42) 

Appendix 9-38(1/1) 

Not remarkable 
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Skeletal muscle，femoral 
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Following tissues : Not remarkable 

Adrenal， Bone+Bone marrow，f凹oral，Cerebellum(pons)， . Cerebrum ， Epididymis，.Eye 
Heârt~~ Intestine':auoaeniuii: . iñtêstiIle~j e}iiiiuill:' ¥ intestJne: He阻 IPeyefisJpatch)
ÏÌÍteshnë~ëëëum~' IIItesHIIe， êöïèíÌÍ~~ÏÌÍtesHÎÎë':'reêtWìí~ "Lÿìúph~ÌÍödè'， uiesenteHe 
Lymph node， submandibu~ar ，_ Lung(bronchus)， Parathyroid.， Pancreas， Pi tui tary 
~alîvary glang ， $~bmangibular ， :Sct~tiç nerve， Stom~ch 
Seminaf vesicle (Coa~lating g~~nd) ， Spinal cord， thoracic， Testis， Thymus 
Trachea， Thyroid， Ufinary oladder 



R-1089 

Appendixト39(1/1) A combined repeated dose toxicity_~tudy with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral administration in rats 

Individual gross and histopathological findings 

加imalNo. 4003 Male 1000 mg/kg Day 43 End of administration (D42) 

Gross pathology: 
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Not remarkable 

Spleen 

Skeletal muscle，femoral 

Regeneration，tubular: minimal 

Microgranuloma: minimal 

Cell infiltration: minimal， lymphocytic 
ventral 

Hematopoiesis，extramedullary: minimal 

Degeneration，muscular: minimal 

Prostate 

Following tissues : Not remarkable 

Adrenal， Bone+Bone marrow，femoral， Cerebellum(pons)， Cerebrum， Epididymis，_Eye 
~eart ， _tntestine，guodenvm; Intestirre，jejvnum， -rntest~ne ， ~le~(Peyer's.p~tèh) 
Jntestin~ ， cecum ， ~nte~tineJcolQP ， Intestin~ ， rectum ， _~ymQh node ， me~enteric 
kYJ!lQh node ~ sUQman~ibu~~r" Lungib~o~çhus) ， Par~thyro~d.， Pancreas， Pituitary 
Salivary gland ， submandibular ， ~Sciatic nerve， Stomach 
~eminal.v~sicle(Co~gulating_g~~nd) ， Spinal cord，thoracic， Testis， Thymus 
Trachea， Thyroid， Ufinary 51adder 
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R-1089 

A combined repeated do~e toxicity.study with th~.reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1.，2-ethanediyl ester by oral adfuinistration in. rats 

Individual gross and histopathological findings 

1000 mg/kg Day 43 End of administration (D42) 

Appendix 9-40(1/1) 

Not remarkable 

Spleen 

Cell infiltration: minimal， mononuclear 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: minimal 

F0110附ingtissues : Not remarkable 

Adrenal， Bone+Bone marrow，femoral， Cerebellum(pons)， Cerebr~ ， Epididymis， Eye 
!ntest~ne ， duoden~ ， Int~stineljejù~um ， I~testiñe ， ilè~(Peyer's patch) 
Intestine，cecum， Intestine ， colõn~ Intestine，rectum， Kidney 
Lymph node，mesenteric， Lymph node ， submandibu~ar ， Lung(bronchus)， Parathyroid 
Pancreas ，合HìíIt~ry~ v Prostate '，laiI vîïrY"FjãÌÎa~subIDäÎÎdibûlär'，sé ia t Ic ~ iierve 
~t9mach ， S~el~tal IDuscle ， f~mor~~ ， SemihaI yesicle(Coagul~t~ng gl~Ddl 
Spinal cord，thoracic， Testis， Thymus， Trachea， Thyroi札 Urinarybladder 
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R向 1089

A combined repeated dose toxicity study with th~.reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in" rats 

Individual gross and histopathological findings 

1000 mg/kg Day 43 End of administration (D42) 

Appendix 9-41(1/1) 

Not remarkable 

Spleen 

Microgranuloma: minimal 

Cell infiltration: minimal， lymphocytic 
ventral 

Hematopoiesis，extramedullary: minimal 

Following tissues : Not remarkable 

Adrenal1 Bone+Bone m~rrow ， f~moral ， Cerebellum(pons)， Cerebrum， Epididymis，町e
ffëârt~~intestiñe~auõdênum:.ïñtêstlrre~jejunûill7 \ïntesiin~:rïêUffi (pëyêr'sJpatch) 
Intestine ， cecum， Intestine，colon， Intestine，rectum， Kidney 
~ymph node~mesentericl Lymph node，submandibular， Lung(bronchus)， Parathyroid 
Pancreas，十ituitary，talivarrgland，S11bmIl〔iiblllarlsciatic、nerve，Stomach 
Skeletal muscle，feinoral， S叩in~~ vesicle(Cpagul~ting.gland) 
Spinal cord，thoracic， Testis， Thymus， Trachea， Thyroia， Urinary bladder 



R-1089 

Appendix 9-42(1/1) A combined repeated do~e toxicity.~tudy_witþ th~.r~production/deyelQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in-rats 

lndividual gross and histopathological findings 

Animal No. 4006 Male 1000 mg/kg D町 43End of administration (D42) 

Gross pathology: 

J
H
u
 

nvν 
n
u
 

・可E
4

・1
m

刷

引

V

L

q

α

刊
民
M

V

A

n
u
-
n
E
 

n
3
1
1よ
同

a

u

n

u

一
円
、
υ

n
u
'
h
u

一
ρlu

S

4

L

一
n
u

Q

u

n

u

一
Q
U

4

i

n

u

ι

n

D

 

4
l
u
n
u
-
-可
よ

4
L
-
4
L
 

1
1
4
n
δ
『

1

i

f

i
一

円

U

A
A
H
H
一
日
目

Not remarkable 



R-1089 

Appendix 9-43(1/1) A combined repeat凶 ~o~e toxtcity.~tugy^wit~ th~.r~pro~uct;on/deyelQP~e~t~l t9xictty 
screening test of octadecanoic aCid， 1"，2開 ethanediyl-esterby oral adfuinistration in" rats 

lndividual gross and histopathological findings 

Animal No. 4007 Male 1000 mg/kg Day 43 End of administration (D42) 

Gross pathology; 

司

nu
nド
unu 

・唱E
E
4

;

l

 

V

L

a

 

g
且

V
A

nu
一
ρlu

s
-
-一

o

u

n

u

一
n
b

nu

弘

H

一

e

n
δ
4
1
u
-
n
u
 

s
a
-
S
 

4

i

n

H

ζ

n

b

 

ふ

l
u
n
u
-
-
'
i

ふ

lu

一
4
1
U

1
ム

n
b

一

1
1ム
・

可

i
一

円

U

A
A
H
H
一
日
刊

Not remarkable 



Appendix 9-44(1/1) 

R時 1089

A combtned repeated do~e toxicity_~tudy_wit~ th~_reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in-rats 

Individual gross and histopathological findings 

1000 mg/kg Day 57 End of recovery period ハ口、i
i
h

n
u
 

M
問

;
 

n
x
U凶
行

V
4

・・-

A
H
V

一
W
位
以

V
v
d
L

A
H
U

一
円
U

一

何

%

以

A
4
一
1
i
一

O
一

一
円
U

一

q
u
1
i
一

・一

h
u
一

ρ

u

n

u
一

O
一
+
L
一

n

u

h

u
一

日目一

a
u
一

Q

U

+

L
一

一
n

t

Q

u

n

a

一

1
i
一
一
・
可
i

n

μ
』

a一
n
b

一
4
L
H
u
-

m一

s一

t
一

・可
i
-
n
u
-
-
i
n
b
-

n
u

一
v
i
-
-
i

・1i
一

A
A
一
円
U

一
A

A

H

H

一

Not remarkable 

Following tissues : Not remarkable 

Epididymis， Testis 



Appendix 9-45(1/1) 

R-1089 

A combined repeated dose toxicity.~tudy with th~ reproduction/developmental toxicity 
screening test of octadecanoic aeid， 1~2-ethanediyl-ester by oral adfuinistration in-rats 

Individual gross and histopathological findings 

Animal No. 4009 Male 1000 mg/kg Day 57 End of recovery period 
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Not remarkable 

Following tissues : Not remarkable 

Epididymis， Testis 



R-1089 

Appendix 9-46(1/1) A combtned ， re~eated ~o~e toxtcity.~tugy^wit~ th~.r~pro~uct~on/deyelqp~e~t~l t9xictty 
screening test of octadecanoic acid， l'，2-ethanediyl-ester by oral adfuinistration in' rats 

Individual gross and histopathological findings 

Animal No. 4010 Male 1000 mg/kg Day 57 End of recovery period 

Gross pathology: 

All tissues Not remarkable 

IIistopathology : 

Following tissues : Not remarkable 

Epididymis， Testis 



R-1089 

Appendix 9-47(1/1) A combined repeated dose toxicity studヴwiththe reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral administration in-rats 

lndividual gross and histopathological findings 

Animal No. 4011 Male 1000 mg/kg Day 57 End of recovery period 

Gross patholo町:

All tissues 

Histopathology: 

Not remarkable 

Followin宮tissues: Not remarkable 

Epididymis， Testis 



Appendix 9-48(1/1) 

R-1089 

A combined repeated dose toxicity study with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral administration in rats 

Individual gross and histopathological findings 

Animal No， 4012 Male 1000 mg/k~ Day 57 End of recovery period 
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Not remarkable 

Followin~ tissues : Not remarkable 

Epididymis， Testis 



R-1089 

Appendix 9-49(1/1) A combtned.repeated ~o~e toxtcity.~tugy_wit~ th~.r~pro~uct~on/deyelqp~e~t~l t9xictty 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral adfuinistration in" rats 

Individual gross and histopathological findings 

加imalNo. 1101 Female 0 mg/kg Day 43 End of administration (L4) 

Gross pathology: 
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Not remarkable 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: minimal 

Following tissues : Not remarkable 

~drenal ， BQne~Bone m~rrow ， femo~al ， Ceregellum(pons)， C~rebr明，町e ， Heart
!ntestine ， duoden~ ， Int~stineljejunum ， I~testiñe ， ile~(Peyer's patch) 
Intestine，cecum，Intestine，colon，Intestine，rectum，Kidney 
~ymph_nodetme~enteric ， ~ymp~"node ， ~uþmandibu~art Lung(b~9~cþus) ， _Oyary 
Parathyroid， Pancreas，_Pituitary， Salivary gl加d，submandibular，Sciatic nerve 
~tomach ， _ Sk~letalmuscle ， femoral; Spinal cord， thoracic， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 
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Appendix 9-50(1/1) A combined repeated dose toxicity study with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral adfuinistration in rats 

Individual gross and histopathological findings 

Animal No. 1102 Female 0 mg/kg Day 44 End of administration (L4) 

Gross patholo町:

:
 

n
u

一

Q

U

1

i

一

ρ
u
n
u
-

n
u

、nu
一

n

b

+

L

一

Q

u

n

a

一

.、i
n

v
』

n
u

ふ
L

n

u

-

v

a

ρ

U

ふ

t
u
-
n
u
n
C

1
i
Q
υ

一
v

v

1

i

1
1
4

・
可
よ
一
・
司

i
n
U
A

A

A

U

H

一
Y
L
C
U

Not remarkable 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: minimal 

Following tissues : Not remarkable 

Adrenal， Bone+Bone marrow，femoral， Cerebellum(pons)， Cerebr~ ， Eye，_Heart 
Intestine，duodenUill， IntestineJjejunum， Intestiñe ， ile~(Peyer's patch) 
Intestine，cecum， Intestine ， colön~ Intestine，rectum， Kidney 
~ymp~， nod~~me~enteric ， ~~p~.node ， ~uþ~andibù~ar~ Lù~g(b\9~cþus) ， ~Oya~y' 
farathyroip，_Pancreas，_Pltu.itary， Salivary g1and，submand1_tular， ~ciatic n~rve 
Stomach， Skeletal muscle，femoral， Spinal cord，thoracic， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 



Appendix 9-51(1/1) 

R-1089 

A combined repeated do~e toxicity.~tudy with th~.reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediylester by oral adininistration in rats 

Individual gross and histopathological findings 

Animal No. 1103 Female 0 mK/kK Day 45 End of administration (L4) 

Gross pathology: 
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Appendix ト52(1/1) A combtned repeated do~e toxicity.~tudy_wit~ th~.r~production/develQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in" rats 

lndividual gross and histopathological findings 

加imalNo. 1104 F叩ale 0 mg/kg Day 44 End of administration (L4) 

Gross pathology: 

Stomach 

Other tissues 

IIistopatholo灯:

Liver 

Spleen 

Stomach 

Focus，dark red，glandular stomach: 1 present 
1x1醐

Not remarkable 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: minimal 

Erosion，glandular stomach: minimal 

Following tissues : Not remarkable 

Odrenal， BQne~Bone marrow，f四oral，Ceregellum(pons)， Cerebnll)l， Eye，耳eart
Intestine，duodenU@， Intestine1jejurrum， Intestiñe ， ilè~(Peyer's patch) 
lntestine，cecum， lntestine ， colò~: lntestine，rectum， Kidney 
kymp~， nod~~meêenteric ， k~p~.node ， ~uþ~andibu~ar~ Lupg(b~9~cgus) ， ~Oya~y' 
r~r~thyroid ， pancreas，_Pituitary， S~liyary glang)submangibuJar; .~ciatìG nerve 
~k~letal"~u~Gle ， f~moral ， âpi~al- cord，thoracic， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 
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Appendix 9-53(1/1) A combined repeated dose toxicity study with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in rats 

Individual gross and histopathological findings 

Animal No. 1105 Female 0 mg/kg Day 44 End of administration (L4) 

Gross pathology: 
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Not remarkable 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: mild 

Following tissues : Not remarkable 

Adrenal， Bone+Bone marrow，femoral， Cerebellum(pons)， Cerebr~ ， Eye，_Heart 
!ntest~ne ， duodenum ， Int~stineljejù~um ， I~testiñe ， ile~(Peyer's patch) 
Intestine，cecum， Intestine ， colò~~ Intestine，rectum， Kidney 
1ymph.nod~~me~enteric ， 1刊P~ ， node， ~uþI]landibù~ar '. Lllpg(b r:9~cþus) ， Jya~y' 
parathyroi9，_Pancreas，_Pltuitary， .Salivary g~an9 ， submandiþular ， ~ciatlc n~rve 
Stomach， Skeletal muscle，femoral， Spinal cord，thoracic， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 
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R-1089 

A combined repeated dose toxicity study with the.reproduction/develQpmental toxicity 
screening test of octadecanoic aCid， 1， 2-ethanediyr ester by oral a伽inistrationin rats 

lndividual gross and histopathological findings 

Mimal No. 1106 F側ale 0 mK/kK Day 46 End of administration (L4) 

Gross pathololIT: 
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Appendix ト55(1/1) A combined repeated dose toxicity.study with th~.reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in. rats 

Individual gross and histopathological findings 

加imalNo. 1107 F佃ale0 mg/kg Day 44 End of administration (L4) 

Gross pathology: 
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Not remarkable 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: minimal 

Following tissues : Not remarkable 

Adrenal， Bone~Bone marrow，femoral， Cerebellum{pons)， Cerebr~ ， Eye，_Heart 
rntestine，duodenuw， IntestineJjejUQum， Intestine，ileTIffi(Peyer's patch) 
Intestine，cecum， Intestine ， colõn~ Intestine，rectum， Kidney 
Lymph_node ，me~enteric ， Lymph node，submandibular， Lung(b~onchus) ， uvary 
parathyroid，_Pancreas，_Pltuitary， Salivary g~anØ ， submandiþular ， ~ciatlc n~rve 
~tomach ，_ ~k~~etal__muscle ， femoral ， Spinal cord， thoracic ， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 
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Appendix 9-56(1/1) A combined repeated dose toxicity.study with th~.reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral adfuinistration in rats 

Individual gross and histopathological findings 

Animal No. 1108 Female 0 mg/kg D巴y46 End of administration (L4) 

Gross patholo町:
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Appendix 9-57(1/1) A combined repeated dose toxicity.study with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1.，2-ethanediyl-ester by oral adfuinistration in rats 

Individual gross and histopathological findings 

Animal No. 1109 Female 0 mg/kg Day 45 End of administration (L4) 

Gross patholo灯:
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Appendix 9-58(1/1) A combined repeated dose toxicity_~tudy with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral administration in rats 

lndividual gross and histopathological findings 

Animal No. 1110 Female 0 mg/kg Day 45 End of administration (L4) 

Gross pathology: 

All tissues 

iUstopathology : 

No tissues examined 

Not remarkable 



R-1089 

A combined repeated dose toxicity_study_with th~_reproduct~on/deyelQpmental toxictty 
screening test of octadecanoic aCid， r，2-ethanediyr ester by oral adiilinistration in rats 

Individual gross and histopathological findings 

Animal No. 1111 Female 0 mg/kg Day 44 End of administration (L4) 

Appendix 9-59(1/1) 

A
H
U
 

Q
しnu 

-

-

一

.

、

目

目

A

V
t

・-田

m刷

σ且

V

ι

a

nu一
作

K

U

V

A

--ニ

nu
一
OLU

O
一
S

可
i

一

-hu

一
o

u

n

u

一
Q
U

t
一
u

h

一
e

n
a

一
n
3
4
1
u
-
n
u

nv』

s

a
一
S

一・
1

4

n

H

ζ

n

D

S
一
+
し

O
一

1

0
3

一

41u

一
+
t
u

n
u

一
1

i

q

u

一

r
i
-
-
-
1
4

一
n
u

n
u
一

A

A

H

H
一
日
目

Not remarkable 



R-1089 

Appendix 9-60(1/1) A combined repeated do~e toxicity.~tudy with th~.reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1.，2-ethanediyl-ester by oral adfuinistration in. rats 

Individual gross and histopathological findings 

Animal No. 1112 Female 0 mg/kg Day 46 End of administration (L4) 

Gross pathology: 
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Appendix 9-61(1/1) 

R-1089 

A combined repeated dose toxicity study_with the_reproduction/deyelQpmental toxicity 
screening test of octadecanoic aeid， 1~2-ethanediyl-ester by oral administration in-rats 

Individual gross and histopathological findings 

Animal No. 1113 Female 0 mg/kg Day 43 End of administration (D42) 
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Not remarkable 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: minimal 

Following tissues : Not remarkable 

}¥drenal， Bone+Bone marrow，femoral， Cerebellum(pons)， CerebrllI!l， Eye， Heart 
!ntesttne ， duoden~ ， Int~stineljej Urrum ， I~testiñe ， ilè~(Peyer's patch) 
Intestine，cecum， Intestine ， colön~ Intestine，rectum， Kidney 
Lymph_node，mesenteric， Lymph node，submandibular， Lung(bronchus)， Ovary 
Parathyroid，Pancreas，Pltuitary， Salivary gland，submanditular， Sciatlc n~rve 
~tÇ>mach ， _ Sk~~etal__muscle ， femoral， Spinal eord， thoracic， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 
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Appendix 9-62(1/1) A combined repeated dose toxicity.~tudy with the.reproduction/develQpmental toxicity 
screening test of octadecanoic aeid， 1~2-ethanediyl-ester by oral adIDinistration in" rats 

Individual gross and histopathological findings 

Animal No. 1114 Female 0 mg/kg D町 43End of administration (D42) 

Gross pathology: 

Stomach Focus，dark red，glandular stomach: 1 present 
1x1mm 

Other tissues 

}listopatholo町:

Kidney 

Liver 

Spleen 

Not remarkable 
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Following tissues : Not remarkable 

~drenal ， BQne~Bone m~rrow ， femoral ， Ceregellum(pons)， C~rebr~，町e ，_ ~eart 
!ntest~ne ， duoden~ ， Int~stineljej Urrum ， I~testiñe ， ilèym(P~yer~s pateh) 
Intestine，cemm，Intestine，cdoll，Intestine，dctlHIi，LPIl Ilode，IHesenteric 
Lymph node，submandibulart Lung(bronchus)， Ovary， Paraihyroid， Pancreas 
PJtuitary， Salivl!ry gland1subOlandibular， SciatlQnerve ， ~Sto!Dach 
~keletal:mu~Gle ， f~moral ， ~pinal cord，thor羽 ic，Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 
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Appendix 9-63(1/1) A comb~ned.repeated ~o~e tox~city.~tugy~wit~ th~.r~productJon/deyelQP~e~t~l t9xic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adIDinistration in-rats 

Individual gross and histopathological findings 

Animal No. 1115 Female 0 mg/kg Day 43 End of administration (D42) 

Gross pathology: 

All tissues 

iIistopathology : 

Kidney 

Liver 

Spleen 

Not remarkable 

Urinary_c~st ， hyaline: min~ma~ 
Cell inftltr~tìon: minimal， lymphocytic 
interstitial 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: minimal 

Followin耳tissues: Not remarkable 

ddrenal， BQne~Bone marrow，femoral， Cerebellum(pons)， C~rebr~ ， Eye，_Heart 
Intestine ， duodenum， Intes十ine1jej¥lI_lum，IJ.ltestine，ile!lIIl(P?yer'_s pateh) 
Intestine-Cecum，111testillG，cdoll-Intestine-rGCUlm-Lmh Ilode-12esenteric 
k~p~.node ， êuþ~andibu~ar\ Lu~g(b~9~cþus)'nOyary.， Parathyr9id， ?ancreas 
rJ tuitary， Sa~ivi!ry gland lsubm~ndibl!lar ， Sciaticnerve， ~ Sto!sach 
âk~letal: !ßu~çle ， f~moral ， ~piJ.lal cord， thoracic ， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 
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Appendixト64(1/1) A co四binedrepeated do~e toxicity.~tudy.wit~ th~.r~product~on/deyelQP~ental tqxictty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in' rats 

Individual gross and histopathological findings 

加imalNo. 1116 Female 0 mg/kg Day 43 End of administration (D42) 

Gross pathology: 

All tissues 

IUstopatholo灯:

Kidney 

Liver 

Spleen 

Not remarkable 

Hyperplasia，transitional，focal: mild 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: minimal 

Following tissues : Not remarkable 

~drena~ ， BQne~Bone m~rrow ， femo~al ， Ceregellum(pon$}， C~rebr~ ， Eye ， .~eart 
!ntesttne ， duoden~ ， Int~stineljejÙQum ， I~testiñe ， ilè~(P~yer~s pateh) 
Intestine-cecum.IIltestillG.coion-Intestine-r6dllIII-Lmh Ilode-Hlesenteric 
k~p~.nodè ， êuþ~àndibu~ar\ Lurg(bt9~c~us) ， ~Oýary.， ParaThyr9id， pancreas 
PJ tuitary， Sa~i v9:ry gland jsubmandiblJlar， Sciatle nerve ，~ St叩ach
âk~letal:~u~çle ， f~moral ， ~pi~al cord，thoracic， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 
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A combined repeated dose toxicity.~tudy_with th~.reproduct~on/deyelQpmental tQxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in' rats 

Individual gross and histopathological findings 

Mimal No. 1117 Female 0 mg/kg Day 43 End of administration (D42) 

Gross pathology: 
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Not remarkable 
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Appendix 9-66(1/1) 

R-1089 

A combined repeated do~e toxicity.study with th~.reproduction/develQpmental toxicity 
screening test of octadecanoic acid， l'，2-ethanediyl-ester by oral adfuinistration in' rats 

lndividual gross and histopathological findings 

Animal No. 1118 Female 0 mg/kg Day 57 End of recovery period 

Gross pathololIT: 
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R明 1089

Appendix 9-67(1/1) A combined repeated do~e toxicity.~tudy_wit~ th~.r~product;on/deyelQP~e~tal t9xic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in rats 

lndividual gross and histopathological findings 

Animal No. 1119 Female 0 mK/kK D町 57End of recovery period 

Gross patholoKY: 

All tissues Not remarkable 

IIistopatholoKY : 

No tissues ex訓 ined



Appendix 9-68(1/1) 

R-1089 

A combined repeated dose toxicity study with the.reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1.，2-ethanediyl-ester by oral adfuinistration in rats 

lndividual gross and histopathological findings 

加imalNo. 1120 Female 0 mg/kg Day 57 End of recovery period 
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Appendix 9-69(1/1) 

R-1089 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in-rats 

Individual gross and histopathological findings 

Animal No. 1121 Female 0 mg/k宮 Day57 End of recovery period 
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Appendix 9-70(1/1) 

R-1089 

A combined repeated dose toxicity study with th~_reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral adfuinistration in rats 

Individual gross and histopathological findings 

加imalNo. 1122 Female 0 mg/kg Day 57 End of recovery period 

Gross pathology: 
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Appendix 9-71(1/1) 

R-1089 

A combtned.re~eated ~o~e toxtcity.~tugYnwit~ th~.r~pro~uct~on/deyelqp~e~t~l t9xictty 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral administration in rats 

Individual gross and histopathological findings 

Animal No. 2101 Female 100 m宮IkgDay 46 End of administration (L4) 

Gross patholo灯:
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Appendix 9-72(1/1) 

R-1089 

A comb~ned repeated do~e tox~city.~tudy_witþ th~.r~product~on/deyelQP~ental t9xic~ty 
screening test of octadecanoic acid， 1'，2-ethanediyl-ester by oral adfuinistration in' rats 

Individual gross and histopathological findings 

Animal No. 2102 Female 100 mg/kg Day 45 End of administration (L4) 
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R聞 1089

Appendix 9-73(1/1) A combtned repeated do~e toxicity.~tudy.wit~ th~.r~product~on/deyelQP~e~tal tqxictty 
screening test of octadecanoic acid， 1~2-ethanediyl.ester by oral administration in' rats 

Individual gross and histopathological findings 

Animal No. 2103 Female 100 mg/kg D町 44End of administration (L4) 

Gross patholo灯:
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R幽 1089

Appendix 9-74(1/1) A combtned.repeated do~e toxtcity.~tudy.wit~ th~.r~production/deyelQpmental toxicity 
screening test of octadecanoic acid， 1.，2-ethanediyl.ester by oral adfuinistration in. rats 

Individual gross and histopathological findings 

Animal No. 2104 Female 100 m~/k~ Day 45 End of administration (L4) 

Gross patholo~: 
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Appendix 9-75(1/1) 

R-1089 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic aCid， r，2幽 ethanediyl-esterby oral adIDinistration in-rats 

Individual gross and histopathological findings 

Animal No. 2105 Female 100 mg/kg Day 45 End of administration (L4) 

Gross pathology: 
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R同 1089

Appendix 9幽 76(1/1) A combined repeated dose toxicity.~tudy with th~.reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in" rats 

Individual gross and histopathological findings 

Animal No. 2106 Female 100 mg/kg Day 46 End of administration (L4) 

Gross patholo耳y:
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Appendix 9-77(1/1) 

R“1089 

A comb~ned repeated do~e toxicity.~tudy.wit~ th~.r~productjon/deyelQpmental tQxic~ty 
screening test of octadecanoic acid， l'，2-ethanediyl-ester by oral adfuinistration in' rats 

lndividual gross and histopathological findings 

Animal No. 2107 Female 100 mg/kg D町 43End of administration (L4) 

Gross patholo宮y:
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Appendix 9-78(1/1) 

R-1089 

A combined repeated do~e toxicity_~tudy_with th~_reproduct~on/deyelQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in-rats 

Individual gross and histopathological findings 

Animal No. 2108 Female 100 mg/k官 Day45 End of administration (L4) 

Gross pathology: 
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Appendix 9-79(1/1) 

R-1089 

A combined repeated dose toxicity study with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1~， 2-ethanediyl-ester by oral adfuinistration in rats 

lndividual gross加dhistopathological findings 

Animal No. 2109 Female 100 mg/kg Day 45 End of administration (L4) 

Gross pathology: 
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R-1089 

Appendix ト80(1/1) A combined repeated do~e toxicity.~tudy.with th~.reproduct~on/deyelQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adllinistration in' rats 

Individual gross and histopathological findings 

Mimal No. 2110 Female 100 mg/kg Day 43 End of administration (L4) 

Gross pathololIT: 

All tissues Not remarkable 

Histopatholo幻r:

No tissues examined 



Appendix 9-81(1/1) 

R-1089 

A combined repeated dose toxicity study_with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral adfuinistration in rats 

Individual gross and histopathological findings 

Animal No. 2111 Female 100 mg/kg Day 43 End of administration (L4) 

Gross pathologγ: 
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R-1089 

Appendix 9-82(1/1) A combined repeated dose toxicity.study with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral adfuinistration in rats 

lndividual gross and histopathological findings 

Animal No， 2112 Female 100 盟百/k~ Day 44 End of administration (L4) 

Gross patholo~: 
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Appendix 9-83(1/1) 

R幽 1089

A combined repeated dose toxicity study~with th~~reproduction/develQpme~tal toxic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in~ rats 

Individual gross and histopathological findings 

Animal No. 3101 Female 300 m~/k~ Day 43 End of administration (L4) 

Gross patholo~: 
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Appendix 9-84(1/1) 

R-1089 

A combined repeated dose toxicity.study with the.reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1.，2-ethanediyl-ester by oral administration in rats 

lndividual gross and histopathological findings 

Animal No. 3102 Female 300 mg/kg Day 47 End of administration (L4) 

Gross pathology: 
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ま-1089

Appendix ト85(1/1) A combtned.reveated ~o~e toxtcity.~tugy^witÞ 出e reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in rats 

Individual gross and histopathological findings 

加imalNo. 3103 Female 300 mg/kg Day 45 End of administration (L4) 

Gross pathology: 

Stomach Focus，dark red，glandular stomach: 1 present 
4x2醐

-Au 
n
E
 

n
u
 

.、よ

-
-
-
m訓

vvdL

内

d

q

u

V
且

V
A

o
u
n
u

一
O
し

H
U

可

j
i

一

s

o
一
s

n
D
'
n
u

一
o
u

・

唱

よ

ふ
l
u

一
n
u

t

a
一
S

n
υ
L
n
b
 

V
A
n
u
-
-
1
4
 

0
U
4
L
一
+
L

h

u

n

D

一

ふ

L

・1
一
O

ハ
U
H
H
一
日
目

Not remarkable 



Appendix 9凶 86(1/1)

ま幽1089

A combined repeated dose toxicity study with the.reproduction/develQpmental toxicity 
screening test of octadecanoic aCid， L2-ethanediyr ester by oral a曲inistrationin rats 

lndividual gross and histopathological findings 

Animal No. 3104 F側ale 300 m耳/k~ Day 43 End of administration (L4) 
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Appendix 9-87(1/1) 

R-1089 

A comb~ned.reveated ~o~e tox~city.~tugy^wit~ th~.r~pro~uct~on/deyelQP~e~t~l t9xic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in-rats 

lndividual gross and histopathological findings 

加imalNo. 3105 Female 300 mg/kg Day 45 End of administration (L4) 

Gross pathology: 
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Appendix 9-88(1/1) 

R-1089 

A combined repeated do~e toxicity_~tudy_wit~ th~_r~product~on/deyelQP~e~tal t9xic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in rats 

Individual gross and histopathological findings 

Animal No. 3106 Female 300 mg/kg Day 44 End of administration (L4) 

Gross pathology: 
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R岨 1089

Appendix 9-89(1/1) A combined repeated dose toxicity.study with the.reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1.，2-ethanediyl-ester by oral administration in rats 

lndividual gross and histopathological findings 

Animal No. 3107 Female 300 m~/k~ Day 42 End of administration (L4) 

Gross patholo灯:

All tissues Not remarkable 

Ilistopatholo!!:Y : 

No tissues examined 



R-1089 

Appendix十90(1/1) A combined repeated do~e toxicity_~tudy with th~_reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral adfuinistration in-rats 

Individual gross and histopathological findings 

Animal No. 3108 Female 300 mp;/ほ Day42 End of a曲inistration(L4) 

Gross patholop;y; 
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Appendix 9-91(1/1) 

R-1089 

A combined repeated dose toxicity.study with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl'ester by oral adIDinistration in. rats 

Individual gross and histopathological findings 

Animal No. 3109 Female 300 mg/kg Day 43 End of administration (L4) 

Gross patholo灯:
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R司 1089

Appendix 9-92(1/1) A combined repeated dose toxicity study with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral adfuinistration in-rats 

Individual gross and histopathological findings 

Animal No. 3110 F側ale300 m宮/kgDay 42 End of administration (L4) 

Gross pathology: 

Stomach Focus，dark red，glandular stomach: 1 present 
2x1醐

Not remarkable 
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R-1089 

Appendix 9-93(1/1) A combined repeated do~e toxicity.~tudy_witþ th~.reproductjon/deyelQpmental toxic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in. rats 

Individual gross and histopathological finding百

加imalNo. 3111 Female 300 mg/kg Day 41 Undelivered 

Gross pathology: 

All tissues 

IUstopathology: 

Kidney 

Liver 

Lung(bronchus) 

Spleen 

Skeletal muscle，femoral 

Vagina 

Not remarkable 

Regeneration，tubular: minimal 

Microgranuloma: minimal 

Aggregation，foamy cell: minimal 

Hematopoiesis，extramedullary: minimal 

Degeneration，muscular: mini盤al

Degeneration，mucinous，mucosal: mild 

Following tissues : Not remarkable 

~drenal ， BQne~Bone m~rrow ， femoral ， Ceregellum(pons}， C~Iebr~ ， Eye ， _~eart 
!ntest~ne ， duoden~ ， Int~stine!jejù~um ， I~testiñe ， ile~(P~yer~s patch) 
Intestine，ceCHIll，IntestineEColon，Intestine detuis，LJElph Ilode，mesenteric 
Ç~Qií viieide ;sìí~IÎÎàn~Ibìí~~r:: Òvar~':: p~~ãiiíyrêîIi( :~ãñër~äs~t' ~i t~Hàry' 
Salivary gl加d，submandibular，Sciatic_nerve， Stomach， Spinal cora，thoracic 
Thymus，Trachea，TTImid，ijriniry bladder，むterus u 



Appendix 9-94(1/1) 

R-1089 

A combined repeated do~e toxicity.~tudy with th~.reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in" rats 

lndividual gross and histopathological findings 

加imalNo. 3112 Female 300 mg/kg Day 43 End of administration (L4) 

Gross patholo町:
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Appendix 9-95(1/1) 

R-1089 

A comb~ned.revealed ~o~e tox~city.~tu~y~witÞ th~.r~pro~uct~on/deyelqp~e~t~l t9xic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in-rats 

Individual gross and histopathological findings 

加imalNo. 4101 Female 1000 mg/kg Day 44 End of administration (L4) 

Gross pathology: 
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Appendix 9-96(1/1) 

R-1089 

A comb~ned.repeated do~e toxtcity.~tugy~wit~ th~.r~product~on/deyelQP~e~t~l t9xictty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in' rats 

Individual gross and histopathological findings 

Animal No. 4102 Female 1000 mg/kg Day 45 End of administration (L4) 

Gross pathology: 
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Appendix 9-97(1/1) 

R-I089 

A combined repeated dose toxicity study with th~.reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in" rats 

lndividual gross and histopathological findings 

Animal No， 4103 Female 1000 1収/kgDay 46 End of administration (L4) 
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R-1089 

Appendix 9-98(1/1) A combined repeated do~e toxicity_~tudy_wit~ th~_r~productjon/deyelQP~e~tal tqxictty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in rats 

lndividual gross and histopathological findings 

Animal No. 4104 Female 1000 mg/kg Day 42 End of administration (L4) 

Gross pathology: 

All tissues 

iIistopatholo貯:

Liver 

Spleen 

Not remarkable 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: minimal 

A
U
 

・可
inu 

A
C
v
i
 

v
v
v
v
u
 

v
a
h
u
 

e中
A

+

L

n

u

 

v
i

，
 

n

d

ρ

u

n

a

 

n

u

w

v
崎
市

i
A
U

H
H
H
、
t
l
V
1
4
1
U
L
n
u

L
U
n
a
a
u
ρ
u
 

'ρ
し

w
v
・
司
よ
n
a

o
し
み
l
u
ハ
H
U
ρ
し
v
i

v

d

a

c

u

m

-

n
"
μ
n
μ
A

，
 

)
'
'
 

'
n
D
n
b
v
i
n
b
 

m
山
T
H
u
a
u
n
u

H
U
V
L
'
n
u
-
-
m
山

r

e

c

H

u

v

u

 

--hUVVMV，dnuLnu'hu 

n
E
A
U
n
u
n
u
f
i
m
l
 

v
L
P
i
n
u
v
i
A
U
 

o
i
v
'
s
I
A
H
U
L
H
M
n
u
'
 

n
u
m
-
-
-
t
a
c
 

H
U
V比

F
b
m
・
l

'
n
E
n
H
L
H
u
n
し

、
1
1
1
i
'
H
u
n
u
n
a

c
ο
4
4
m
山
T
L
Q
U
r

n
u
'
n
u
'
n
u
 

打

u
ρ
u
+
L
'
J
U
し
H

n
y
n
u
ρ
i
v
V
A
n
u
+
L
 

，
』
，
、
.
可
ム
O
し
の
a
n
a
'

m
山
4
1
u
v
i
-
-
ム
1
1
ム
ユ
H
u

u
s
'
n
u
F
b
r
 

-
ー
ム
ハ
ロ
ハ
む
し
H
U
n
u

-
-
Z
L
n
u
-
-‘
v
d
c
 

o
u
n
u
・
2
i
J
H
u
v
i

L
H
U
T
-
ム
+
L
n
U
向

G
可a
ム

0
・
u
n
b
a
u
v
v
a
u

v
a
'
ρ
u
m
山
・
可
i
n
u

A
U
m
山
+
i
u
h
u
l
i
4
i

p
U
H
u
n
u
H
u
n
a
n
y
 

n
H
U
T
-
R
M
C
d
c
D
 

o

u

-

'

n

u

'

 

1
i
-
1
i
.
、
，
d
'
O
し
，
，

h
u
一
a
e
n
u
A
U
V叫
i

a
-
V
A
-
-
d
o
o
r
a
a
 

b
a
-
n
u
'
1
1自

n
u
a
u
v
a
n
u

v
-
一
m
刷
。
し
n
u
+
L
n
U
4
i

n
a
一
a
u
n
u
ρ
し
噌
h
u
・
3よ

m
山
σ
b

m
一
n
T
A
-
-
'
n
u
n
u
e
a

e
一
，
+
L
e
m
4
L
n
I
n
v

v
i
一
w
"
P
D
n
u
v
J
f
i
'

一
円
u
o
u
f
i
y
L
n
r
o
u
，

+
L
-
r
ふ

L

4

L

1

i

s

n
u
一
r
ι
n
H
E
u
，
，
ρ
し
n
u

M
N
一
n
a
T
i
a
u
ρ
し
Q
U
Q
d
V
L

一
m
山
4
L
・
l
a
H
u
e

-
-
一
'
n
u
v
L
O
し
m
出
+
し

一
n
c
m
山
γ
l
ム
ハ
じ
v
i
n
u
u

s
一
n
n
U
4
L
C
3
i

o
u
一
n
u
n
u
，
n
u
n
u
a
u
'

H
u
一
n
D
o
u
m
山
ρ
U
見

U
+
L
V
L

Q
u
一
+
A
U
H
u
e
d
p
i
a
u
o
u

n
b
-
n
E
n
u
n
し
ハ
じ
1
1
ム
A
H
U

・
司
ム
一
n
u
n
u
ρ
u
m
刷
'
o
u
A
U

4
L
一
円
U
A
U
ρ
し
，
A
u
b比

na

-
-
n
D
'
'
e
・
l
n
白
、
i

σ
且

ρ
u
o
u
A
u
n
v
h
u

n
u
一
'
n
u
n
u
n
u
v
ι
，

・
-
一
1
1
4
・
1
4
4
4
n
u
v
t
u
v
u

w一
a
e
?む
4

L

h

H

e

r

n
u
一
n
u
Q
U
Q
U弘
H
+
L
a
u
n
u

-

-

一

e

e

e

p

a

m

n

1
i
一
r
+
し
+
L
m
r
o
f
i

o
-
-
u
n
n
v
L
a
+
し
r

F
L
A
T
i
-
-
u
p
s
u
 



Appendix 9-99(1/1) 

R-1089 

A combined repeated do~e toxicity_~tudy with th~_r~product~on/deyelQpmental t9xic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in-rats 

lndividual gross and histopathological findings 

加imalNo. 4105 Female 1000 mg/kg Day 46 End of administration (L4) 

Gross pathology: 
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R-1089 

Appendixト100(1/1) A combined repeated dose toxicity study with th~_reproduction/deyelQpmental tQxictty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adIDinistration in-rats 

Individual gross and histopathological findings 

Animal No. 4106 Female 1000 mg/kg Day 42 End of administration (L4) 

Gross pathology: 
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Hematopoiesis，extramedullary: minimal 

Following tissues : Not remarkable 

Adrenal， Bone+Bone marrow，femoral， Cerebellum(pons)， Cerebr~ ， Eye，_Heart 
!ntesttne ， duoden~ ， Int~stineljejùrrum ， I~testiñe ， ilè~(Peyer's pateh) 
Intestine，cecum，Intestine，coioIl，Intestine，rGct11184Ki品旬 、
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~tomach ，_ Sk~~etalmuscle ， femoraL Spinal cord， thoracic， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 



R-1089 

Appendix 9-101(1/1) A combined repeated dose toxicity_~tudy_with th~_reproduct~on/deyelQpmental tQxictty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in-rats 

Individual gross and histopathological findings 

Animal No. 4107 Female 1000 mg/kg Day 45 End of administration (L4) 

Gross pathology: 
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Appendix 9-102(1/1) 

R-1089 

A combtned ， re~eated ~o~e toxtcity.~tugy^wit~ th~.r~pro~uctJon/deyelqp~e~t~1_!9x~C}!y 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in rats 

Individual gross and histopathological findings 

加imalNo. 4108 Female 1000 m~/k~ Dav 45 End of administration (L4) 

Gross patholo~: 
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R-1089 

Appendix 9聞 103(1/1) A combined repeated do~e toxicity.~tudy_with th~.r~product~on/deyelQP~e~tal tQxictty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in rats 

Individual gross and histopathological findings 

Animal No. 4109 Female 1000 mg/kg Day 42 End of administration (L4) 

Gross pathology: 

Stomach 

Other tissues 

iIistopathology : 

Liver 

Spleen 

Stomach 

Focus，dark red，glandular stomach: 1 present 
1x1醐

Not remarkable 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: minimal 

Erosion，glandular stomach: minimal 

Following tissues : Not remarkable 

Adrenal， Bone必onemarrow， femoral ， Cerebellum(pons)， Cerebr~ ， Eye， Heart 
!ntesttne ， duoden~ ， .Int~stineljejÙQum ， I~testiñe ， ilè~(Peyer's pateh) 
Intestine，cec四， IIltest1Ile，colon，Intestine，I4dllm，Kidney
~ymph_nodetme~enteric ， ~ymp~.node ， $uþmandibulart Lung(b~Q~c~us) ， _Ovary 
Parathyroid， Pancreas， Pltuitary， Salivary glandJsubmangibular， Sciatlc nerve 
~keletãl.mu~çle ， f~moral ， ~pinal' cord，thoracic， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 



R-1089 

Appendix 9-104{1/1) A combined repeated dose toxicity_~tudy_witþ th~_r~product~on/deyelQpmental tQxic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in-rats 

Individual gross and histopathological findings 

加imalNo. 4110 Female 1000 mg/kg Day 46 End of administration (L4) 

Gross pathology: 

All tissues Not remarkable 

IIistopathology: 

No tissues examined 



R-1089 

Appendix 9田 105(1/1) A combined repeated do~e toxicity.~tudy_wit~ th~.r~productJon/deyelqp~e~tal tQxictty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in rats 

lndividual gross and histopathological findings 

Animal No. 4111 Female 1000 mg/kg Day 43 End of administration (L4) 

Gross pathology: 

All tissues 

Ilistopathology : 

Heart 

Liver 

Spleen 

Not remarkable 

Fibrosis，myocardial: minimal 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: minimal 

Following tissues : Not remarkable 

&drenal， Bone~Bone m~rrow ， femoral ， CereQellum(pons)， C~rebr~ ， Eye 
!ntestine，duodenum， lnt~stineljejùnum ， Intestiñe ， ile~(Peyer's patch) 
lntestine ， cecum， lntestine ， colõ~~ lntestine，rectum， Kidney 
~ymph.nodç~me~enteric ， ~~p~.node ， ~uþ~andibu~ar 唱 Lùpg(b~9rcþuS) ， ~Oya~y'
earathyroio，_Pancreas，_Pituitary， $aliv~ry g1anø ， sub~andiþular ， ~ciatlc n~rve 
Stomach ，~ Skeletal muscle，femoral， Spinal cofd，thoracic， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 



Appendix 9-106(1/1) 

R-1089 

A comb~ned.repeated do~e tox~city.~tugy_witþ th~.r~proguct~on/deyelQP~e~t~l t9xic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adIDinistration in-rats 

Individual gross and histopathological findings 

Animal No. 4112 Female 1000 m宮IkgDay 43 End of administration (L4) 

Gross pathology: 
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Not remarkable 

Hematopoiesis，extramedullary: minimal 

Following tissues : Not remarkable 

Adrenal， Bone+Bone marrow，femoral， Cerebellum(pons)， Cerebr~ ， Eye，_Heart 
!ntest~ne ， duoden~ ， Int~stineJjejù~um ， I~testiñe ， ile~(Peyer's pateh) 
Jnte~tin~ ， cecum ， .IntestÌne ， ~olò~; In~est~~~ ， ~ect~ ， Kidn~y 、
Lymph node，mesenteric， Lymph node，submandibular， Liver， _LUllg(bronchus)， Ovary 
iJiirathyroi((VPancreas: _ iJi liiItary:' saiIyaryVgiauo， subiiiandItuiar: vliCIaHc IIuve 
~tomach ， _ Sk~~etal__muscle ， femQral， Sp inal∞rd，thoracic， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 



Appendix 9-107(1/1) 

R-1089 

A comb~ned ， re~eated ~o~e tox~citY ， ~tugy~witÞ th~ ， r~pro~uct~on/deyelQP~e~t~l t9xic~ty 
screening test of octadecanoic aeid， 1~2-ethanediyl-ester by oral adfuinistration in-rats 

Individual gross and histopathological findings 

Animal No. 4113 Female 1000 mg/kg Day 43 End of administration (D42) 

Gross pathology: 
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Spleen 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: minimal 

Following tissues : Not remarkable 

Adrenal， Bone+Bone marro附f阻or叫， Ceregellum(pons)， C~rebr~，町e ， Heart 
!ntesttne，duodenU@， Int~stineljejùrrum ， I~testiñe ， ile~(Peyer's pateh) 
Inteßtin~ ， cecum ， Intestine ， ~olö~~ Intest~ne ， rectum ， Kidney 
Lymph_nod~lme~enteric ， Lymph node ， êuþmandibu~arl Lung(b~Q~cþus) ， _Oyary 
Parathyroid， Pancreas， Pituitary， Salivary gland，subJnandibular， Sciatic n~rve 
Stomach， Skeletalmuscle ，femoral， Spinal cofd， thoracic， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 
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Appendix 9-108(1/1) A combtned.repeated ~o~e toxtcity.~tugy^witÞ th~.r~pro~uct~on/deyelQP~e~t~l t9xictty 
screening test of octadecanoic aCid， f，2-ethanediyr ester by oral adlninistration in rats 

Individual gross and histopathological findings 

Animal No. 4114 Female 1000 mK/kK Day 43 End of administration (D42) 

Gross patholoR1': 
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Microgranuloma: minimal 

Following tissues : Not remarkable 

~drenal ， BQne~Bone m~rrow ， femo~al ， Ceregellum(pon$}， C~rebr~ ， Eye，_ ~eart 
!ntest~ne ， duoden~ ， Int~stineljej~um ， I~testiñe ， ile~(Peyer's patch) 
Intestine，cecum，Intestine，coioII，IIltGstille，rectum，Kidney 
Lymph_node，mesenteric， Lymph node，submandibular， Lung(brohchus)， Ovary 
parathyroid， Pancrea~ ， Pituitary， _Salivary_gland ， sub~an9ibular ， Sciatic nerv~ 
~pleen， S10唱lach，~~e~~tal ~uscle ， f~moral ， -Spinal cord，thoracic， Thymus， Trachea 
Thyroid， Urinary bladder， Uterus， Vagina 



R-1089 

Appendix 9-109(1/1) A combined repeated dose toxicity study with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral administration in rats 

Individual gross and histopathological findings 

Animal No. 4115 Female 1000 mg/kg Day 43 End of administration (D42) 

Gross pathology: 

All tissues 

lIistopatholo町:

Liver 

Spleen 

Not remarkable 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: minimal 

Following tissues : Not remarkable 

ddrenal， BQne~Bone m~rrow ， femoral ， Cerebellum(pons)， C~rebr~ ， Eye，_Heart 
!ntestine，duodenuw， Int~stineljejuoum ， Intestiñe ， ile~tPeyer's patch) 
Intestine， cecum， Intestine ， çolò~: Intestine ， rectum， Kidney 
Lymph_node ，me~enteric ， Lymph node，submandibular， Lung(b~oñchus) ， uvary 
parathyroip，_Pancreas，_Pituitary， Salivary g~and ， submandibular ， ~ciatic nfJve 
Stomach， Skeletal muscle，femoral， Spinal cord，thoracic， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 



Appendix 9-110(1/1) 

R-1089 

A combined repeated do~e toxicity.~tudy_with th~.r~product~on/deyelQpme~tal t9xic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in-rats 

Individual gross and histopathological findings 

加imalNo. 4116 Female 1000 mg/kg Day 43 End of administration (D42) 
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Not remarkable 

Liver 

Cell infiltr~tion: minimal， lymphocytic 
interstitial 

Microgranuloma: minimal 

Following tissues : Not remarkable 

Odrenal， BQne~Bone marrow，femoral， Cerebellum(pons)， Cerebr~ ， Eye，.Heart 
Intestine，duodenum， Intes十ine]jejUDum，I~testiñe ， ilè~(P~yer~s pateh) 
Intestine，cecum，IIltestiIlipi310Il，Intestine，r6dlm:Lymph IlodeAesenteric 
1ymph node ， êuþ~andibu~art L~g(b~o~cþus) ， _Ovary ， Parathÿro~d ， Pancreas 
P~tuitary ， Saliv~ry gland，submandibular， Sciatlc_nerve，' Spleen， Stomac~ 
~keletarmu~çle ， feínofal ， ~pinal cord，thoracic， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 
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Appendix 9-111(1/1) A combined repeated do~e toxicity_~tudy_witþ th~_r~product;on/deyelQpmental tQxictty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral administration in-rats 

Individual gross and histopathological findings 

Animal No. 4117 Female 1000 m~/k~ Day 43 End of administration (D42) 

Gross patholo~: 
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Not remarkable 

Microgranuloma: minimal 

Hematopoiesis，extramedullary: minimal 

Followin~ tissues : Not remarkable 

~drenal ， BQne~Bone m~rrow ， f阻oral ， Cerebellum(pons)， Cerebrlll!l， Eye，Heart 
Intestine，dmdeIllIHi，IIltestine，jejunum，Intestine，ileum(Peyer's patch) 
Intestine ， cecum， Intestine，colon: Intestine， rectum， Kidney 
1ymph_node ，me~enteric ， 1ymph node，submandibular， Lung(bronchus)， Ovary 
rarathyro!9，_Pancreas，_Pituitary， Salivary g~and ， submandiþular ， $ciatic n~rve 
$tomach，_ Sk~~etal muscle，femoral， Spinal cord， thoracic ， Thymus， Trachea， Thyroid 
Urinary bladder， Uterus， Vagina 
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R-1089 

A cornbined repeated dose toxicity study_with the reproduction/develQprnental toxicity 
screening test of octadecanoic acid， 1-，2-ethanediyl-ester by oral administration in rats 

Individual gross and histopathological findings 

Anirnal No. 4118 Fernale 1000 rng/kg Day 57 End of recovery period 
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R-1089 

Appendix 9-113(1/1) A combined repeated dose toxicity study with the reproduction/develQpmental toxicity 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in rats 

Individual gross and histopathological findings 

Animal No. 4119 Female 1000 mg/kg Day 57 End of re∞very period 
Gross pathology: 

唱パ
u

n
u
 

巴

制

作

K
U
M
V
A

n
u
-
ρ
u
 

o

δ

1

g
士

o
u
n
u

一
Q
U

u

h
一

間

Q
u
n
a

一
P
D

+し

nu

一
f
i

1

i

n

D

一

ー
i

・

司

ム

一

円

U

A
A
n
n
-
u
m
 

Not remarkable 



Appendix 9-114(1/1) 

R-1089 

A combined repeated do~e toxicity.~tudy_witþ th~.r~product~on/deyelQpmental tQxictty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in rats 

Individual gross and histopathological findings 

Animal No. 4120 Female 1000 mg/kg Day 57 End of recovery period 
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Appendix 9-115(1/1) 

R-1089 

A combtned，re?eated ~o~e toxtcity.~tugYnwit~ th~.r~pro~uct1on/deyelqp~en.t~1_!9x~ct~y 
screening test of octadecanoic acid， r，2幽 ethanediyl-esterby oral administration in rats 

Individual gross and histopathological finding百

Animal No. 4121 Female 1000 m~/k~ Day 57 End of recovery period 
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R-1089 

A combined repeated do~e toxicity.~tudy_witþ th~.r~productJon/deyelQP~e~tal t9xic~ty 
screening test of octadecanoic acid， 1~2-ethanediyl-ester by oral adfuinistration in rats 

lndividual gross and histopathological finding百

Animal No. 4122 Female 1000狙g;/kg; D町 57End of recovery period 

Appendix 9-116(1/1) 
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R-1089 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by oral administraion in rats 

Appendix 10-1 

Individual estrous cycle in female rats during the pre-mating period 

Dose (mg/kg): 0 

Mean duration 
of cycles 
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A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Appendix 10-2 

Individual estrous cycle in female rats during the pre-mating period 

Dose (mg/kg): 100 

Mean duration 
of cycles 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administraion in rats 

Appendix 10-3 

Individual estrous cycle in female rats during the pre-mating period 

Dose (mg/kg): 300 

Mean duration 
of cycles 
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R-1089 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening t巴stof octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Appendix 10-4 

Individual estrous cycle in fema1e rats during the pre-mating period 

Dose (mg/kg): 1000 

Mean duration 
of cyc1es 
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M
M
 

8 

P
E
M
E
M
E
M
M
E
M
E
E
 

7 

D
P
E
P
E
P
E
E
P
E
P
P
 

6 

M
円

D
P
D
P
D
P
P
D
P
D
D

5 

E
M
D
M
D
M
D
D
M
D
M
M
 

4 

F
E
M
E
M
E
M
M
E
M
E
E
 

3 

D
P
E
P
E
P
E
E
P
E
P
P
 

2 

M
D
P
D
P
D
P
P
D
P
D
D
 

1 

E
M
D
M
D
M
D
D
M
D
M
M
 

Animal 
number 

4.0 
0.1 

3.5 
0.5 

Mean 
S.D. 

D: Diestrus M: Metestrus P: Proestrus E: Estrus 
a): Day of sampling 
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A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administraion in rats 

Appendix 11-1 

Individua1 mating and ferti1ity of anima1s 

Dose (mg/kg): 0 

Pregnant or 
non-pregnant 

1001 
1002 
1003 
1004 
1005 
1006 
1007 
1008 
1009 
1010 
1011 
1012 

P
ι
P
ι
P
A
P
A
P
A
P
A
D
A
D
A
P
A
P
A
P
ι
P
A
 

Days unti1 
copu1ation 

1
2
4
2
3
4
2
4
4
4
2
4
 

Copu1ated or 
not copu1ated 

円

U
F
U
F
U
F
u
p
u
p
u
F
U
F
U
F
U
戸

U
F
U
円

し

Pairing number 
Ma1e Fema1e 

1101 
1102 
1103 
1104 
1105 
1106 
1107 
1108 
1109 
1110 
1111 
1112 

P: Pregnant C: Copu1ated 
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A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
scre巴ningtest of octadecanoic acid. 1.2-ethanediy1 ester by ora1 administraion in rats 

Appendix 11-2 

Individua1 mating and ferti1ity of anima1s 

Dose (mg/kg): 100 

Pregnant or 
non-pregnant 

2001 
2002 
2003 
2004 
2005 
2006 
2007 
2008 
2009 
2010 
2011 
2012 

P
ι
P
A
P
A
P
A
P
ι
P
L
P‘
P
A
P
A
D
A
P
P
 

Days until 
copu1ation 

4
3
2
4
4
4
1
3
3
1
2
2
 

Copu1ated or 
not copu1ated 

戸
U
F
U
円
U
F
U
F
U
円
U
円

し

円

U
F
U
円
U
F
U
F
U

Pairing number 
Ma1e Fema1e 

2101 
2102 
2103 
2104 
2105 
2106 
2107 
2108 
2109 
2110 
2111 
2112 

P: Pregnant C: Copu1ated 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2司令 ethanediylester by oral administraion in rats 

Appendix 11-3 

Individual mating and fertility of animals 

Dose (mg/kg): 300 

Pregnant or 
non-pregnant 

3001 
3002 
3003 
3004 
3005 
3006 
3007 
3008 
3009 
3010 
3011 
3012 

p
p
p
p
p
p
p
p
p
p
即

p

Days until 
copulation 

1
5
4
1
3
2
1
1
1
1
1
2
 

Copulated or 
not copulated 

p
u
n
u
n
u
円
U
F
U
F
U
円
し

F
U
F
U
F
U
円
U
円
し

Pairing number 
Male Female 

3101 
3102 
3103 
3104 
3105 
3106 
3107 
3108 
3109 
3110 
3111 
3112 

NP: Non-pregnant P: Pregnant C: Copulated 
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A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octad巴canoicacid， 1，2-ethanediy1 ester by oral administraion in rats 

Appendix 11-4 

Individual mating and fertility of anima1s 

Dose (血g/kg): 1000 

Pregnant or 
non-pregnant 

4001 
4002 
4003 
4004 
4005 
4006 
4007 
4008 
4009 
4010 
4011 
4012 

P
A
D
A
P
A
P
A
Pム
P
A
P
A
P
4
P
A
Pム

P
ι
P
A

Days unti1 
copu1ation 

2
3
4
1
4
1
4
4
1
4
1
1
h
 

Copu1ated or 
not copu1ated 

円
U
円
U
P
U
F
U
円

U
P
U
F
U
円
U
F
U
F
u
n
u
円
U

Pairing number 
Ma1e Fema1e 

4101 
4102 
4103 
4104 
4105 
4106 
4107 
4108 
4109 
4110 
4111 
4112 

P: Pregnant C: Copu1ated 
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Appendix 12伊 1 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Delivery data on dams 

Dose (mg/kg): 0 

No. of 
Gestation No. of implan- Imp1an- No. of No. of External c) Live birth 

Dam length corpora tation tation stillborns liveborns abnor- index 
number in days lutea sites index克 a) (克 )b) malities(克)d) % e) 

1101 22 14 14 100.0 O( 0.0) 14 O( 0.0) 100.0 
1102 22 20 16 80.0 O( 0.0) 15 O( 0.0) 93.8 
1103 21 16 16 100.0 O( 0.0) 12 O( 0.0) 75.0 
1104 22 16 16 100.0 O( 0.0) 15 O( 0.0) 93.8 
1105 21 20 19 95.0 O( 0.0) 17 O( 0.0) 89.5 
1106 22 17 17 100.0 1( 5.9) 16 O( 0.0) 94.1 
1107 22 13 13 100.0 O( 0.0) 13 O( 0.0) 100.0 
1108 22 17 17 100.0 O( 0.0) 13 O( 0.0) 76.5 
1109 21 19 19 100.0 O( 0.0) 17 O( 0.0) 89.5 
1110 21 17 17 100.0 O( 0.0) 17 O( 0.0) 100.0 
1111 22 14 14 100.0 O( 0.0) 14 O( 0.0) 100.0 
1112 22 15 15 100.0 1( 7.1) 13 O( 0.0) 86.7 

Total 198 193 2 176 。
Mean 2l. 7 16.5 16.1 97.9 l.1) 14.7 0.0) 9l.6 
S.D. 0.5 2.3 l.9 5.8 2.5) l.8 0.0) 8.7 

a): (No. of implantation sites / No. of corpora lutea) X 100 
b): (No. of stillborns / No. of liveborns and stillborns) X 100 
c): No. of delivered pups with external abnormalities 
d): (No. of delivered pups with external abnormalities / No. of liveborns and stillborns) X 100 
e): (No. of liveborns / No. of implantation sites) X 100 



R-1089 

Appendix 12-2 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediY1 ester by ora1 administraion in rats 

De1ivery data on dams 

Dose (mg/kg): 100 

No. of 
Gestation No. of imp1an- Imp1an- No. of No. of Externa1 c) Live birth 

Dam 1ength corpora tation tation sti11borns 1iveborns abnor- index 
number in days 1utea sites index克 a) (克)b) malities(克)d) 克 e)

2101 22 15 14 93.3 O( 0.0) 12 O( 0.0) 85.7 
2102 22 18 18 100.0 O( 0.0) 15 O( 0.0) 83.3 
2103 22 15 15 100.0 O( 0.0) 15 O( 0.0) 100.0 
2104 21 16 14 87.5 O( 0.0) 14 O( 0.0) 100.0 
2105 21 16 15 93.8 O( 0.0) 14 O( 0.0) 93.3 
2106 22 14 14 100.0 O( 0.0) 14 O( 0.0) 100.0 
2107 22 16 15 93.8 O( 0.0) 8 O( 0.0) 53.3 
2108 22 18 16 88.9 O( 0.0) 15 O( 0.0) 93.8 
2109 22 17 17 100.0 O( 0.0) 16 O( 0.0) 94.1 
2110 22 16 15 93.8 O( 0.0) 12 O( 0.0) 80.0 
2111 21 15 13 86.7 O( 0.0) 10 O( 0.0) 76.9 
2112 22 14 14 100.0 O( 0.0) 14 O( 0.0) 100.0 

Tota1 190 180 。 159 。
Mean 21.8 15.8 15.0 94.8 0.0) 13.3 0.0) 88.4 
S.D. 0.5 1.3 1.4 5.2 0.0) 2.3 0.0) 13.8 

a): (No. of imp1antation sites / No. of corpora 1utea) X 100 
b): (No. of sti11borns / No. of 1iveborns and sti11borns) X 100 
c): No. of de1ivered pups with externa1 abnorma1ities 
d): (No. of de1ivered pups with externa1 abnorma1ities / No. of 1iveborns and sti11borns) X 100 
e): (No. of 1iveborns / No. of imp1antation sites) X 100 



Appendix 12-3 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Delivery data on dams 

Dose (mg/kg): 300 

No. of 
Gestation No. of implan- Implan時 No. of 

Dam length corpora tation tation stillborns 
number in days lutea sites index 克 a) (%)b) 

3101 22 16 15 93.8 O( 0.0) 
3102 22 17 14 82.4 O( 0.0) 
3103 21 15 15 100.0 O( 0.0) 
3104 22 15 14 93.3 O( 0.0) 
3105 22 19 17 89.5 O( 0.0) 
3106 22 14 14 100.0 O( 0.0) 
3107 21 19 19 100.0 O( 0.0) 
3108 21 18 17 94.4 O( 0.0) 
3109 22 15 14 93.3 O( 0.0) 
3110 21 14 14 100.0 O( 0.0) 
3111 Non-pregnant 
3112 21 19 19 100.0 O( 0.0) 

Total 181 172 。
Mean 21. 5 16.5 15.6 95.2 0.0) 
S.D. 0.5 2.0 2.0 5.7 0.0) 

a): (No. of implantation sites / No. of corpora lutea) X 100 
b): (No. of sti11borns / No. of liveborns and stillborns) X 100 
c): No. of delivered pups with external abnormalities 

No. of External c) 
liveborns abnor-

malities(克)d)

13 O( 0.0) 
13 O( 0.0) 
15 O( 0.0) 
13 O( 0.0) 
16 O( 0.0) 
12 O( 0.0) 
19 O( 0.0) 
16 O( 0.0) 
11 O( 0.0) 
13 O( 0.0) 

18 O( 0.0) 

159 。
14.5 0.0) 
2.5 0.0) 

d): (No. of delivered pups with external abnormalities / No. of 1iveborns and stillborns) X 100 
e): (No. of liveborns / No. of implantation sites) X 100 

Live birth 
index 

% e) 

86.7 
92.9 

100.0 
92.9 
94.1 
85.7 

100.0 
94.1 
78.6 
92.9 

94.7 

92.1 
6.3 

R-1089 
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Appendix 12-4 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

De1ivery data on dams 

Dose (mg/kg): 1000 

No. of 
Gestation No. of imp1an- Implan- No. of No. of Externa1 c) Live birth 

Dam length corpora tation tation sti11borns liveborns abnor- index 
numb巴r in days lutea sites index 克 a) (克)b) malities(克)d) % e) 

4101 22 16 15 93.8 O( 0.0) 15 O( 0.0) 100.0 
4102 22 16 16 100.0 O( 0.0) 15 O( 0.0) 93.8 
4103 22 14 13 92.9 O( 0.0) 13 O( 0.0) 100.0 
4104 21 18 17 94.4 O( 0.0) 15 O( 0.0) 88.2 
4105 22 16 15 93.8 O( 0.0) 15 O( 0.0) 100.0 
4106 21 16 15 93.8 O( 0.0) 14 O( 0.0) 93.3 
4107 21 14 14 100.0 O( 0.0) 14 O( 0.0) 100.0 
4108 21 15 15 100.0 O( 0.0) 15 O( 0.0) 100.0 
4109 21 16 16 100.0 O( 0.0) 16 O( 0.0) 100.0 
4110 22 17 17 100.0 O( 0.0) 16 O( 0.0) 94.1 
4111 22 19 16 84.2 O( 0.0) 16 O( 0.0) 100.0 
4112 22 16 16 100.0 O( 0.0) 16 O( 0.0) 100.0 

Total 193 185 。 180 。
Mean 21.6 16.1 15.4 96.1 0.0) 15.0 0.0) 97.5 
S.D. 0.5 1.4 1.2 4.9 0.0) 1.0 0.0) 4.0 

a): (No. of implantation sites I No. of corpora lutea) X 100 
b): (No. of stillborns I No. of liveborns and stillborns) X 100 
c): No. of delivered pups with external abnormalities 
d): (No. of delivered pups with external abnormalities I No. of liveborns and stillborns) X 100 
e): (No. of liveborns I No. of implantation sites) X 100 



Appendix 13-1 

R-1089 

A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual viability index of pups 

Dose (mg/kg): 0 

Viability 
No. of liv巴 pups index on 

Dam postnatal 
number Day 0 Day 4 day 4 % a) 

1101 
1102 
1103 
1104 
1105 
1106 
1107 
1108 
1109 
1110 
1111 
1112 

4
5
2
5
7
6
3
3
7
6
4
3
 

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

4
5
2
5
7
6
3
3
7
7
4
3
 

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

100.0 
100.0 
100.0 
100.0 
100.0 
100.0 
100.0 
100.0 
100.0 
94.1 

100.0 
100.。

Total 
Mean 
S.D. 

aU
ヴ
S

5
4
1
 

n
t
句
ム

ーム
巧

4
0
0

《

b
n
-
τ
tム

ヴ

t
1
4

句
ム

99.5 
1.7 

a): (No. of live pups on postnatal day 4 / No. of liveborns) X 100 
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Appendix 13-2 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by oral administraion in rats 

Individual viability index of pups 

Dose (mg/kg): 100 

Viability 
No. of live pups index on 

Dam postnatal 
number Day 0 Day 4 day 4 克 a)

2101 12 12 100.0 
2102 15 15 100.0 
2103 15 14 93.3 
2104 14 14 100.0 
2105 14 14 100.0 
2106 14 14 100.0 
2107 8 8 100.0 
2108 15 15 100.0 
2109 16 16 100.0 
2110 12 12 100.0 
2111 10 9 90.0 
2112 14 14 100.0 

Total 159 157 
Mean 13.3 13.1 98.6 
S.D. 2.3 2.4 3.3 

a): (No. of live pups on postnatal day 4 / No. of liveborns) X 100 
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Appendix 13-3 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

工ndividualviability index of pups 

Dose (mg/kg): 300 

Viability 
No. of live pups index on 

Dam postnatal 
number Day 0 Day 4 day 4 屯 a)

3101 13 13 100.0 
3102 13 13 100.0 
3103 15 15 100.0 
3104 13 13 100.0 
3105 16 16 100.0 
3106 12 12 100.0 
3107 19 15 78.9 
3108 16 16 100.0 
3109 11 11 100.0 
3110 13 13 100.0 
3111 Non-pregnant 
3112 18 18 100.0 

Total 159 155 
Mean 14.5 14.1 98.1 
S.D. 2.5 2.1 6.4 

a): (No. of live pups on postnatal day 4 / No. of liveborns) X 100 
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Appendix 13-4 
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A
S
 Individua1 viabi1ity index of pups 

Dose (mg/kg): 1000 

Viability 
No. of 1ive pups index on 

Dam postnata1 
number Day 0 Day 4 day 4 克 a)

4101 15 15 100.0 
4102 15 15 100.0 
4103 13 12 92.3 
4104 15 15 100.0 
4105 15 15 100.0 
4106 14 11 78.6 
4107 14 11 78.6 
4108 15 15 100.0 
4109 16 16 100.0 
4110 16 15 93.8 
4111 16 16 100.0 
4112 16 15 93.8 

Tota1 180 171 
Mean 15.0 14.3 94.8 
S.D. 1.0 1.8 8.1 

a): (No. of liv巴 pupson postnata1 day 4 / No. of 1iveborns) X 100 
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Appendix 14-1 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Individua1 sex ratio of pups 

Dose (mg/kg): 0 

Liveborns Sex ratio of Postnata1 day 4 Sex ratio of 
1iveborns live pups 

Dam No. of No. of at birth No. of No. of on day 4 
number males females a) males females b) 

1101 6 8 0.43 6 8 0.43 
1102 4 11 0.27 4 11 0.27 
1103 8 4 0.67 8 4 0.67 
1104 6 9 0.40 6 9 0.40 
1105 10 7 0.59 10 7 0.59 
1106 8 8 0.50 8 8 0.50 
1107 8 5 0.62 8 5 0.62 
1108 6 7 0.46 6 7 0.46 
1109 9 8 0.53 9 8 0.53 
1110 10 7 0.59 10 6 0.63 
1111 8 6 0.57 8 6 0.57 
1112 5 8 0.38 5 8 0.38 

Total 88 88 88 87 
Mean 7.3 7.3 0.50 7.3 7.3 0.50 
S.D. 1.9 1.8 0.12 1.9 1.9 0.12 

a): No. of liveborn males / No. of liveborns 
b): No. of live males on day 4 / No. of live pups on day 4 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Appendix 14-2 

Individual sex ratio of pups 

Dose (mg/kg): 100 

Sex ratio of 
live pups 
on day 4 

b) 

Postnatal day 4 Sex ratio of 
liveborns 
at birth 

a) 

Liveborns 

No. of 
females 

2101 
2102 
2103 
2104 
2105 
2106 
2107 
2108 
2109 
2110 
2111 
2112 

0.50 
0.53 
0.36 
0.50 
0.50 
0.50 
0.63 
0.33 
0.56 
0.58 
0.78 
0.64 

6
7
9
7
7
7
3
0
7
5
2
5
 

T
よ

No. of 
males 

6
8
5
7
7
7
5
5
9
7
7
9
 

0.50 
0.53 
0.33 
0.50 
0.50 
0.50 
0.63 
0.33 
0.56 
0.58 
0.70 
0.64 

No. of 
females 

6
7
0
7
7
7
3
0
7
5
3
5
 

1

4

τ

ム

No. of 
males 

6
8
5
7
7
7
5
5
9
7
7
9
 

Dam 
numb巴r

0.53 
0.12 

75 
6.3 
2.3 

82 
6.8 
1.4 

0.53 
0.11 

77 
6.4 
2.2 

82 
6.8 
1.4 

Tota1 
Mean 
S.D. 

a): No. of liveborn males / No. of liveborns 
b): No. of live males on day 4 / No. of live pups on day 4 
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A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Appendix 14-3 

Individua1 sex ratio of pups 

Sex ratio of 
1ive pups 
on day 4 

b) 

Postnata1 day 4 

Dose (mg/kg): 300 

Sex ratio of 
liveborns 
at birth 

a) 

Liveborns 

0.38 
0.46 
0.67 
0.38 
0.50 
0.67 
0.33 
0.56 
0.73 
0.31 

No. of 
females 

8
7
5
8
8
4
0
7
3
9
 

ーム

No. of 
males 

5
6
0
5
8
8
5
9
8
4
 

宅
ム

0.38 
0.46 
0.67 
0.38 
0.50 
0.67 
0.32 
0.56 
0.73 
0.31 

No. of 
females 

5 8 
6 7 

10 5 
5 8 
8 8 
8 4 
6 13 
9 7 
8 3 
4 9 
Non-pregnant 
9 9 

No. of 
males 

Dam 
number 

3101 
3102 
3103 
3104 
3105 
3106 
3107 
3108 
3109 
3110 
3111 
3112 0.50 9 9 0.50 

78 
7.1 
2.2 

81 
7.4 
2.7 

78 
7.1 
2.0 

Total 
Mean 
S.D. 

0.50 
0.14 

77 
7.0 
2.0 

0.50 
0.15 

a): No. of 1iveborn males / No. of liveborns 
b): No. of 1ive males on day 4 / No. of live pups on day 4 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2伶 ethanediylester by oral administraion in rats 

Appendix 14-4 

Individual sex ratio of pups 

Dose (mg/kg): 1000 

Sex ratio of 
live pups 
on day 4 

b) 

Postnatal day 4 Sex ratio of 
1iveborns 
at birth 

a) 

Liveborns 

No. of 
fema1es 

4101 
4102 
4103 
4104 
4105 
4106 
4107 
4108 
4109 
4110 
4111 
4112 

0.60 
0.60 
0.33 
0.67 
0.60 
0.45 
0.45 
0.60 
0.69 
0.47 
0.69 
0.47 

6
6
8
5
6
6
6
6
5
8
5
8
 

No. of 
males 

9
9
4
0
9
5
5
9
1
7
1
7
 

τム
司

ム

句

よ

0.60 
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0.12 

79 
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1.5 
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Tota1 
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S.D. 

a): No. of liveborn ma1es / No. of liveborns 
b): No. of 1ive ma1es on day 4 / No. of 1ive pups on day 4 
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Appendix 15-1 A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual body weight of pups 

Dose (mg/kg): 0 

Male Female 
Dam 
number 。 4a) Gain 。 4a) Gain 

1101 6.9 10.8 3.9 6.4 10.2 3.8 
1102 6.5 9.6 3.1 6.4 9.4 3.0 
1103 5.8 8.3 2.5 5.5 8.1 2.6 
1104 6.1 9.6 3.5 6.0 9.3 3.3 
1105 5.7 7.9 2.2 5.2 7.2 2.0 
1106 6.7 9.9 3.2 6.2 9.1 2.9 
1107 6.6 10.0 3.4 6.2 9.3 3.1 
1108 7.5 11. 0 3.5 6.8 10.0 3.2 
1109 5.9 8.2 2.3 5.5 7.5 2.0 
1110 6.2 9.0 2.8 5.8 8.5 2.7 
1111 6.8 10.2 3.4 6.7 9.9 3.2 
1112 7.0 11.4 4.4 5.8 9.2 3.4 

Mean 6.5 9.7 3.2 6.0 9.0 2.9 
S.D. 0.5 1.1 0.7 0.5 1.0 0.5 

Unit: g 
a): Postnatal day 
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Appendix 15-2 A combined repeated dose toxicity study with the reproduction/deve1opmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual bOdy weight of pups 

Dose (皿g/kg): 100 

Male Female 
Dam 
number 。 4a) Gain 。 4a) Gain 

2101 6.7 11.1 4.4 6.3 10.7 4.4 
2102 6.8 9.5 2.7 6.5 9.1 2.6 
2103 6.7 9.8 3.1 6.4 9.7 3.3 
2104 6.2 8.8 2.6 5.9 8.2 2.3 
2105 6.0 8.4 2.4 5.7 8.2 2.5 
2106 6.5 9.8 3.3 6.1 9.7 3.6 
2107 8.0 11.4 3.4 7.4 11.0 3.6 
2108 6.4 9.4 3.0 6.2 9.2 3.0 
2109 6.8 10.0 3.2 6.5 9.6 3.1 
2110 7.7 12.4 4.7 7.0 10.9 3.9 
2111 6.4 11.4 5.0 5.3 10.1 4.8 
2112 6.6 9.3 2.7 6.2 9.0 2.8 

Mean 6.7 10.1 3.4 6.3 9.6 3.3 
S.D. 0.6 1.2 0.9 0.6 0.9 0.8 

Unit: g 
a): Postnatal day 
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Appendix 15-3 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Individual body weight of pups 

Dose (mg/kg): 300 

Male Female 
Dam 
number 。 4a) Gain 。 4a) Gain 

3101 6.4 10.6 4.2 5.9 9.4 3.5 
3102 6.6 10.5 3.9 6.2 10.3 4.1 
3103 6.0 7.9 1.9 5.8 7.6 1.8 
3104 7.8 11.9 4.1 7.3 11.2 3.9 
3105 6.8 9.8 3.0 6.5 9.1 2.6 
3106 7.5 10.6 3.1 7.1 9.8 2.7 
3107 5.8 7.9 2.1 5.4 7.5 2.1 
3108 6.0 9.6 3.6 6.0 9.1 3.1 
3109 6.9 11.6 4.7 6.6 11.3 4.7 
3110 5.8 9.1 3.3 5.6 8.5 2.9 
3111 Non-pregnant 
3112 6.0 8.2 2.2 5.8 7.8 2.0 

Mean 6.5 9.8 3.3 6.2 9.2 3.0 
S.D. 0.7 1.4 0.9 0.6 1.3 0.9 

Unit: g 
a): Postnatal day 
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Appendix 15-4 A combined repeated dose toxicity study with the reproduction/developmenta1 toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by ora1 administraion in rats 

Individual bOdy weight of pups 

Dose (mg/kg): 1000 

Ma1e Fema1e 
Dam 
number 。 4a) Gain 。 4a) Gain 

4101 6.4 9.9 3.5 6.3 9.3 3.0 
4102 6.7 9.7 3.0 6.3 9.4 3.1 
4103 7.0 9.3 2.3 6.2 8.0 1.8 
4104 6.0 8.6 2.6 5.5 7.8 2.3 
4105 6.2 9.2 3.0 6.2 8.4 2.2 
4106 6.2 9.8 3.6 5.8 9.0 3.2 
4107 6.0 7.2 1.2 5.8 6.2 0.4 
4108 6.1 9.2 3.1 5.8 9.0 3.2 
4109 6.2 8.7 2.5 5.7 7.2 1.5 
4110 7.3 10.9 3.6 6.7 10.6 3.9 
4111 6.5 9.5 3.0 6.1 9.3 3.2 
4112 6.5 10.3 3.8 6.3 9.3 3.0 

Mean 6.4 9.4 2.9 6.1 8.6 2.6 
S.D. 0.4 0.9 0.7 0.3 1.2 1.0 

Unit: g 
a): Postnata1 day 
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Appendix 16-1 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

lndividual externally for gross abnormalities in pups on postnatal day 4 

Dose (mg/kg): 0 

Dam No. of pups examined Findings 
number Tota1 ( Male + Female ) 

1101 14 6 + 8 NAF 
1102 15 4 + 11 NAF 
1103 12 8 + 4 NAF 
1104 15 6 + 9 NAF 
1105 17 10 + 7 NAF 
1106 16 8 + 8 NAF 
1107 13 8 + 5 NAF 
1108 13 6 + 7 NAF 
1109 17 9 + 8 NAF 
1110 16 10 + 6 NAF 
1111 14 8 + 6 NAF 
1112 13 5 + 8 NAF 

NAF: No abnormal findings 
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A combined repeated dose toxicity study with the reproduction/deve1opmenta1 toxicity 
screening test of octad巴canoicacid， 1，2-ethanediy1 ester by ora1 administraion in rats 

Appendix 16-2 

Individua1 巴xterna11yfor gross abnorma1ities in pups on postnata1 day 4 

Dose (mg/kg): 100 

Findings 

2101 
2102 
2103 
2104 
2105 
2106 
2107 
2108 
2109 
2110 
2111 
2112 
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NAF: No abnorma1 findings 



Appendix 16-3 A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid. 1.2-ethanediyl ester by ora1 administraion in rats 

Individual ext巴rnallyfor gross abnormalities in pups on postnatal day 4 

Dam 
number 

3101 
3102 
3103 
3104 
3105 
3106 
3107 
3108 
3109 
3110 
3111 
3112 

Dose (mg/kg): 300 

No. of pups examined 
Tota1 ( Male + Female ) 

13 ( 5 + 8 
13 ( 6 + 7 
15 ( 10 + 5 
13 ( 5 + 8 
16 ( 8 + 8 
12 ( 8 + 4 
15 ( 5 + 10 
16 ( 9 + 7 
11 ( 8 + 3 
13 ( 4 + 9 
Non-pregnant 
18 ( 9 + 9 

NAF: No abnormal findings 

Findings 

NAF 
NAF 
NAF 
NAF 
NAF 
NAF 
NAF 
NAF 
NAF 
NAF 

NAF 
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A combined repeated dose toxicity study with the reproduction/developmental toxicity 
screening test of octadecanoic acid， 1，2-ethanediyl ester by oral administraion in rats 

Appendix 16-4 

Individual external1y for gross abnormalities in pups on postnatal day 4 

Dose (mg/kg): 1000 

Findings 

4101 
4102 
4103 
4104 
4105 
4106 
4107 
4108 
4109 
4110 
4111 
4112 

NAF 
NAF 
NAF 
NAF 
NAF 
NAF 
NAF 
NAF 
NAF 
NAF 
NAF 
NAF 

No. of pups examined 
Total ( Male + Female ) 
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NAF: No abnormal findings 
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