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1. GLP陳述書

試験番号

試験表題

B-6355 

4ーヒドロキシジフェニJレメタンのラットを用いた

2週間回復性観察を含む28日間反復経口投与毒性試験

試験は以下の GLP基準を遵守して実施したものです。

• 「新規化学物質等に係る試験を実施する試験施設に関する基準について」

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

企発第031121004号、平成 17年4月 1日最終改正）

2叩／年；月 7日

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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3. 試験実施概要

3.1 試験計画書

試験番号

試験表題

B-6355 

4ーヒドロキシジフェニルメタンのラットを用いた

2週間回復性観察を含む 28日間反復経口投与毒性試験

3.2 試験目的

被験物質をラットに 28日間反復経口投与し、その影響を明らかにするとともに、そ

の後 2週間の回復期間を設けて障害の可逆性を調べることを目的とした。なお、本試

験は株式会社ボゾリサーチセンター動物実験委員会の承認を受けている。

3.3 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

〒100-8916 東京都千代田区霞が関 1-2-2

3.4 試験受託者

株式会社ボゾリサーチセンター

〒151-0065 東京都渋谷区大山町36-7

3.5 試験実施施設

株式会社ボゾリサーチセンター

l) 動物試験及び病理標本観察

株式会社ボゾリサーチセンター 御殿場研究所

〒412-0039 静岡県御殿場市かまど 1284

2) 病理標本作製

株式会社ボゾリサーチセンター 東京研究所

〒156-0042 東京都世田谷区羽根木 1-3-11

3.6 試験日程

試験開始H 2008年 7月 3日

被験物質入手日 2008年 1月 24日

動物入荷H 2008年 7月 7日

投与（実験）開始日： 2008年 7月 15日

投与期間終了日 2008年 8月 11日

投与期間終了剖検日： 2008年 8月 12日

回復期間終了剖検日： 2008年 8月 26日
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試験終了日

病理学検杏終［日（実験終［日）

2008年 11月 20日

2009年 8月 7日

3.7 試験責任者

株式会社ボゾリサーチセンター 御殿均研究所研究部

3.8 試験担当者

被験物質保存責任者：

動物試験主担刈者

臨床様査青任者

病珪検査責任者

化学分析責任者

統計解析責任者

3.9 試験従事者

検疫・馴化

群分け

被験液調製

被験｛夜分析

投り

一般状態の観察

詳細な一般状態の硯察・機能検査・握カ・自発運動量の測定

体童・摂餌贔測定 ： 

尿検査（摂水量測定を含む）
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採血・血液学検査・血液化学検査

剖検（器官重量及び確認・整形者含む）

病理組織検査

統計解析

3.10 試験成績の信頼性に影響を及ぼしたと思われる環境要因

飼育条件（相対湿度）において 2008年8月9日に 14時00分～16時00分の間に 107

号室で停電により、試験計画書の範囲（50士20%)の上限を逸脱したが、一時的な変動

であり、動物に異常は認められず、試験の信頼性に及ぼす影響はないと判断した。そ

の他には本試験に関して、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。

3.11 資料保存

試験計画書及び試験計画書変更書（原本）、記録文書、生データ、報告書類（最終

報告書の原本を含む）並びに標本（被験物質保存サンプルを含む）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保存する。なお、その期間は最終報告

書提出後 10年間とする。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ー間で協議し、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、血漿、血清）について

は、試験終了時に廃棄する。

3.12 試験責任者の記名・捺印

忍勿／年 K月 7日

株式会社ボゾリサーチセンター 御殿場研究所

，
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4. 要約

Sprague-Dawley系 SPF ラット〔Crl:CD(SD)] を用いて、 4—ヒドロキシジフェニルメ

タンの反復投与による毒性並びにその可逆性を検討した。投与量は 0(0.5w/v％メチル

セルロース水溶液：対照群）、 30、150及び 750mg/kg/dayとし、 28日間反復強制経

口投与した。 1群の動物数は対照群及び 750mg/kg投与群で雌雄各 12匹、 30及び 150

mg/kg投与群で雌雄各 6匹とした。このうち、対照群及び 750mg/kg投与群の雌雄各 6

匹については、 28日間投与後 2週間休薬させた。

投与及び回復期間を通じて死亡動物はみられなかった。また、握力、機能検査及び

血液学検査では、被験物質投与の影響は認められなかった。

一般状態では、投与 5日以降に 750mg/kg投与群の雌雄で流涎が散見された。

詳細な一般状態では、手に持っての観察において投与 2週以降に 750mg/kg投与群

の雌雄で流涎が散見された。また、オープンフィールド内観察において投与 1週に 750

mg/kg投与群の雄で立ち上がり回数の低値が認められた。

自発運動量では、 750mg/kg投与群の雌雄で測定開始後 0~10分の測定で低値が認め

られた。

体重では、 750mg/kg投与群の雄で投与 4日以降および投与期間中の体重増加量に

低値が認められた。

摂餌量では、 750mg/kg投与群の雌雄で投与初期に低値が認められた。

尿検査では、 750mg/kg投与群の雌雄で尿贔の高値と浸透圧の低値が、また、雄で

摂水量の高値が認められた。

血液化学検査では、 750mg/kg投与群の雄でALTの高値と総コレステロール、グル

コース及び塩素の低値が、雌でトリグリセライドの高値が認められた。

病理学検査では、器官重量において肝臓で 750mg/kg投与群の雌雄で相対重量の高

値がみられ、組織学的にも 150mg/kg投与群の雄及び750mg/kg投与群の雌雄で小葉

中心性の肝細胞肥大が認められた。また、胃において肉眼的に 750mg/kg投与群の雌

雄で前胃の壁肥厚と雄で境界縁の肥厚が、組織学的には 150mg/kg以上の雌雄で前胃

の角化立進及び境界縁の扁平上皮過形成が、 750mg/kg投与群の雌雄で前胃の扁平上

皮過形成が認められた。更に、盲腸において肉眼的に 150mg/kg投与群の雌と 750

mg/kg投与群の雌雄で拡張が認められた。

投与期間中でみられた変化は休薬により消失あるいは程度又は発現頻度の軽減がみ

られ、回復性が認められた。

以上の結果、 4-ヒドロキシジフェニルメタンの本試験条件下における無影響贔は病

理学検査で肝臓、胃あるいは盲腸で被験物質投与の影聾が認められたことから、雌雄

とも 30mg/kg/dayと推定された。また、みられた変化はいずれも可逆性が認められた。
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5. 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依頼により、 4—ヒドロキ

シジフェニルメタンをラットに 28日間反復経口投与し、その影響を明らかにするとと

もに、 2週間休薬し、障害の可逆性を調べたのでその成績を報告する。なお、遵守し

た某準及び準拠したガイドラインなどは以下の通りである。

1) 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について」
（平成 15年 11月21日：薬食発第 1121003号、平成 15・11・17製局第 3号、環保

企発第 031121004号、平成 17年4月 1日最終改正）

2) 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 15年 11月21日：薬食発第 1121002号、平成 15・11・13製局第2号、環保

企発第 031121002号、平成 18年 11月20日最終改正）

•「OECD Guideline for Testing of Chemicals 407」

(OECD理事会： 1995年 7月27日）

3) 動物の福祉

・ 「動物の愛護及び管理に関する法律」
（昭和 48年 10月 1日法律第 105号、平成 17年 6月22日最終改正）

・ 「実験動物の飼養及び保管並びに苦痛の軽減に関する基準」
（平成 18年 4月28日環境省告示第 88号）

・ 「動物実験の適正な実施に向けたガイドライン」
（日本学衛会議、平成 18年 6月 1日）

11 
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6. 試験材料及び方法

6.1 被験物質及び媒体

6.1.1 被験物質

被験物質は東京化成工業株式会社より購入した。当試験に使用した被験物質のロッ

ト番号、純度等は次の通りである。また、試験成績を添付資料 lに示した。

名称 ： 4-ヒドロキシジフェニルメタン

英名 ： 4-Hydroxydiphenylmethane 

別名

CAS番号

示性式

ロット番号

純度

入手量

性状

融点

安定性

保存方法

保存場所

取扱い上の注意

返却

6.1.2 媒体

名称

ロット番号

メーカー

保存方法

保存場所

4ベンジルフェノール

101-53-1 

HOC6几CH凸 H5

UJSVE 

99.8% (GC法）

500 g 

白色小針状結晶

83°C 

動物試験終了後、被験物質の分析を試験受託者で

HPLC法により実施し安定であることを確認した。（添

付資料2)

冷蔵（冷蔵庫内、実測値： 3~9°C) 、遮光、防湿

御殿場研究所 被験物質保存室及び第 1研究棟被験物

質調製室

マスク、手袋を着用する。

取扱い場所及び周囲の火気を厳禁し、高温物及び強酸

化剤との接触を避ける。

被験物質約 lgを保存試料として保存した。分析用に小

分けした被験物質の残量は廃棄した。また、投与期間

中の安定性を確認するため、投与後の残贔は全て 4-ヒ

ドロキシジフェニルメタン (LotNo. UJSVE) の安定

性試験（試験番号； A-2165)へ移管した。

メチルセルロース 400cP

EWM1974 

和光純薬工業株式会社

室温

御殿場研究所 第 1研究棟被験物質調製室
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6.2 投与液の調製

6.2.1 媒体の調製

調製方法

保存方法

6.2.2 被験液の調製

メチルセルロース 400cPを注射用水（株式会社大塚製

薬工場、ロット番号； 8B74) に溶解し、 0.5w/v％メチ

ルセルロース水溶液とした。

冷所（冷蔵庫内、実測値； 4~8°C)に保存し、調製後 8

日以内に使用した。

濃度ごとに必要量の被験物質を正確に採取し、 0.5w/v％メチルセルロース水溶液に

懸濁して 6mg/mL液（低用量群液）、 30mg/mL液（中用量群液）及び 150mg/mL液

（高用量群液）を調製した。被験液は週 l回以上の頻度で調製し、調製後 8日以内に

使用した。

6.2.3 投与液の保存方法

投与液は 1日の必要分ずつ褐色瓶に分注し、使用時まで冷所（冷蔵庫内、実測値：

4~8°C) に保存した。

6.2.4 投与液の安定性

本被験物質の 0.5及び200mg/mL懸濁液（媒体： 0.5w/v％メチルセルロース水溶液）

は、冷所（冷蔵庫内、 1~10°c) で 8日間、その後室温で 24時間安定であることを株

式会社ボゾリサーチセンター御殿場研究所で確認した（試験番号： A-2110、添付資料

3)。

6.2.5 投与液の濃度・均一性確認

投与 1週と第 4週の投与に用いる各濃度の被験液について、その濃度・均一性を株

式会社ボゾリサーチセンター御殿場研究所で HPLC法を用いて確認した。その結果、

表示値に対する濃度の割合は 96.0~107.3％（許容範囲：表示値に対する割合； 100士10%)、

均一性は1.3~7.6%（許容値： CVlO％以内）であり、いずれも許容範囲内であった（添

付資料4及び 5)。分析法の概略を次に示す。

l濃度当たりの採取本数及び採取量

測定対象物質

測定対象標準物質

名称

ロット番号

保存方法

3本（上、中及び下層から採取）、 1本につき 10mL 

4—ヒドロキシジフェニルメタン

4—ヒドロキシジフェニルメタン

UJSVE 

冷蔵（冷蔵庫内、実測値： 4~6°C) 、遮光、防湿で保

存
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測定条件

HPLC条件

カラム L-column ODS (4.6 mm I.D.x 150 mm、5μm、

財団法人化学物質評価研究機構）

カラム恒温槽設定温度

HPLC移動相

40°c 

試薬名

Milli-Q水

アセトニトリル

*: HPLCシステムで混合。

混合比＊

50% 

50% 

流速 ： 1.0 rnL/rnin 

オートサンプラー設定温度

注入贔

検出

注入順序

4°c 

20 μL 

UV（測定波長 227nm) 

注入順序 注入回数 注入内容

1 3 標準溶液（システム適合性用）

2 3 標準溶液（定贔用）

3 1 測定実測試料 (6mg/mLー上層）
4 1 測定実測試料 (6mg/mLー中層）
5 1 測定実測試料 (6mg/mL—下層）

6 1 測定実測試料 (30mg/mし上層）
7 1 測定実測試料 (30mg/mL—中層）

8 1 測定実測試料 (30mg/mL—下層）， 1 測定実測試料 (150mg/mLー上層）
10 1 測定実測試料 (150mg/mし中層）
11 1 測定実測試料 (150mg/mL—下層）

なお、標準溶液及び測定実測試料の測定は 24時間以内に実施すること

（バリデーション試験で、オートサンプラー内における 24時間保存後

の安定性が確認されている）。

6.3 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ラットを用いた試験が必要とされている。この試験

に使用される系統のラットは特性がよく知られ、背景資料が豊富であることから選択

した。

6.4 試験動物及び群分け

Sprague-Dawley系SPFラット〔Crl:CD(SD)、日本チャールス・リバー株式会社、厚

木飼育センター］雌雄各47匹注）を 5週齢で入手し、当所で 8日間検疫・馴化飼育し、

一般状態の観察 (1回／日）、体重測定 (3回）及び詳細な一般状態の観察 (1回）を行
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い、体重増加量、詳細な一般状態の観察及び一般状態に異常がみられず健康と思われ

る雌雄各 36匹（主群として雌雄各 24匹、回復群として雌雄各 12匹）を選び、 6週齢

で試験に供した。投与開始日の体重範囲は、雄で200~220g、雌で 140~167gであった。

動物は、検疫・馴化期間中の体重増加量により選別後、群分け当日（投与開始の 3H 

前）の体重に基づいて層別化し、各群の平均体重ができるだけ均等となるよう各群を

構成した。個体の割付けはコンピュータを用いたブロック配置法及び無作為抽出法の

組合せ（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

割当てる）により行った。また、余剰動物は投与開始日に試験系から除外した。

注） ：試験計画書に従い、注文匹数は雌雄各 45匹であったが、実際には雌雄各 47匹が納入された。

6.5 飼育条件

動物は温度 21~25°C、相対湿度 47~72%、換気回数 1時間 10~15回、照明 l日12時

間 (07:00~19:00)の動物飼育室（雄 107号室、雌 108号室）で、ブラケット式金属製

網ケージ (W250xD 350xH 200 mm :日本ケージ株式会社）で個別飼育し、毎日 1回

の飼育室内の清掃を実施した。固形飼料CRF-1 （オリエンタル酵母工業株式会社、ロ

ット番号：080305、080509)及び御殿場市営水道水を給水瓶により自山に摂取させた。

6.6 飼料及び飲料水中の混入物質

飼料中の混入物質に関しては使用全ロットについて財団法人日本食品分析センター

あるいは EurofinsScientific Analyticsで分析を行い、また、飲料水については東芝機械

環境センター株式会社で水道法に準拠する水質検査を定期的に（年 4回）行った。こ

れらの分析成績書を入手し、試験成績に影響がないことを確認した後、写しを保存し

た。

6.7 動物の識別及びケージヘの表示

動物は入荷時に耳標を装着して個体識別した。入荷から群分け前までの間は試験番

号、性別及び耳標番号を明記したケージラベルをつけた。群分け後は、性別及び用量

ごと（対照群、低、中及び高用量群の順）に 4桁の番号をつけた。この場合、 1000の

位は群、 100の位ば性 (0番を雄、 1番を雌）、 10と1の位は個体番号とした。各飼育

ケージには、群分け前まで使用したケージラベルの裏に用鼠（群）ごとに色分けした

ラベルをつけ、試験番号、投与経路、投与量、性、動物番号、耳標番号及び剖検予定

日を明記した。ただし、詳細な一般状態の観察、機能検査、握力及び自発連動鼠測定

中は、観察者に対して投与の情報を制限するため、ケージラベルを裏返して試験番号、

性別及び耳標番号のみを表示した。

6.8 投与経路、投与期間、投与回数及び回復期間とそれらの選択理由

毒性試験法ガイドラインに準じ、投与経路は経口を選択し、投与期間は 28日間とし

た。投与回数は反復投与試験で一般的に行われている 1日1回 (7回／週）とした。回
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復期間は障害の可逆性を検討するのに適当と考えられる 2週間 (14日間）とし、この

聞投与を行わなかった。

6.9 投与方法

投与容量は 5mL/kg体重とし、胃ゾンデを用いて強制経口投与した (08:00~12:20

の間）。対照群には媒体 (0.5w/v％メチルセルロース水溶液）を同様に投与した。個

体ごとの投与液量は最新の体重を基準に算出した。

6.10 投与量及びその設定根拠並びに群構成

4—ヒドロキシシフェニルメタンの 0 (0.5w/v％メチルセルロース水溶液）、 100、300

及び 1000mg/kg/ dayを 1群雌雄各 5匹のラットに 14日間反復経口投与した結果1)、主

な変化としては、 1000mg/kg投与群の雄 l例で死亡が、血液学検査において白血球数

の高値が 300mg/kg投与群の雌と 1000mg/kg投与群の雌雄、また、血液化学検査にお

いてALT活性の高値と総コレステロールの低値が 1000mg/kg投与群の雄で、更に、病

理学検査で肝臓の絶対及び相対重量において高値が 1000mg/kg投与群の雌で、剖検所

見において 300及び 1000mg/kg投与群の雌雄で盲腸拡張が、 1000mg/kg投与群の雌で

腺胃の壁肥厚が認められた。以上のことから、本試験における投与量は、 750mg/kg 

を高用量とし、公比 5で除して、 150及び 30mg/kgの 3用量を設定した。群構成表を

次の表 l．に示した。

表 1．群構成表

試験群
投与贔 濃度 投与容量

性
主 群 回復群

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

対照群

゜ ゜
5 
雄 6 1001~1006 6 1007~1012 

雌 6 1101~1106 6 1107~1112 

低用量群 30 6 5 
雄 6 2001~2006 

雌 6 2101~2106 

中用量群 150 30 5 
雄 6 3001~3006 

雌 6 3101~3106 

高用鼠群 750 150 5 
雄 6 4001~4006 6 4007~4012 

雌 6 4101~4106 6 4107~4112 

6.11 観察及び検査の方法

それぞれ記載された時期に観察及び検査を実施した。試験日の起算に関しては下記

の通りである。

投与 1S (day 1 of administration) 

投与 1週 (week1 of administration) 

回復 1S (day 1 of recovery) 

回復 l週 (week1 of recovery) 

：投与開始日

：投与 lから投与 7日

：回復開始日（投与期間終了の翌日）

：回復 lから回復 7日
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6.11.1 一般状態の観察

全個体について投与期間中は毎日 3回、投与前と投与直後及び約 2時間後（ただし、

土曜及び休日は投与前と投与直後の 2回）、回復期間中は毎日 1回、体外表、栄養状

態、姿勢、行動及び排泄物などの一般状態を観察した。

6.11.2 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、全ての動物について投与開始前に 1回、また、投与期間

中及び回復期間中は毎週 l回実施した。また、機能検査、握力及び自発運動量の測定

は、全個体について投与 4週（雄を投与 25日、雌を投与 26日）及び回復 2週（回復

11日）に行った。なお、観察及び検査は投与の情報を制限（ブラインド化）し、動物

をランダムに配置した状態で行った。

投与開始前（検疫・馴化期間中）の詳細な一般状態の観察において異常は認められ

なかった。

6.11.2.1 詳細な一般状態の観察

l) ホームケージ内観察

姿勢、痙攣、異常行動

2) 手に持っての観察

ケージからの取り出しやすさ、被毛・皮膚の状態、眼・鼻の分泌物、眼球（眼球突

出、眼瞼閉鎖状態）、可視粘膜、自律神経機能（流涙、立毛、瞳孔径、流涎、異常呼

吸）、ハンドリングに対する反応

3) オープンフィールド内観察

覚醒状態、痙攣、異常行動、常同行動、歩行、姿勢、身繕い、立ち上がり回数、排

泄物（排羮数、排尿）

6.11.2.2 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、着地開脚幅

6.11.2.3 握力測定

CPUゲージMODEL-9502A（アイコーエンジニアリング株式会社）を用いて前肢及

び後肢の握力を測定した。

6.11.2.4 自発運動量の測定

実験動物用自発運動センサーNS-ASOI （株式会社ニューロサイエンス）を用いて自

発運動鼠を測定した。測定は 1時間とし、 10分間隔及び0~60分の測定値を集計した。
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6.11.3 体重測定

全個体について、投与 l、4、7、10、14、17、21、24及び 28Hの投与前に、回復

期間中は回復 l、3、7、10及び 14日に測定した。測定は 08:26~10:58の間に行った。

更に、全投与期間中及び回復期間中の体重増加量を算出した。剖検日には相対器官重

量算出のため、前日から約 16時間絶食させた後の体重を測定した (08:09~08:31)。

6.11.4 摂餌量測定

全個体について、投与期間中は投与 l、4、7、10、14、17、21、24及び 28日の投

与前に、回復期間中は回復 3、7、10及び 14日に測定した。測定は 08:38~11:28の間

に行った。なお、投与期間中の投与開始日は前日からの 1日量、それ以降は 3~4日間

の累積量、回復期間中の回復 l週は回復 lから 3日及び回復 3から 7日までの 2ない

し4日間の累積摂取量を、その後は 3から 4日ごとに 3ないし 4日間の累積摂取量を

測定し、 1匹 l日量を算出した。

6.11.5 尿検査

投与 4週及び回復 2週に行った。

投与 4週（投与 23日の投与後）は検査当日の全個体について、回復 2週（回復 9

日）は回復群の全個体について、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、

表 2．に記載した項目及び方法により検査した。また、摂水量は、採尿ケージに収容し

た状態で前日からの 1日当たりの摂水量を、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
1) 4時間尿についての検査

検査項目 測定方法

pH オーションスティックス-7EA試験紙a) （アークレイ株式会社）

たん白質 オーションスティックス-7EA試験紙a) （アークレイ株式会社）

ケトン体 オーションスティックス-7EA試験紙a) （アークレイ株式会社）

グルコース オーションスティックス-7EA試験紙a) （アークレイ株式会社）

潜血 オーションスティックス-7EA試験紙a) （アークレイ株式会社）

ビリルビン オーションスティックス-7EA試験紙a) （アークレイ株式会社）

ウロビリノーゲン オーションスティックス-7EA試験紙a) （アークレイ株式会社）

色調 肉眼観察

沈清 鏡検法
尿量 (4時間量）注） 日盛付スピッツ管を用いた容量測定（単位： mL)

2) 20時間尿についての検査

検査項日 測定方法
尿量 (20時間量）注） メスシリンダーを用いた容量測定（単位： mL)

浸透圧 氷点降下法b）（単位： mOsm/kg)

使用測定機器

a) : AUTION™ MINI AM-4290（アークレイ株式会社）
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）

注） ： 4時間の尿量と 20時間の尿量を合計して 24時間の尿量 (mL/24h) を算出した。
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6.11.6 血液学検査

投与期間及び回復期間終了の翌日の計画剖検時に、前日から一夜（約 16~20時間）

絶食させた全個体について、エーテル麻酔下で開腹し、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

について表 3.1) に記載した項目及び方法により検査した。更に、血液（約 0.9mL) 

を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、遠

心分離（設定：約 3,000rpm、約 1,600xg、約 10分間）により得られた血漿について

表 3.2) に記載した項目及び方法により検査した。なお、鏡検による確認に備え、全

個体について May-Griinwald-Giemsa染色法による血液塗抹標本を作製したが、鏡検に

よる確認は不要と判断し、鏡検は実施しなかった。

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
10単4/位μL 赤血球数 (RBC) 2角度レーザーフローサイトメトリー法a)

へモグロビン量 (HGB) シアンメトヘモグロビン変法a) g/dL 

ヘマトクリット値 (HCT) 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 

平均赤血球血色素量 (MCH) 赤血球数及びヘモグロビン贔から算出a) pg 
平均赤血球血色素濃度 (MCHC) ヘモグロビン量及びヘマトクリット値から算出a) g/dL 

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

血小板数 (PLT) 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) 10りμL
白血球百分率‘庄） ペル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) 10りμL

2) クエン酸ナトリウム加血液から分離した血漿についての検査

検査項目 測定方法 単位

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

プラスチン時間 (APTT) クロット法b) s 

フィブリノーゲン量 (FIB) トロンボプラスチン法b) rng/dL 

使用測定機器

a).総合血液学検査装置アドヴィア 120(Siemens Medical Solutions Diagnostics, New York, USA) 

b) :血液凝固自動測定装置 ACL 100 (Instrumentation Laboratory) 

注） ： リンパ球 (LYMP)、好中球 (NEUT)、好酸球 (EOS)、好塩晶球（BASO)、単球 (MONO)

及び大型非染色球 (LUC)。また、白血球百分率と白血球数から各分画の実数を算出した。
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6.11.7 血液化学検査

血液学検査用試料と同時に採取した血液を凝固促進剤入り試験管（ベノジェクト II-

オートセップ：テルモ株式会社）に取り、遠心分離（設定：約 3,000rpm、約 1,600xg、

約 10分間）し、得られた血清について、表 4.1) に記載した項目及び方法により検査

した。また、ヘパリン加試験管（血液 1mL当たり約 20単位のヘパリン）に採取した

血液を遠心分離（設定：約 3,000rpm、約 l,600xg、約 10分聞）し、得られた血漿に

ついて表 4.2) に記載した項目及び方法により検査した。

表4.血液化学検査の項目、測定法及び使用機器など
l)分離した血清についての検査

検査項目 測定方法 単位
ALP Bessey-Lowry法a) IU/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-GK-GPO-POD法a) mg/dL 
リン脂質 (PL) PLD-ChOD-POD社ミa) mg/dL 
総ビリルビン (T-BIL) ビリルビンオキシダーゼ法a) mg/dL 
グルコース (GLU) グルコースデヒドロゲナーゼ法a) mg/dL 

尿素窒素 (BUN) Urease-LEDH法a) mg/dL 

クレアチニン (CRNN) Creatininase-creatinase-sarcosine oxidase-PO D法a) mg/dL 
ナトリウム (Na) イオン選択電極法a) mmol/L 

カリウム (K) イオン選択電極法a) rnrnol/L 

塩素 (Cl) イオン選択電極法a) mmol/L 

カルシウム (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 
アルブミン (ALB) BCG法a) g/dL 
A/G比 (A/G) 総たん白質およ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漿についての検査

検査項目 測定方法 単位

AST UV-rate法a) IU/L 

ALT UV-rate法a) IU/L 

LDH UV-rate法a) IU/L 

y-GTP L-y—グルタミル＿3-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（株式会社東芝）
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6.11.8 病理学検査

6.11.8.1 剖検

全ての計画剖検動物については、採血後腹大動脈切断により放血致死させ、体外表・

頭部・胸部・腹部を含む全身の器官・組織の肉眼による詳細な病理解剖を行い、結果

を記録した。

6.11.8.2 器官重量測定

全ての計画剖検動物については、次に示す器官の重量（絶対重量）を測定するとと

もに、絶対重量と剖検時の体重から体重 100g当たりの相対重量を算出した。

なお、＊印を付し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。

脳、副腎＊、胸腺、牌臓、心臓、肝臓、腎臓＊、精巣＊、精巣上体＊、卵巣＊、子宮

6.11.8.3 病理組織学検査

全ての個体について次に示す器官・組織を採取し、リン酸緩衝 lOvol％ホルマリン液

で固定した。ただし、肺はリン酸緩衝 lOvol％ホルマリン液を注入後、眼球及び視神経

はリン酸緩衝液で調製した 3vol％グルタルアルデヒド・ 2.5vol％ホルマリン液で固定

後、精巣及び精巣上体はブアン液で固定した後、それぞれ、リン酸緩衝 lOvol％ホルマ

リン液で保存し、パラフィン包埋した。その後、切片としてヘマトキシリン・エオジ

ン染色標本を作製し、対照群及び高用量群（肉眼的異常部位については全例）につい

て鏡検した。なお、被験物質投与の影齊が疑われた雌雄の肝臓及び胃については低及

び中用量群並びに回復群の全個体についても鏡検した。さらに、＊で示した両側性器

官については両側を摘出したが、鏡検は片側のみ行った。

大脳、小脳、脊髄（胸部）、坐骨神経、眼球＊、下垂体、甲状腺＊、上皮小体＊、副

腎＊、胸腺、牌臓、顎下リンパ節、腸間膜リンパ節、心臓、気管、肺（気管支を含む）、

胃、十二指腸、空腸、回腸（パイエル板を含む）、盲腸、結腸、直腸、肝臓、腎臓＊、

膀脱、精巣＊、精巣上体＊、前立腺、卵巣＊、子宮、胸骨（骨髄を含む）、大腿骨（骨

髄を含む）及び大腿部骨格筋

他に、ハーダー腺＊、視神経＊、胸大動脈、舌、食道、顎下腺＊、舌下腺＊、膵臓、腟、

精嚢、乳腺（鼠径部）、皮膚（鼠径部）、個体識別部位（耳介）及び喉頭を摘出して

保存した。
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6.12 統計解析

オープンフィールド内観察の定量的項目、機能検査における定量的項目、握力測定、

自発運動量の測定、体重（体重増加量を含む）、摂餌量、摂水量、尿検査の定量的項

日、血液学検査、血液化学検査及び器官重量データについて、対照群と各投与群との

間で統計解析を行った。先ず、 Bartlett検定により分散性の検定を行った（有意水準：

両側 1%)。分散が等しい場合はDunnett法を用いて、非等分散の場合はDunnett型の

mean rank testを用いて、対照群と各投与群との間で検定を行った（有意水準：両側 5

及び 1%)。なお、回復群については、 F検定により各群の分散の均一性の検定（有意

水準：片側 5%) を行った。その結果、等分散性が認められた場合には対照群と被験

物質投与群との平均値の差についてStudentのt検定（有意水準：両側 5及び l%) を、

等分散性が認められなかった場合にはAspin-Welchのt検定（有意水準：両側 5及び 1%)

を行った2)~6)。
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7. 試験結果

7.1 一般状態

成績を Table1-1~1-3及びAppendix1~10に示した。

l) 投与期間

750 mg/kg投与群の雌雄において、投与 5日以降で流涎が散見された。

2) 回復期間

いずれの動物においても、回復期間を通じて異常は認められなかった。

7.2 詳細な一般状態、機能検査、握力及び自発運動量

7.2.1 詳細な一般状態

成績を Table2-1~2-18及びAppendix11~70に示した。

l) 投与期間

(1) 投与 1週

オープンフィールド内観察において 750mg/kg投与群の雄で立ち上がり回数の有意

な低値が認められた。

(2) 投与2週

手に持っての観察において、 750mg/kg投与群の雄 3例と雌 l例で軽度な流涎が認

められた。

(3) 投与 3週

手に持っての観察において、 750mg/kg投与群の雄 4例と雌 5例で軽度な流涎が認

められた。

(4) 投与4週

手に持っての観察において、 750mg/kg投与群の雄 l例と雌 2例で軽度な流涎が認

められた。

2) 回復期間

いずれの検査項目においても異常はなく、 750mg/kg投与群の雌雄とも対照群との

間に有意差は認められなかった。

7.2.2 機能検査

成績を Table2-19、2-20及びAppendix71~76に示した。

l) 投与 4週

いずれの検査項目においても異常はなく、各被験物質投与群の雌雄とも対照群との

間に有意差は認められなかった。

2) 回復 2週

いずれの検査項目においても異常はなく、 750mg/kg投与群の雌雄とも対照群との

間に有意差は認められなかった。
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7.2.3 握力

成績を Table2-21、2-22及びAppendix77~82に示した。

l) 投与 4週

各被験物質投与群の雌雄とも対照群との間に有意差は認められなかった。

2) 回復 2週

750 mg/kg投与群の雌雄とも対照群との間に有意差は認められなかった。

7.2.4 自発運動量

成績を Fig.1~4、Table2-23、2-24及びAppendix83~88に示した。

l) 投与 4週

750 mg/kg投与群の雌雄で測定開始後 0~10分の測定に有意な低値が認められた。そ

の他には、 30mg/kg投与群の雌で測定開始後 20~30分の測定と 150mg/kg投与群の雄

で測定開始後 10~20分の測定に有意な低値が認められたが、いずれも測定開始後 0~10

分の測定を含む他の測定時期と 0~60分の測定では変化が認められていない一過性の

変化であることから、偶発性の変化と判断した。

2) 回復 2週

750 mg/kg投与群の雌で測定開始後 40~50分の測定に有意な低値が認められたが、

測定開始後 0~10分の測定を含む他の測定時期と 0~60分の測定では変化が認められて

いない一過性の変化であることから、偶発性の変化と判断した。

7.3 体重

成績を Fig.5、Table3-1、3-2及びAppendix89~94に示した。

l) 投与期間

750 mg/kg投与群の雄で投与 4日以降に有意な低値が、更に、投与期間中の体重増

加量にも有意な低値が認められた。

2) 回復期間

750 mg/kg投与群の雌雄とも対照群と同様に推移し有意差は認められなかった。

7.4 摂餌量

成績を Fig.6、Table4-1、4-2及びAppendix95~100に示した。

l) 投与期間

750 mg/kg投与群の雌雄で投与4日に有意な低値が認められた。

2) 回復期間

750 mg/kg投与群の雌雄とも対照群と同様に推移し有意差は認められなかった。
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7.5 尿検査（摂水量含む）

成績を Table5-1~5-8及びAppendix101~118に示した。

l) 投与 4週

750 mg/kg投与群の雌雄で尿量の有意な高値と浸透圧の有意な低値が、雄で摂水量

の有意な高値が認められた。

2) 回復 2週

750 mg/kg投与群の雌雄とも定性的項目に異常は認められず、尿量、摂水量及び浸

透圧においても対照群との間に有意差は認められなかった。

7.6 血液学検査

成績を Table6-1~6-6及びAppendix119~136に示した。

l) 投与期間終了時

750 mg/kg投与群の雄で白血球百分率と白血球数からの各分画の実数において好中

球数の有意な高値が認められたが、白血球数及び白血球百分率には変化がないことか

ら偶発性と判断した。

2) 回復期間終了時

750 mg/kg投与群の雄で網赤血球率の有意な高値が認められたが、投与期間終了時

に認められていないことから偶発性と判断した。

7.7 血液化学検査

成績を Table7-1~7-4及びAppendix137~148に示した。

l) 投与期間終了時

750 mg/kg投与群の雄で ALTの有意な高値と総コレステロール、グルコース及び塩

素の有意な低値が、雌でトリグリセライドの有意な高値が認められた。その他には、

30及び 150mg/kg投与群の雌でカリウムの有意な高値が認められたが、高用量群には

同様な変化は認められていないことから偶発性と判断した。また、 750mg/kg投与群

の雄で A/G比率の有意な高値が認められたが、総たん白質とアルブミン等には変化が

みられていないことから偶発性と判断した。

2) 回復期間終了時

750 mg/kg投与群の雌で ALTとナトリウムの有意な低値が認められたが、いずれの

変化も投与期間終了時にみられていないことから偶発性と判断した。

7.8 器官重量

成績を Table8-1~8-8及びAppendix149~172に示した。

l) 投与期間終了時

被験物質投与によると考えられる変化が肝臓に認められた。

肝臓 ： 750 mg/kg投与群の雌雄で相対重鼠の有意な高値が認

められた。
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上記のほか、剖検時体重の有意な低値が 750mg/kg投与群の雄で認められた。

以下に示す変化については、その出現状況からいずれも被験物質投与との関連性の

ない変化（主として剖検時体重の低値に起因）と判断した。

腎臓 ： 750 mg/kg投与群の雄で相対重量の有意な高値が認め

られた。

脳

心臓

750 mg/kg投与群の雄で相対重量の有意な高値が認め

られた。

各被験物質投与群の雄で絶対重量の有意な低値が認め

られた。

2) 回復期間終了時

いずれの器官においても、雌雄とも 750mg/kg投与群と対照群の間に有意差は認め

られなかった。

7.9 剖検所見

成績を Table9-1、9-2及びAppendix1 73~244に示した。

l) 投与期間終了時

被験物質投与によると考えられる変化が盲腸及び胃に認められた。

150 mg/kg投与群の雌 1例、 750mg/kg投与群の雌雄各

5例で拡張が認められた。

750 mg/kg投与群の雄4例と雌5例で前胃の壁肥厚が、

750 mg/kg投与群の雄 2例で境界縁の肥厚が認められ

た。

以下に示す所見についてはその出現状況などから、いずれも偶発性の変化と判断し

た。

精巣上体 ： 750 mg/kg投与群の 1例で一部黄色巣が認められた。

2) 回復期間終了時

被験物質投与によると考えられる変化が胃に認められた。

胃 ： 750 mg/kg投与群の雄 l例で前胃の壁肥厚が、 750

mg/kg投与群の雌2例で境界縁の肥厚が認められた。

盲腸

胄

目

7.10 病理組織学検査

成績を Table10-1~10-4及びAppendix1 73~244に示した。

l) 投与期間終了時

被験物質投与によると考えられる変化が肝臓及び胃で認められた。

肝臓 ： 150 mg/kg投与群の雄 3例、 750mg/kg投与群の雄全例

と雌 2例で軽微あるいは軽度な小葉中心性の肝細胞肥

大が認められた。
胄

目 剖検において前胃の壁肥厚あるいは境界縁の肥厚がみ
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られた 750mg/kg投与群の雄 6例と雌 5例を含み次の

所見が認められた。 150mg/kg投与群の雄 3例と雌 l

例、 750mg/kg投与群の雌雄各全例で軽微あるいは軽

度な前胃の角化立進が、 750mg/kg投与群の雄 5例と

雌 4例で軽微あるいは軽度な前胃の扁平上皮過形成が、

150 mg/kg投与群の雄 5例と雌 l例、 750mg/kg投与群

の雌雄各全例で軽微あるいは軽度な境界縁の扁平上皮

過形成が認められた。

以下に示す所見については、その出現状況あるいは病理組織学的性状からいずれも

偶発性の変化と判断した。なお、剖検時に盲腸で拡張が認められた 150mg/kg投与群

の雌 l例と 750mg/kg投与群の雌雄各 5例については病理組織学検査において剖検所

見に関連する異常は認められなかった。

胸骨（骨髄を含む） ： 対照群の雄 l例と雌2例、750mg/kg投与群の雄2例と

雌 3例で軽微な軟骨粘液変性が認められた。

精巣上体

心臓

腎臓

肝臓

肺

上皮小体

前立腺

大腿部骨格筋

剖検において一部黄色巣がみられた 750mg/kg投与群

の 1例で軽度な精子肉芽腫が認められた。

対照群の雌 l例で軽微な心筋炎が認められた。

対照群の雄4例と雌 l例、 750mg/kg投与群の雌雄各 4

例で軽微あるいは軽度な再生尿細管が、 750mg/kg投

与群の雌 l例で軽微な硝子円柱が、対照群の雌 l例で

軽度な限局性の繊維化が認められた。

対照群の雌雄各 5例、 30mg/kg投与群の雄 l例と雌 4

例、 150mg/kg投与群の雄 l例と雌 3例、 750mg/kg投

与群の雌雄各 2例で軽微あるいは軽度な小葉辺縁性の

肝細胞空胞化が、対照群の雄 4例と雌 2例、 30mg/kg 

投与群の雄 3例と雌 4例、 150mg/kg投与群の雄 l例

と雌 3例、 750mg/kg投与群の雄 4例と雌 2例で軽微

あるいは軽度な微小肉芽腫が認められた。

750 mg/kg投与群の雄 l例で軽微な動脈壁の鉱質沈着

が、対照群の雌 l例に軽微な限局性の出血が、対照群

の雄 l例で軽微な肺胞貪食細胞の出現が、対照群の雄

l例で軽微な限局性の肺炎が認められた。

750 mg/kg投与群の雄 l例で軽微なリンパ球の細胞浸

潤が認められた。

対照群の 4例、 750mg/kg投与群の 2例で軽微あるい

は軽度な間質性の細胞浸潤が認められた。

対照群の雌雄各 l例、 750mg/kg投与群の雌雄各 l例

で筋繊維の変性が、対照群の雄 l例で軽微な聞質性の
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肺臓

甲状腺

細胞浸潤が認められた。

対照群の雄 4例、 750mg/kg投与群の雄 3例で軽微な

髄外造血が認められた。

対照群の雄 l例で異所性胸腺が、 750mg/kg投与群の

雄 2例で鰊後体遣残が認められた。

2) 回復期間終了時

被験物質投与によると考えられる変化が肝臓及び胃に認められた。

肝臓 ： 750 mg/kg投与群の雄 2例で軽微な小葉中心性肝細胞

肥大が認められた。

剖検において前胃の壁肥厚がみられた 750mg/kg投与

群の雄 l例では、軽微な前胃の角化九進、軽度な前胃

の扁平上皮過形成と軽微な境界縁の扁平上皮過形成が

認められた。また、剖検において境界縁の肥厚がみら

れた 750mg/kg投与群の雌 2例では、軽微な境界縁の

扁平上皮過形成と前胃の軽微な扁平上皮過形成と軽微

な角化九進が認められた。

以下に示す所見については、その出現状況あるいは病理組織学的性状からいずれも

偶発性の変化と判断した。

肝臓 ： 対照群の雄2例と雌 3例、750mg/kg投与群の雄 l例と

雌 4例で軽微あるいは軽度な小葉辺縁性の肝細胞空胞

化が、対照群の雄 4例と雌 5例、 750mg/kg投与群の

雄 4例と雌 3例で軽微な微小肉芽腫が認められた。

胄ぃ
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8. 考察

Sprague-Dawley系 SPFラット〔Crl:CD(SD)]に4-ヒドロキシジフェニルメタンを 0

(0.5w/v％メチルセルロース水溶液：対照群）、 30、150及び750mg/kg/dayの用量で

28日間反復強制経口投与し、その毒性を検討するとともに、対照群及び 750mg/kg投

与群はその後 2週間休薬させ、変化の可逆性について検討した。

投与及び回復期間を通じて死亡動物はみられなかった。また、一般状態では、 750

mg/kg投与群の雌雄で投与 5日以降に流涎が散見されたが、一過性の変化であった。

詳細な一般状態では、手に持っての観察において 750mg/kg投与群の雌雄で投与 2

週以降において流涎が散見された。また、オープンフィールド内観察において 750

mg/kg投与群の雄で投与 1週に立ち上がり回数の低値が認められた。これらの変化は

休薬により消失し、回復性が認められた。

機能検査及び握力では、被験物質投与の影響は認められなかった。

自発運動量では、 750mg/kg投与群の雌雄で測定開始後 0~10分の測定に低値が認め

られた。この変化は休薬により消失し、回復性が認められた。

体重では、 750mg/kg投与群の雄で投与 4日以降と投与期間中の体重増加鼠に低値

が認められた。この変化は休薬により消失し、回復性が認められた。

摂餌鼠では、 750mg/kg投与群の雌雄で投与初期（投与 4日）に低値が認められ、

被験物質投与の影響が疑われた。

尿検査では、 750mg/kg投与群の雌雄で尿贔の高値と浸透圧の低値が、また、雄で

摂水量の高値が認められた。これらの変化は休薬により消失し、回復性が認められた。

血液学検査では、被験物質投与の影響は認められなかった。

血液化学検査では、 750mg/kg投与群の雄でALTの高値が、雌でトリグリセライド

の高値が認められ、被験物質投与による肝臓への影響が疑われた。また、 750mg/kg 

投与群の雄で総コレステロール、グルコースの低値が認められ、被験物質投与による

体重低下との関連が疑われた。更に、 750mg/kg投与群の雄で塩素の低値が認められ

た。これらの変化は休薬により消失し、回復性が認められた。

病理学検査では、肝臓、胃及び盲腸に被験物質投与の影響が認められた。肝臓にお

いて 750mg/kg投与群の雌雄で相対重鼠の高値が認められ、組織学的には 150mg/kg 

投与群の雄と 750mg/kg投与群の雌雄で小葉中心性の肝細胞肥大が認められた。また、

胃において肉眼的に 750mg/kg投与群の雌雄で前胃の壁肥厚が、雄で境界縁の肥厚が、

組織学的には 150mg/kg以上の投与群の雌雄で前胃の角化充進及び境界縁の扁平上皮

過形成が、 750mg/kg投与群の雌雄で前胃の扁平上皮過形成が認められた。更に、盲

腸において肉眼的に 150mg/kg投与群の雌と 750mg/kg投与群の雌雄で拡張が認めら

れた。これらの変化は休薬後ほぼ消失したが、肉眼的に胃において前胃の壁肥厚ある

いは境界縁の肥厚が雌雄で、組織学的には肝臓で小葉中心性の肝細胞肥大が雄で、胃

において前胃の角化冗進と扁平上皮過形成、境界縁の扁平上皮過形成が雌雄で認めら
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れた。しかし、いずれも程度あるいは発現頻度が軽減し、回復性が認められた。

以上の結果、 4—ヒドロキシジフェニルメタンの本試験条件下における無影警量は病

理学検査で肝臓、胃あるいは盲腸で被験物質投与の影響が認められたことから、雌雄

とも 30mg/kg/dayと推定された。また、みられた変化はいずれも可逆性が認められた。
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2008年01月22日

東京化成工案株式会社品質保証

〒103-0023
東京都中央区日本橋本町4丁目10
TEL: 03(5640)8860 FAX: 03 

製品名： 4-Benzylphenol

製品コード： H0239 I等級： EP 製品ロット： UJSVE I判定：合格

項目 結果 規格値

純度(GC) 99.8% 98.0％以上

融点 84.3 deg-C 83.0~86.0 deg-C 
メタ／ール溶状 澄明 ほとんど澄明以内
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添付資料 2 

4ーヒドロキシジフェニルメタンの安定性試験成績書

安定性試験番号

試験実施施設

洞定日

測定方法

被験物質

使用試験番号

測定対象物質

保存・使用期間

判定基準

結果

4-ヒドロキシ
ジフェニルメタンの

判定

ピーク面積

（凸写

37332044 
37791826 
37003261 

試験責任者

A-2165 

株式会社ポゾリサーチセンター 御殿場研究所

2008年 10月 16日

HPLC 

4-1::ドロキシジフェニルメタン (LotNo. UJSVE) 

B-6355 

4ーヒドロキシジフェニルメタン

2008年 1月24日（入手日） ～2008年10月16日（最終使用日）

4七ドロキシジフェニルメタン (LotNo. UJSVE)の純度が、

東京化成工業株式会社より発行されている成績書の規格値

(95.0％以上）を満たすこと。

総類縁物質の

合計ピーク面積

(μV・sec) 

10421 l 
109174 
99493 

総類縁物質
(%) 

0.3 
0.3 
0.3 

純度
(%) 

99.7 
99.7 
99.7 

測定結果は全て純度 99.7％であり、規格値を満たした。

土098年／1月ュ5日
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添付資料 3 (1;2) 

A-2110 (1/2) 

被験液中 4—ヒドロキシジフェニルメタン安定性・均一性試験成績書

試験番号

試験実施施設

測定日（ステージ）

測定方法

被験物質

媒体

調製濃度

調製形態

調製日

保存条件

測定対象物質

評価基準

安定性

均一性

判定

結果

試験責任者

A-2110 

株式会社ボゾリサーチセンター 御殿場研究所

2008年 4月 15日 （調製直後）

2008年 4月 24日 （冷所 8日間＋室温24時間）

HPLC 

4ーヒドロキシジフェニルメタン (LotNo. UJSVE) 

0.5 w/v％メチルセルロース溶液

0.500及び200mg/mL 

懸濁液

2008年 4月 15日

褐色ガラス瓶に入れ、冷所（冷蔵庫内、許容値： l~ 

10℃)及び室温

4ーヒドロキシジフェニルメタン

残存率（初期値に対する保存後の濃度の平均値）が 100

士10％以内。

変動係数 (CV)が 10％以下。

本被験液は冷所 8日間＋室温24時間安定であり、かつ

均ーであることが確認された。

次ページを参照

¥かか年払月衿［日
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添付資料 3 (2/2) 

結果

調製濃度

(mg/mL) 

0.500 

平均値

標準偏差

残存率（％）

CV(%) 

200 

採取層

上層

中層

下層

上層

中層

下層

測 定

調製直後

0.484 
0.489 
0.483 

0.485 
0.003 
100 
0.6 

198 
204 
203 

平均値 202 
標準偏差 3 
残存率(%) 100 
CV(%) 1.5 

平均値及び標準偏差はEmpowerを用いて算出した。

濃 度 (mg/mL)
冷所8日間
＋室温24時間

0.477 
0.478 
0.476 

0.477 
0.001 
98.4 
0.2 

203 
206 
202 

204 
2 
101.0 
1.0 

A-2110 (2/2) 
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添付資料 4 

4ーヒドロキシジフェニルメタンの被験液中濃度・均一性測定成績書

試験番号

測定実施施設

ステージ

測定年月日

測定方法

被験液

被験物質

媒体

表示値

調製形態

調製年月日

判定基準

結 果

表示値

(mg/mL) 

6 

30 

150 

B-6355 

株式会社ボゾリサーチセンター 御殿場研究所

投与 1週

2008年7月 11日及び2008年7月 12日

HPLC 

4-l:::ドロキシジフェニルメタン (LotNo. UJSVE) 

0.5%MC水溶液

6、30及び 150mg/mL 

懸濁

2008年 7月 11H

濃度許容範囲；表示値に対する割合； 100士10%

均一性許容範囲； CVlO％以内

測定濃度
表示値に

(mg/mL) 
平均値土標準偏差 対する割合

（％） 

5.93 
6.11 6.04土0.10 100.7 
6.07 

26.3 
29.7 28.8士2.2 96.0 
30.4 

163 
162 161 士3 107.3 
158 

平均値及び標準偏差はEmpowerを用いて算出した。

判 定 適

化学分析責任者 .lf)98年 7月I5日

CV 
（％） 

1.7 

7.6 

1.9 
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添付資料 5 

4ーヒドロキシジフェニルメタンの被験液中濃度・均一性測定成績書

試験番号

測定実施施設

ステージ

測定年月日

測定方法

被験液

被験物質

媒体

表示値

調製形態

調製年月日

判定基準

結 果

表示値

(mg/mL) 

6 

30 

150 

B-6355 

株式会社ボゾリサーチセンター 御殿場研究所

投与4週

2008年8月5日

HPLC 

4・ヒドロキシジフェニルメタン (LotNo. UJSVE) 

0.5%MC水溶液

6、30及び 150mg/m.L 

懸濁

2008年8月5日

濃度許容範囲；表示値に対する割合； 100士10%

均一性許容範囲； CVlO％以内

測定濃度
表示値に

(mg/mL) 
平均値士標準偏差 対する割合

（％） 

5.85 
6.02 5.94土 0.08 99.0 
5.93 

29.9 
30.6 30.2士0.4 100.7 
30.0 

141 
143 144 土 4 96.0 
149 

平均値及び標準偏差はEmpowerを用いて算出した。

判 定 適

化学分析責任者 ム加8年 g-月 8日

CV 
（％） 

1.3 

1.3 

2.8 
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Fig. 1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Motor activity (Week 4 of administration period) 
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Fig.2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Motor activity (Week 4 of administration period) 
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Fig.3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Motor activity (Week 2 of recovery period) 
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Table 1-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Clinical signs (Administration period) 

Day of administration 
Sex Dose Findings 

mg/kg 1 2 3 4 5 6 7 8 ， 10 11 12 13 14 

゜
No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Male 30 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

150 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

750 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 
No abnormality 12 12 12 12 11 10 12 ， 11 12 12 12 12 12 
Salivation 

゜゜゜゜
1 2 

゜
3 1 

゜゜゜゜゜
゜
No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Female 30 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

150 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

750 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 
No abnormality 12 12 12 12 10 11 11 ， 12 10 10 ， 8 12 
Salivation 

゜゜゜゜
2 1 1 3 

゜
2 2 3 4 

゜
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Table 1-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Clinical signs (Administration period) 

Day of administration 
Sex Dose Findings 

mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28 

゜
No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Male 30 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

150 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

750 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 
No abnormality 10 11 10 10 10 12 11 11 10 10 10 10 ， 10 
Salivation 2 1 2 2 2 

゜
1 1 2 2 2 2 3 2 

゜
No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

Female 30 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

150 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

750 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 

No abnormality 10 10 ， 10 8 ， 11 10 10 10 10 ， 8 ， 
Salivation 2 2 3 2 4 3 1 2 2 2 2 3 4 3 
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Table 1-3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Clinical signs (Recovery period) 

Day of recovery 
Sex Dose Findings 

mg/kg 1 2 3 4 5 6 1 8 ， 10 11 12 13 14 
Male 

゜
No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

750 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

Female 

゜
No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 

750 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 



B-6355 

Table 2-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : home cage observations (Week 1 of administration period) 

Sex Male Female 

Dose (mg/kg) 

゜
30 150 750 

゜
30 150 750 

Parameter No. of animals 12 6 6 12 12 6 6 12 

Posture 
Normal 12 6 6 12 12 6 6 12 

Convulsion 
None 12 6 6 12 12 6 6 12 

Abnormal behavior 
None 12 6 6 12 12 6 6 12 
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Table 2-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : home cage observations (Week 2 of administration period) 

Sex Male Female 

Dose (mg/kg) 

゜
30 150 750 

゜
30 150 750 

Parameter No. of animals 12 6 6 12 12 6 6 12 

Posture 
Normal 12 6 6 12 12 6 6 12 

Convulsion 
None 12 6 6 12 12 6 6 12 

Abnormal behavior 
None 12 6 6 12 12 6 6 12 
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Table 2-3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : home cage observations (Week 3 of administration period) 

Sex Male Female 

Dose (mg/kg) 

゜
30 150 750 

゜
30 150 750 

Parameter No. of animals 12 6 6 12 12 6 6 12 

Posture 
Normal 12 6 6 12 12 6 6 12 

Convulsion 
None 12 6 6 12 12 6 6 12 

Abnormal behavior 
None 12 6 6 12 12 6 6 12 
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Table 2-4 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : home cage observations (Week 4 of administration period) 

Sex Male Female 

Dose (mg/kg) 

゜
30 150 750 

゜
30 150 750 

Parameter No. of animals 12 6 6 12 12 6 6 12 

Posture 
Normal 12 6 6 12 12 6 6 12 

Convulsion 
None 12 6 6 12 12 6 6 12 

Abnormal behavior 
None 12 6 6 12 12 6 6 12 



Table 2-5 

Parameter 

Posture 
Normal 

Convulsion 
None 

Abnormal behavior 
None 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : home cage observations (Week l of recovery period) 

Sex Male Female 

Dose (mg/kg) 

゜
750 

゜
750 

No. of animals 6 6 6 6 

6 6 6 6 

6 6 6 6 

6 6 6 6 

B-6355 



Table 2-6 

Parameter 

Posture 
Normal 

Convulsion 
None 

Abnormal behavior 
None 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : home cage observations (Week 2 of recovery period) 

Sex Male Female 

Dose (mg/kg) 

゜
750 

゜
750 

No. of animals 6 6 6 6 

6 6 6 6 

6 6 6 6 

6 6 6 6 

B-6355 
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Table 2-7 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : in-the-hand observations (Week 1 of administration period) 

Sex Male Female 

Dose (mg/kg) 

゜
30 150 750 

゜
30 150 750 

Parameter No. of animals 12 6 6 12 12 6 6 12 

Ease of removal from cage 
Easy 12 6 6 12 12 6 6 12 

Fur condition 
Normal 12 6 6 12 12 6 6 12 

Skin 
Normal 12 6 6 12 12 6 6 12 

Sec t etions-Eye, Nose 
A sent 12 6 6 12 12 6 6 12 

Ex 器hthalrnos 
sent 12 6 6 12 12 6 6 12 

p a心pebr f l closure 
orma 12 6 6 12 12 6 6 12 

Mucosal membranes 
Normal 12 6 6 12 12 6 6 12 

Lacrirnation 
Normal 12 6 6 12 12 6 6 12 

Pi 謡erection 
sent 12 6 6 12 12 6 6 12 

Pu <il s i ze 
orma 12 6 6 12 12 6 6 12 

Salivation 
None 12 6 6 12 12 6 6 12 

Abn g rmal respiration 
A sent 12 6 6 12 12 6 6 12 

Reactivity to handling 
12 6 6 12 12 6 6 12 Easy 



B-6355 

Table 2-8 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : in-the-hand observations (Week 2 of administration period) 

Sex Male Female 

Dose (mg/kg) 

゜
30 150 750 

゜
30 150 750 

Parameter No. of animals 12 6 6 12 12 6 6 12 

Ease of removal from cage 
12 Easy 12 6 6 12 12 6 6 

Fur condition 
Normal 12 6 6 12 12 6 6 12 

Skin 
Normal 12 6 6 12 12 6 6 12 

Secretions-Eye, Nose 
12 Absent 12 6 6 12 12 6 6 

Ex 蹂hthalmos 
sent 12 6 6 12 12 6 6 12 

Pa 認ebral closure 
rmal 12 6 6 12 12 6 6 12 

Mucosal membranes 
Normal 12 6 6 12 12 6 6 12 

Lacrimation 
Normal 12 6 6 12 12 6 6 12 

Pi 謡erection 
sent 12 6 6 12 12 6 6 12 

p u~ il s i ze 
orrna 12 6 6 12 12 6 6 12 

Salivation 
None 12 6 6 ， 12 6 6 11 
Slight 

゜ ゜ ゜
3 

゜ ゜ ゜
1 

Abnormal respiration 
Absent 12 6 6 12 12 6 6 12 

Reactivity to handling 
Easy 12 6 6 12 12 6 6 12 
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Table 2-9 A 28-day oral toxicity study of 4-Hydroxydiphenylrnethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : in-the-hand observations (Week 3 of administration period) 

Sex Male Female 

Dose (mg/kg) 

゜
30 150 750 

゜
30 150 750 

Parameter No. of animals 12 6 6 12 12 6 6 12 

Ease of removal from cage 
Easy 12 6 6 12 12 6 6 12 

Fur condition 
Normal 12 6 6 12 12 6 6 12 

Skin 
Normal 12 6 6 12 12 6 6 12 

Sec t etions-Eye, Nose 
A sent 12 6 6 12 12 6 6 12 

ExA o t hthalmos 
sent 12 6 6 12 12 6 6 12 

p a心peb ara l 1 closure 
orm 12 6 6 12 12 6 6 12 

Mucosal membranes 
Normal 12 6 6 12 12 6 6 12 

Lacrimation 
Normal 12 6 6 12 12 6 6 12 

Pi 認erection 
sent 12 6 6 12 12 6 6 12 

Pu § il size 
ormal 12 6 6 12 12 6 6 12 

Salivation 
None 12 6 6 8 12 g 6 7 
Slight 

゜ ゜ ゜
4 

゜ ゜
5 

Ab 席rmal respiration 
sent 12 6 6 12 12 6 6 12 

Reactivity to handling 
Easy 12 6 6 12 12 6 6 12 
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Table 2-10 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : in-the-hand observations (Week 4 of administration period) 

Sex Male Female 

Dose (mg/kg) 

゜
30 150 750 

゜
30 150 750 

Parameter No. of animals 12 6 6 12 12 6 6 12 

E 唱e of removal from cage 
asy 12 6 6 12 12 6 6 12 

Fur con f ition 
Norma 12 6 6 12 12 6 6 12 

Skin 
Normal 12 6 6 12 12 6 6 12 

Sec ； etions-Eye, Nose 
A sent 12 6 6 12 12 6 6 12 

E xAop b hthalmos 
sent 12 6 6 12 12 6 6 12 

p a心pebr f 1 closure 
orma 12 6 6 12 12 6 6 12 

Mucosal membranes 
Normal 12 6 6 12 12 6 6 12 

L a§ rima i ion 
orma 12 6 6 12 12 6 6 12 

Pil g erection 
A sent 12 6 6 12 12 6 6 12 

p 咽il size 
ormal 12 6 6 12 12 6 6 12 

Salivation 
10 Non 伽 12 6 6 11 12 6 6 

Sli t 

゜ ゜ ゜
1 

゜ ゜ ゜
2 

Abnormal respiration 
12 12 6 6 12 Absent 12 6 6 

Reactivity to handling 
Easy 12 6 6 12 12 6 6 12 



Table 2-11 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks ~ 

Detailed clinical signs : in-the-hand observations (Week 1 of recovery period) 

Sex Male Female 

Dose (mg/kg) 

゜
750 

゜
750 

Parameter No. of animals 6 6 6 6 

Ease of removal from cage 
Easy 6 6 6 6 

Fur condition 
Normal 6 6 6 6 

Skin 
Normal 6 6 6 6 

Se 謡etions-Eye, Nose 
sent 6 6 6 6 

E xAop b hthalmos 
sent 6 6 6 6 

Palpebr f 1 closure 
Norma 6 6 6 6 

M 喘osal membranes 
ormal 6 6 6 6 

Lacri mmaat l ion 
Nor 6 6 6 6 

Pil g erection 
A sent 6 6 6 6 

Puほil size 
ormal 6 6 6 6 

Salivation 
None 6 6 6 6 

Abn g rmal respiration 
A sent 6 6 6 6 

Reactivity to handling 
Easy 6 6 6 6 

B-6355 



Table 2-12 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : in-the-hand observations (Week 2 of recovery period) 

Sex Male Female 

Dose (mg/kg) 

゜
750 

゜
750 

Parameter No. of animals 6 6 6 6 

E 唱e of removal from cage 
asy 6 6 6 6 

Fur con ！ ition 
Norma 6 6 6 6 

Skin 
Normal 6 6 6 6 

Se 蹂etions-Eye, Nose 
sent 6 6 6 6 

ExAop b hthalmos 
sent 6 6 6 6 

Palpebral closure 
Normal 6 6 6 6 

Mu § osal membranes 
ormal 6 6 6 6 

Lacrimation 
Normal 6 6 6 6 

Pil g erection 
A sent 6 6 6 6 

p 咽il size 
ormal 6 6 6 6 

Salivation 
None 6 6 6 6 

Abnormal respiration 
Absent 6 6 6 6 

Reactivity to handling 
Easy 6 6 6 6 

B-6355 



Table 2-13 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : open field observation (Week 1 of administration period) 

Sex 

Dose (mg/kg) 

゜
30 

Parameter No. of animals 12 6 

Arousal 
Normal 12 6 

Convulsion 
None 12 6 

Abnormal behavior 
None 12 6 

Stereotypy 
None 12 6 

Gait 
Normal 12 6 

Posture 
Normal 12 6 

Grooming 
None 12 6 

Rearing count (Mean土S.D.) 7土 2 6.!_ 4 

Defecation count {MeanさS.D.) 0土° 0.:!:. 1 

Urination 
None 11 4 
Small amount 1 2 
Moderate amount 

゜ ゜
* : p<0.05 (Significant difference from control group) 
D : Dunnett's test 

Male Female 

150 750 

゜
30 150 

6 12 12 6 6 

6 12 12 6 6 

6 12 12 6 6 

6 12 12 6 6 

6 12 12 6 6 

6 12 12 6 6 

6 12 12 6 6 

6 12 12 6 6 

6土 3 4+2*D 6土 3 5土 3 6土 1

0土 1 1土 1 0土° 0土° 0土°

4 7 12 6 5 
2 1 

゜ ゜
1 

゜
4 

゜ ゜ ゜

750 

12 

12 

12 

12 

12 

12 

12 

12 

4土 2

0土°

12 

゜゚

B-6355 
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Table 2-14 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : open field observation (Week 2 of administration period) 

Sex Male Female 

Dose (mg/kg) 

゜
30 150 750 

゜
30 150 750 

Parameter No. of animals 12 6 6 12 12 6 6 12 

Arousal 
Normal 12 6 6 12 12 6 6 12 

Convulsion 
None 12 6 6 12 12 6 6 12 

Abnormal behavior 
None 12 6 6 12 12 6 6 12 

Stereotypy 
None 12 6 6 12 12 6 6 12 

Gait 
Normal 12 6 6 12 12 6 6 12 

Posture 
Normal 12 6 6 12 12 6 6 12 

Grooming 
None 12 6 6 12 12 6 6 12 

Rearing count (Mean.!_S.D.) 4土 2 3土 2 3土 2 3土 2 5土 3 4ュ2 5土 2 3土 2

Defecation count (Mean土．S.D.) 0.:: 0 0土° 0土 1 1土 2 O_:: 0 0土° 0土° 0土°

Urination 
None 12 6 5 8 12 6 6 12 
Small amount 

゜ ゜
1 4 

゜ ゜ ゜ ゜
No significant difference in any treated groups from control group. 
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Table 2-15 A 28-day oral toxicity study 9f 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : open field observation (Week 3 of administration period) 

Sex Male Female 

Dose (mg/kg) 

゜
30 150 750 

゜
30 150 750 

Parameter No. of animals 12 6 6 12 12 6 6 12 

Arousal 
Normal 12 6 6 12 12 6 6 12 

Convulsion 
None 12 6 6 12 12 6 6 12 

Abnormal behavior 
None 12 6 6 12 12 6 6 12 

Stereotypy 
None 12 6 6 12 12 6 6 12 

Gait 
Normal 12 6 6 12 12 6 6 12 

Posture 
Normal 12 6 6 12 12 6 6 12 

Grooming 
None 12 6 6 12 12 6 6 12 

Rearing count {Mean土S.D.) 6土 3 4土 2 5土 1 4土 2 8土 3 8土 2 9土 3 7.!_ 2 

Defecation count (Mean土S.D.) 0土° O+ 0 1土 1 0土 1 0土° 0土° 0土° 0土°

Urination 
None 10 5 6 ， 12 6 6 12 
Small amount 2 1 

゜
2 

゜ ゜ ゜ ゜Moderate amount 

゜ ゜ ゜
1 

゜ ゜ ゜ ゜
No significant difference in any treated groups from control group. 
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Table 2-16 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : open field observation (Week 4 of administration period) 

Sex Male Female 

Dose (mg/kg) 

゜
30 150 750 

゜
30 150 750 

Parameter No. of animals 12 6 6 12 12 6 6 12 

Arousal 
Normal 12 6 6 12 12 6 6 12 

Convulsion 
None 12 6 6 12 12 6 6 12 

Abnormal behavior 
None 12 6 6 12 12 6 6 12 

Stereotypy 
None 12 6 6 12 12 6 6 12 

Gait 
Normal 12 6 6 12 12 6 6 12 

Posture 
Normal 12 6 5 12 12 6 6 12 
Flattened 

゜ ゜
1 

゜ ゜ ゜ ゜ ゜Grooming 
None 12 6 6 12 12 6 6 12 

Rearing count (MeanがS.D.) 6土 2 5.:. 3 6土 1 4土 2 9土 4 9土 2 10土 3 6土 3

Defecation count (Mean土S.D.) 0土° 0土° O_! 0 0土 1 0土° 0土° 0土° 0土°

Urination 
None 12 5 5 10 11 6 6 11 
Small amount 

゜
1 1 1 1 

゜ ゜
1 

Moderate amount 

゜ ゜ ゜
1 

゜ ゜ ゜ ゜
No significant difference in any treated groups from control group. 



Table 2-17 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : open field observation (Week 1 of recovery period) 

Sex Male Female 

Dose (mg/kg) 

゜
750 

゜
750 

Parameter No. of animals 6 6 6 6 

Arousal 
Normal 6 6 6 6 

Convulsion 
None 6 6 6 6 

Abnormal behavior 
None 6 6 6 6 

Stereotypy 
None 6 6 6 6 

Gait 
Normal 6 6 6 6 

Posture 
Normal 6 6 6 6 

Grooming 
None 6 6 6 6 

Rearing count (Mean土S.D.) 6土 2 6土 3 8土 2 9土 2

Defecation count (Mean土S.D.) 0上° 1土 1 0土° 0土°

Urination 
None 5 4 6 6 
Small amount 1 2 

゜ ゜
No significant difference between treated group and control group. 
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Table 2-18 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Detailed clinical signs : open field observation (Week 2 of recovery period) 

Sex Male Female 

Dose (mg/kg) 

゜
750 

゜
750 

Parameter No. of animals 6 6 6 6 

Arousal 
Normal 6 6 6 6 

Convulsion 
None 6 6 6 6 

Abnormal behavior 
None 6 6 6 6 

Stereotypy 
None 6 6 6 6 

Gait 
Normal 6 6 6 6 

Posture 
Normal 6 6 6 6 

Grooming 
None 6 6 6 6 

Rearing count (Mean土S.D.) 6土 1 5土 3 9土 3 9土 2

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

Urination 
None 6 5 6 6 
Moderate amount 

゜
1 

゜ ゜
No significant difference between treated group and control group. 
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Table 2-19 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Manipulative test (Week 4 of administration period) 

Sex Male Female 

Dose (mg/kg) 

゜
30 150 750 

゜
30 150 750 

Parameter No. of animals 12 6 6 12 12 6 6 12 

Auditory response 
Normal 12 6 6 12 12 6 6 12 

Approach response 
Normal 12 6 6 12 12 6 6 12 

Touch response 
Normal 12 6 6 12 12 6 6 12 

Tail pinch response 
Normal 12 6 6 12 12 6 6 12 

Pupillary reflex 
Pass, both 12 6 6 12 12 6 6 12 

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

Landing foot splay (mm: Mean土S.D.) 71+14 62土 9 64土 7 62+13 58土19 58土 3 48+12 47+10 

No significant difference in any treated groups from control group. 



Table 2-20 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Manipulative test (Week 2 of recovery period) 

Sex Male Female 

Dose (mg/kg) 

゜
750 

゜
750 

Parameter No. of animals 6 6 6 6 

Auditory response 
Normal 6 6 6 6 

Approach response 
Normal 6 6 6 6 

Touch response 
Normal 6 6 6 6 

Tail pinch response 
Normal 6 6 6 6 

Pupillary reflex 
Pass, both 6 6 6 6 

Aerial righting reflex 
(Total score: MeanがS.D.) 0土° 0土° 0土° 0土°

Landing foot splay (mm: Mean土S.D.) 84土16 97+11 68土18 65土16

No significant difference between treated group and control group. 
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Table 2-21 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Grip strength (Week 4 of administration period) 

Sex Dose 
mg/kg 

Fore limb Hind limb 
g g 

゜
Male 30 

150 

750 

゜
Female 30 

150 

750 

No. 12 12 
Mean 976 473 
S.D. 197 100 

No. 6 6 
Mean 764 429 
S.D. 147 91 

No. 6 6 
Mean 899 492 
$.D. 161 123 

No. 12 12 
Mean 963 425 
S.D. 239 91 

No. 12 12 
Mean 786 324 
S.D. 142 95 

No. 6 6 
Mean 817 304 
S.D. 130 52 

No. 6 6 
Mean 767 330 
S.D. 57 71 

No. 12 12 
Mean 831 360 
S.D. 156 92 

No significant difference in any treated groups from control group. 
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Table 2-22 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Grip strength (Week 2 of recovery period) 

Sex Dose Fore limb Hind limb 
mg/kg g g 

Male 

゜
No. 6 6 
Mean 1319 621 
S.D. 287 135 

750 No. 6 6 
Mean 1319 511 
S.D. 211 98 

Female 

゜
No. 6 6 
Mean 768 420 
S.D. 187 100 

750 No. 6 6 
Mean 965 385 
S.D. 130 83 

No significant difference between treated group and control group. 
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Table 2-23 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Motor activity (Week 4 of administration period) 

Interval (minutes) 
Sex Dose 

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

゜
No. 12 12 12 12 12 12 12 
Mean 392 345 293 289 267 198 1785 
S.D. 45 40 74 91 110 108 365 

Male 30 No. 6 6 6 6 6 6 6 
Mean 362 309 282 222 229 225 1627 
S.D. 45 35 49 108 116 119 326 

150 No. 6 6 6 6 6 6 6 
Mean 356 275• 290 243 239 162 1563 
S.D. 46 29DT 61 79 67 124 152 

750 No. 12 12 12 12 12 12 12 
Mean 349* 298 253 268 230 '161 1559 
S.D. 36D 94 87 59 84 116 292 

゜
No. 12 12 12 12 12 12 12 
Mean 384 300 286 214 204 191 1579 
S.D. 58 53 85 110 116 87 333 

Female 30 No. 6 6 6 6 6 6 6 
Mean 383 292 155** 163 208 102 1302 
S.D. 31 37 87D 105 116 78 176 

150 No. 6 6 6 6 6 6 6 
Mean 348 300 253 201 177 227 1506 
S.D 49 57 72 117 124 115 409 

750 No. 12 12 12 12 12 12 12 
Mean 305* 273 249 214 209 192 1442 
S.D. 87D 63 47 62 93 65 164 

Unit : Count 
* : p<0.05 ; ** : p<0.01 (Significant difference from control group) 
D : Dunnett's test 
DT: Dunnett-type rank test 



Table 2-24 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Motor activity (Week 2 of recovery period) 

Interval (minutes) 
Sex Dose 

mg/kg 0-10 10-20 20-30 30-40 40-50 

Male 

゜
No. 6 6 6 6 6 
Mean 396 341 315 249 235 
S.D. 36 41 56 75 122 

750 No. 6 6 6 6 6 
Mean 405 365 272 241 158 
S.D. 37 37 56 89 104 

Female 

゜
No. 6 6 6 6 6 
Mean 352 313 245 210 288 
S.D. 46 64 48 68 43 

750 No. 6 6 6 6 6 
Mean 370 280 256 218 228* 
S.D. 34 39 69 119 46T 

Unit : Count 
* : p<0.05 (Significant difference from control group) 
T:  Student's t-test 

50-60 Total(0-60) 

6 6 
225 1761 
152 379 

6 6 
102 1542 
100 335 

6 6 
233 1642 
139 273 

6 6 
180 1531 
105 194 
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Table 3-1 A 28-day oral toxicity study of 4-Hydroxydiphenylrnethane in rats with a recovery period of 2 weeks 

Body weight (Administration period) 

Day of administration 
Sex Dose 

mg/kg ー 4
 

7
 

10 14 17 21 24 28 
Gain 
1-28 

゜
Male 30 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

2

0

7

6

8

5

6

9

5

2

0

6

 

1

1

0

0

1

1

 

2

2

2

2

 

*
D
 

2

7

7

6

4

7

6

5

6

2

9

7

 

1

3

3

3

1

2

 

2

2

2

2

 

*
D
 

2

6

0

6

3

7

6

2

8

2

4

1

 

1

6

1

6

6

1

5

1

 

2

2

2

2

 

12 
293 
12 

6 
289 
7 

6 
287 
10 

12 
280* 
12D 

2

5

5

6

1

8

 

1

2

1

2

 

3

3

 

2

8

7

6

7

8

 

1

4

1

4

 

3

3

 

2

4

1

6

2

1

 

1

7

2

7

1

 

3

3

 

2

0

1

6

5

1

 

1

9

2

8

1

 

3

3

 

150 

750 
＊
 *
D
 

6

5

7

2

4

8

 

3

1

1

2

1

 

3

3

 

＊
 
*
D
 

6

4

3

2

4

6

 

1

1

1

0

1

 

3

3

 

＊
 *
D
 

6

9

1

2

4

6

 

7

2

1

5

2

 

3

3

 

＊
 *
D
 

6

1

9

2

0

4

 

6

1

1

4

2

 

3

3

 

12 
412 
24 

6 
409 
14 

6 
397 
21 

12 
368** 
29D 

12 
202 
20 

6 
202 
12 

6 
188 
18 

12 
158** 
27D 

゜
Female 30 

150 

750 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

2

3

7

6

2

8

6

2

8

2

1

8

 

1

5

5

5

1

5

 

1

1

1

1

 

2

2

8

6

1

9

6

8

0

2

8

3

 

1

6

6

5

1

1

5

1

 

1

1

1

1

 

12 
170 
11 

6 
170 
10 

6 
165 
13 

12 
166 
16 

12 
179 
13 

6 
178 
11 

6 
172 
15 

12 
176 
16 

2
3
6
 

1
0
1
 

2
 

2
2
5
 

1
9
1
 

ー
2
0
6
 

1
2
1
 

2
 

2
4
9
 

1
1
1
 

2
 

6

9

2

6

0

0

2

9

9

 

8

1

8

2

1

8

1

 

1

1

1

 

6

5

2

6

6

1

2

6

1

 

9

1

8

2

1

9

2

 

1

1

1

 

6

7

0

6

5

1

2

5

3

 

0

1

9

2

1

0

2

 

2

1

2

 

6

4

2

6

8

1

2

2

5

 

1

1

9

2

1

1

2

 

2

1

2

 

12 
228 
18 

6 
219 
13 

6 
207 
20 

12 
217 
27 

2

4

6

6

8

6

6

5

8

2

6

0

 

1

7

1

6

5

1

1

6

2

 

Unit : g 
* : p<0.05 ; ** : p<0.01 {Significant difference from control group) 
D : Dunnett's test 
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Table 3-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Body weight (Recovery period) 

Day of recovery 
Sex Dose Gain 

mg/kg 1 3 7 10 14 1-14 

Male o No. 6 6 6 6 6 6 
Mean 411 422 440 455 472 61 
$.D. 29 34 35 42 42 15 

750 No. 6 6 6 6 6 6 
Mean 379 386 407 424 444 66 
S.D. 35 39 43 46 50 17 

Female O No. 6 6 6 6 6 6 
Mean 229 231 239 242 247 18 
S.D. 16 19 19 18 20 7 

750 No. 6 6 6 6 6 6 
Mean 220 223 230 233 239 19 
S.D. 21 23 25 26 31 11 

Unit : g 
No significant difference between treated group and control group. 
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Table 4-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Food consumption (Administration period} 

Day of administration 
Sex Dose 

mg/kg 1 4 7 10 14 17 21 24 28 

゜
No. 12 12 12 12 12 12 12 12 12 
Mean 23 25 27 27 28 28 28 27 28 
S.D. 1 1 2 1 1 1 2 1 2 

Male 30 No. 6 6 6 6 6 6 6 6 6 
Mean 23 24 27 27 29 29 29 27 28 
S.D. 2 2 1 1 1 2 2 2 2 

150 No. 6 6 6 6 6 6 6 6 6 
Mean 23 23 26 26 27 26 28 26 27 
S.D. 1 1 1 1 1 2 2 2 2 

750 No. 12 12 12 12 12 12 12 12 12 
Mean 24 21** 26 27 27 27 27 27 27 
S.D. 2 2D 2 2 3 2 3 3 3 

゜
No. 12 12 12 12 12 12 12 12 12 
Mean 17 17 17 17 18 18 18 17 18 
S.D. 1 1 2 1 2 1 2 1 2 

Female 30 No. 6 6 6 6 6 6 6 6 6 
Mean 16 17 17 16 17 17 18 16 17 

S ・D・ 2 1 1 2 2 1 1 2 1 

150 No. 6 6 6 6 6 6 6 6 6 
Mean 17 16 17 16 16 16 17 15 17 
S.D. 2 2 2 2 2 2 2 2 2 

750 No. 12 12 12 12 12 12 12 12 12 
Mean 17 14* 17 18 18 18 19 17 18 
S.D. 2 3DT 2 2 3 3 2 2 3 

Unit : g/rat/day 
* : p<0.05 ; ** : p<0.01 {Significant difference from control group) 
D : Dunnett's test 
DT: Dunnett-type rank test 
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Table 4-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Food consumption (Recovery period) 

Day of recovery 
Sex Dose 

mg/kg 3 7 10 14 

Male o No. 6 6 6 6 
Mean 28 29 27 28 
S.D. 2 2 4 2 

750 No. 6 6 6 6 
Mean 28 30 28 29 
S.D. 3 3 4 3 

Female o No. 6 6 6 6 
Mean 18 18 17 18 
S.D. 2 2 2 2 

750 No. 6 6 6 6 
Mean 20 20 18 20 
S.D. 3 2 1 3 

Unit : g/rat/day 
No significant difference between treated group and control group. 
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Table 5-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Urinalysis (Week 4 of administration period) 

Sex 

Male 

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 —+- ＋ ＋＋ ＋＋＋ ＋＋＋＋ —+- + ++ +++ ++++ - +- ＋ ＋＋ ＋＋＋ ＋＋＋＋ 

゜
12 

゜゚ ゜゚ ゜゚
1 7 4 1 6 5 0 0 

゜
6 3 3 0 

゜゜
12 0 0 0 0 

゜30 6 

゜゚ ゜゚ ゜゚ ゜
6 

゜
2 2 2 0 0 

゜
4 0 2 

゜゚ ゜
6 0 0 0 0 

゜150 6 

゜゚ ゜゚ ゜
1 

゜
3 2 0 3 3 0 0 

゜
1 4 1 0 0 

゜
6 0 0 0 

゜゜750 12 

゜゚ ゜
1 1 1 4 5 

゜
6 5 1 0 

゜゜
11 1 

゜゚゜゜
12 0 0 

゜゚ ゜
゜

12 

Female 30 6 

150 6 

750 12 

1) - :く10mg/dL 
2) ー：く5mg/dL 
3) ー：く30mg/dL 

3

2

1

0

 

6

3

0

1

 

1

0

2

2

 

0

1

0

5

 

2

0

1

3

 

0

0

2

1

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

1

0

0

 

0
 

1

2

3

0

 

0

4

3

2

 

1

1

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

1

0

0

0

 

0

3

3

0

 

1

3

3

2

 

1

1

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

0

0

0

0

 

2

6

6

2

 

1

1

 

+- : 10 - 25 mg/dL 
+- : 5 - 7.5 mg/dL 
+- : 30 - 60 mg/dL 

+ : 26 - 85 mg/dL 
+ : 7.6 - 30 mg/dL 
+ : 61 - 125 mg/dL 

++ : 86 - 250 mg/dL 
++ : 31 - 70 mg/dL 
++ : 126 - 250 rng/dL 

+++ : 251 -600 mg/dL 
+++ : 71 - 125 mg/dL 
+++ : 251 - 750 mg/dL 

++++ : >600 mg/dL 
++++ : >125 mg/dL 
++++ : >750 mg/dL 



Table 5-2 

Sex Dose No. 
mg/kg 

゜
12 

Male 30 6 

150 6 

750 12 

゜
12 

Female' 30 6 

150 6 

750 12 

4) - : <0.03 mg/dL 
5) - : <0.5 mg/dL 
6) +- : <2.0 mg/dL 
7) LY : Light yellow 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Urinalysis (Week 4 of administration period) 

4) 5) 6) 7) 
Occult blood Bilirubin Urobilinogen Color 

—+- ＋ ＋＋ ＋＋＋ ＋ ＋＋ ＋＋＋ ＋＋＋＋ 十一 ＋ ＋＋ ＋＋＋ ＋＋＋＋ LY Y DY 

11 0 0 1 

゜
12 0 0 0 

゜
11 1 0 0 

゜
0 12 0 

6 0 0 0 0 6 0 0 0 

゜
5 1 0 0 

゜
0 6 0 

6 0 0 0 0 6 0 0 

゜゜
6 0 0 0 

゜
0 6 0 

12 0 0 0 0 12 

゜゚゜゜
12 

゜゚゜゜
0 12 

゜
12 

゜゚゜゚
12 0 0 0 

゜
11 1 0 0 

゜
0 12 0 

5 1 

゜゚゜
6 0 0 0 

゜
6 

゜
0 0 

゜ ゜
6 

゜6 0 0 0 0 6 0 0 0 

゜
5 1 

゜゚ ゜ ゜
6 0 

12 0 0 0 0 12 0 0 0 

゜
12 

゜゚゜゜
0 12 0 

＋ー： 0.03-0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL 
+:  0.5 - 1.5 mg/dL ++: 1.6 - 5.0 mg/dL +++: 5.1 - 10.0 mg/dL ++++: >10.0 mg/dL 
+ : 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL 
Y:  Yellow DY: Dark yellow 
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Table 5-3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Urinalysis (Week 4 of administration period) 

Sex Dose 
mg/kg 

゜Male 30 

150 

750 

No. 

12 

6 

6 

12 

RBC 

—+—• ＋ ＋＋ ＋＋＋ 

12 

゜
0 0 0 

6 

゜゚゜゚6 0 0 0 0 

12 

゜
0 0 0 

WBC 

—+- + ++ +++ 

12 

゜゚゜゚5 1 0 0 0 

6 0 

゜゚゜12 0 0 0 0 

URINE SEDIMENT 

CRYSTALLIZATION 

SEC SREC Cast PS co 

—+- ＋ ＋＋ ＋＋＋ - +- + ++ +++ —+- ＋ —+- + ++ +++ —+—· + ++ +++ 

0 11 1 0 0 12 0 

゜゚゜
12 0 0 11 1 0 0 0 12 0 0 0 0 

゜
6 0 0 0 6 0 0 

゜゚
6 0 0 6 0 0 0 0 6 0 0 0 0 

゜
5 1 0 0 6 0 0 0 0 6 0 0 6 0 0 0 0 6 0 0 0 0 

0 12 0 0 0 11 1 0 0 0 12 0 0 9 3 0 0 0 12 0 0 0 0 

0,  12 12 0 0 0 0 11 1 0 0 0 0 12 0 0 0, 12 0 0 0 0 12 0 0 9 3 0 0 0 11 1 0, 0 0 

Female 30 6 60000  51000  06000  60000  600  51000  60000  

150 6 6 0 0 0 0 6 0 0 0 0 0 6 0 0 0 6 0 0 0 0 6 0 0 5 1 0 0 0 6 0 0 0 0 

750 12 12 0 0 0 0 12 0 0 0 0 0 12 0 0 0 12 0 0 0 0 12 0 0 6 6 0 0 0 12 0 0 0 0 

SEC : Squamous Epithelial Cell 
SREC : Small Round Epithelial Cell 
PS : Phosphate Salts 
CO : Calcium Oxalate 

: Negative 
+- : Slight 
+ : Mild 
++ : Moderate 
+++ : Severe 



Table 5-4 

Sex Dose No. 
mg/kg 

O 12 Mean 
S.D. 

Male 30 6 Mean 
S.D. 

150 6 Mean 
S.D. 

750 12 Mean 
S.D. 

O 12 Mean 
S.D. 

Female 30 6 Mean 
S.D. 

150 6 Mean 
S.D. 

750 12 Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Water intake and urinalysis (Week 4 of administration period) 

Water Urine Osmolality 
intake volume 
mL/24h mL/24h mOsm/kg 

37 10.8 2019 
10 4.4 360 

35 12.1 2005 
8 3.6 364 

41 13.1 1709 
10 3.2 321 

57*• 18.2** 1227** 
11D 6.3D 245D 

32 6.3 2081 
8 2.4 401 

29 6.5 2326 
10 2.6 536 

31 4.5 2211 ， 3.1 549 

41 12.7** 1224** ， 6.1D 275D 

** : p<0.01 (Significant difference from control group) 
D:  Dunnett's test 
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Table 5-5 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Urinalysis {Week 2 of recovery period) 

pH 
Sex Dose 

mg/kg 
No. 
5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 

Male 0

0

 5
 
7
 

6

6

 

2

0

 

4

5

 

0

1

 

0

0

 

0

0

 

0

0

 

0

0

 

0

0

 

0

0

 

Female 0

0

 5
 
7
 

6

6

 

2

1

 

2

5

 

0

0

 

2

0

 

0

0

 

0

0

 

0

0

 

0

0

 

0

0

 

1) 2) 3) 
Protein Ketone body Glucose 

—+- ＋ ＋＋ ＋＋＋ ＋＋＋＋ 一・ +―・ + ++ +++ ++++ - +- + *•十＋＋＋ ＋＋＋＋ 

゜
1 5 0 0 

゜
3 2 1 0 0 

゜
6 0 0 0 0 

゜0 1 5 0 0 

゜
0 3 3 0 0 

゜
6 0 0 0 0 

゜
3 3 0 0 0 

゜
5 1 0 0 

゜゜
6 0 0 0 0 

゜1 4 1 

゜゚ ゜
3 3 0 0 0 

゜
6 0 0 0 0 

゜
・̀,'‘・'‘,'” 

1
2
3
 

ー：く10mg/dL 
ー：く5mg/dL 
ー：く30mg/dL 

＋ー： 10-25 mg/dL 
+- : 5 -7.5 mg/dL 
+- : 30 -60 mg/dL 

+ : 26 -85 mg/dL 
+ : 7.6 -30 mg/dL 
+ : 61 - 125 mg/dL 

++ : 86 -250 mg/dL 
++ : 31 -70 mg/dL 
++ : 126 -250 mg/dL 

+++ : 251 -600 mg/dL 
+++ : 71 - 125 mg/dL 
+++ : 251 -750 mg/dL 

++++ : >600 mg/dL 
++++ : >125 mg/dL 
++++ : >750 mg/dL 



Table 5-6 

Sex Dose No. 
mg/kg 

Male 

゜
6 

750 6 

Female 

゜
6 

750 6 

4) - : <0.03 mg/dL 
5) - : <0.5 mg/dL 
6) +- : <2.0 mg/dL 
7) LY: Light yellow 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Urinalysis (Week 2 of recovery period) 

4) 5) 6) 7) 
Occult blood Bilirubin Urobilinogen Color 

- +- + ++ +++ + ++ +++ ++++ +—• ＋ ＋＋ ＋＋＋ ＋＋＋＋ LY Y DY 

6 0 0 0 0 6 

゜゚゜゜
6 0 0 0 

゜
0 6 0 

6 

6 

6 

0 0 0 0 6 0 0 0 

゜
5 1 

゜゚ ゜
0 6 0 

0 0 0 0 6 0 0 0 

゜
6 0 0 0 

゜
0 6 0 

゜
0 0 0 6 0 0 0 

゜
6 0 0 0 

゜
0 6 0 

＋ー： 0.03-0.05 mg/dL + : 0.06 -0.15 mg/dL ++ : 0.16 -0.75 mg/dL +++ : >0.75 mg/dL 
+:  0.5 - 1.5 mg/dL ++: 1.6 - 5.0 mg/dL +++: 5.1 - 10.0 mg/dL ++++: >10.0 mg/dL 
+ : 2.0 -3.5 mg/dL ++ : 3.6 -7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL 
Y : Yellow DY : Dark yellow 
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Table 5-7 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Urinalysis (Week 2 of recovery period) 

URINE SEDIMENT 

CRYSTALLIZATION 

RBC WBC SREC Cast PS co 
Sex Dose 

mg/kg 
No. 

SEC 

—+—+ ++ +++—+—+ ++ +++—+—+ ++ +++—+—+ ++ +++—+—+—+—+ ++ +++—+—+ ++ +++ 

Male 

゜
6 60000  60000  06000  60000  600  51000  60000  

750 6 6 0 0 0 0 6 0 0 0 0 0 6 0 0 0 6 0 0 0 0 6 0 0 4 2 0 0 0 6 0 0 0 0 

Female 

゜
6 60000  60000  05100  60000  600  60000  60000  

750 6 6 0 0 0 0 6 0 0 0 0 0 6 0 0 0 6 0 0 0 0 6 0 0 5 1 0 0 0 6 0 0 0 0 

SEC : Squamous Epithelial Cell 
SREC: Small Round Epithelial Cell 
PS : Phosphate Salts 
CO : Calcium Oxalate 

: Negative 
＋ー： Slight
+ : Mild 
++ : Moderate 
+++ : Severe 



Table 5-8 

Sex Dose No. 
mg/kg 

Male 

゜
6 Mean 
S.D. 

750 6 Mean 
S.D. 

Female 

゜
6 Mean 
S.D. 

750 6 Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Water intake and urinalysis (Week 2 of recovery period) 

Water Urine Osmolality 
intake volume 
mL/24h mL/24h mOsm/kg 

38 11.4 2087 
7 5.0 369 

40 9.6 2058 
7 4.3 432 

28 6.5 2384 
8 2.9 595 

27 5.4 2294 
5 1. 7 428 

No significant difference between treated group and control group. 
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Table 6-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Hematology (After administration period) 

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB 
Sex Dose No. 

mg/kg XlOツμL g/dL ％ fL pg g/dL ％ XlOツμL s s mg/dL 

゜
6 Mean 822 16.3 44.7 54.5 19.8 36.4 1.9 117.6 15.8 21.9 318 
S.D. 29 0.5 1. 2 2.4 0.8 0.4 o.a 11.6 2.9 5.2 35 

Male 30 6 Mean 828 16.2 44.8 54.1 19.6 36.2 1. 8 124.6 16.3 20.9 318 
S.D. 42 0.6 2.2 0.6 0.2 0.5 0.4 12.1 1.6 2.3 28 

150 6 Mean 819 15.8 43.6 53.2 19.3 36.4 1.8 131.7 14.8 21.4 292 
S.D. 38 0.7 2.1 1.0 0.3 0.2 0.2 15.5 1.8 2.1 26 

750 6 Mean 809 16.0 43.3 53.5 19.7 36.9 1.6 129.0 17.5 24.5 297 
S.D. 31 0.4 1.4 0.8 0.4 0.3 0.2 6.7 2.8 2.0 13 

゜
6 Mean 792 15.6 41.9 52.9 19.7 37.2 1. 5 134.4 11. 5 15.3 226 
S.D. 33 0.8 2.2 0.8 0.3 0.3 0.4 14.1 0.6 1.5 5 

Female 30 6 Mean 782 15.6 41.7 53.4 20.0 37.4 3.0 131.7 11. 7 17.2 227 
S.D. 74 1.0 2.4 2.9 0.7 1. 3 3.6 8.4 0.6 1.1 17 

150 6 Mean 798 15.7 41.6 52.1 19.7 37.7 1.3 133.9 11.5 17.9 227 
S.D. 36 0.4 0.9 1.5 0.6 0.3 0.3 13.7 0.6 1. 6 20 

750 6 Mean 801 16.2 42.8 53.5 20.2 37.7 1.3 133.6 11.1 17.4 243 
S.D. 52 0.7 1.8 1.4 0.5 0.7 0.4 20.6 0.2 3.1 33 

No significant difference in any treated groups from control group. 
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Table 6-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Hematology (After administration period) 

WBC Differential leukocyte counts (%) 
Sex Dose No. 

mg/kg XlOツμL LYMP NEUT EOS BASO MONO LUC 

゜
6 Mean 115.0 81. 9 14.3 1.3 0.4 1. 6 0.5 
S.D. 25.7 3.3 3.0 0.5 0.1 0.5 0.2 

Male 30 6 Mean 97.8 76.8 19.3 1.0 0.3 2.0 0.6 
S.D. 28.4 6.9 6.5 0.2 0.1 0.5 0.3 

150 6 Mean 111. 5 82.3 14.4 1.0 0.4 1.4 0.6 
S.D. 13.8 3.2 2.9 0.5 0.1 0.3 0.2 

750 6 Mean 150.8 77.4 18.9 0.7 0.5 1.8 0.7 
S.D. 39.1 6.9 6.9 0.3 °・2 0.9 0.4 

゜
6 Mean 79.3 80.6 15.3 1.4 0.3 1.6 0.8 
S.D. 27.4 7.0 7.3 0.6 0.1 0.2 0.4 

Female 30 6 Mean 68.8 76.5 19.9 1.4 0.3 1.4 0.5 
S.D. 20.5 4.6 4.8 0.4 0.1 0.5 0.2 

150 6 Mean 67.8 77.9 18.5 1.2 0.2 1. 6 0.6 
S.D. 16.8 6.3 6.5 0.4 0.1 0.2 0.2 

750 6 Mean 91.1 78.0 17.7 1.3 0.3 2.0 0.7 
S.D. 22・ 1 6.7 6.5 °・ 5 0.2 0.7 0.3 

LUC : Large unstained cells 
No significant difference in any treated groups from control group. 



Table 6-3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Hematology (After administration period) 

Differential leukocyte counts (Xl02/ μL) 
Sex Dose No. 

mg/kg LYMP NEUT EOS 

゜
6 Mean 94.2 16.4 1.5 
S.D. 21.5 4.7 0.6 

Male 30 6 Mean 76.5 17.7 0.9 
S.D. 29.2 3.9 0.1 

150 6 Mean 91.8 16.0 1.1 
S.D. 13.4 3.2 0.6 

750 6 Mean 118.9 26.3** 1.0 
S.D. 40.6 5.1D 0.4 

゜
6 Mean 64.7 11.3 1.0 
S.D. 25.5 4.0 0.4 

Female 30 6 Mean 53.2 13.2 0.9 
S.D. 17.4 3.3 0.4 

150 6 Mean 52.7 12.6 0.8 
S.D. 13.3 5.5 0.3 

750 6 Mean 71.9 15.4 1.1 
S.D. 21.0 3.6 0.3 

LUC : Large unstained cells 
** : p<0.01 (Significant difference from control group) 
D : Dunnett's test 

BASO MONO 

0.5 1.8 
0.2 0.5 

0.3 1.9 
0.2 0.6 

0.4 1.5 
0.1 0.4 

0.7 2.7 
0.4 1. 2 

0.2 1.3 
0.1 0.5 

0.2 1.0 
0.1 0.5 

0.2 1.1 
0.1 0.3 

0.3 1.8 
0.2 0.6 

LUC 

0.6 
0.3 

0.6 
0.2 

0.7 
0.3 

1. 2 
0.7 

0.7 
0.6 

0.4 
0.3 

0.4 
0.2 

0.7 
0.4 
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Table 6-4 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Hematology (After recovery period) 

RBC HGB HCT 
Sex Dose No. 

mg/kg XlOツμL g/dL ％ 

Male 

゜
6 Mean 840 15.8 44.2 
S.D. 31 0.4 1.4 

750 6 Mean 841 15.7 43.6 
S.D. 43 0.3 1.0 

Female 

゜
6 Mean 815 15.6 42.2 
S.D. 36 0.5 1.3 

750 6 Mean 799 15.2 41.0 
S.D. 35 0.6 1.2 

* : p<0.05 (Significant difference from control group) 
AT: Aspin-Welch t-test 

MCV 

fL 

52.6 
1. 6 

52.0 
2.0 

51.9 
1.4 

51.4 
1. 7 

MCH MCHC Reticul. PLT PT APTT FIB 

pg g/dL ％ XlOツμL s s mg/dL 

18.8 35.8 1.8 118.9 15.2 20.8 296 
0.6 0.3 0.1 13.4 2.0 3.9 26 

18.7 36.0 2.2• 117.3 15.4 19.8 309 
0.9 0.4 0.4AT 12.9 2.2 2.4 16 

19.2 37.0 1.5 119.0 11. 7 16.9 221 
0.6 0.2 0.3 7.9 0.6 2.1 17 

19.1 37.1 1. 5 117. 7 11.9 16.7 215 
0.6 0.6 0.4 12.8 0.3 2.1 12 
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Table 6-5 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Hematology (After recovery period} 

WBC Differential leukocyte counts (%) 
Sex Dose No. 

mg/kg XlOツμL LYMP NEUT EOS BASO MONO LUC 

Male 

゜
6 Mean 127.7 80.1 15.8 1.0 0.4 2.0 0.7 
S.D. 28.0 5.7 5.5 0.3 0.1 1. 1 0.5 

750 6 Mean 119.9 77.9 18.5 °・9 0.4 1. 8 0.4 
S.D. 33.0 6.9 6.5 0.3 0.1 0.7 0.1 

Female 

゜
6 Mean 76.6 74.7 21.4 1.4 0.3 1. 6 0.5 
S.D. 19.8 6.6 6.1 0.6 0.1 0.6 0.3 

750 6 Mean 58.1 77.3 19.5 1.0 0.2 1.5 0.4 
S.D. 13.7 5.2 5.4 0.3 0.1 0.3 0.1 

LUC: Large unstained cells 
No significant difference between treated group and control group. 
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Table 6-6 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Hematology (After recovery period) 

Differential leukocyte counts (XlOツμL)
Sex Dose No. 

mg/kg LYMP NEUT EOS BASO MONO LUC 

Male 

゜
6 Mean 103.0 19.4 1.2 0.5 2.6 0.9 
S.D. 28.7 6.5 0.3 0.3 1. 7 0.8 

750 6 Mean 92.9 22.8 1.1 0.5 2.2 0.5 
S.D. 25.5 11.2 0.3 0.3 0.9 0.2 

Female 

゜
6 Mean 58.0 15.8 1.1 0.2 1.2 0.4 
S.D. 19.6 3.4 0.5 0.1 0.4 0.3 

750 6 Mean 44.8 11.5 0.6 0.1 0.9 0.2 
S.D. 10.3 4.4 0.2 0.1 0.3 0.1 

LUC: Large unstained cells 
No significant difference between treated group and control group. 
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Table 7-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Blood chemistry (After administration period) 

AST 

IU/L 

ALT 

IU/L 

LDH y-GTP ALP T-CHO TG PL T-BIL GLU 
Sex Dose No. 

mg/kg IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL 

Male 

O 6 Mean 
S.D. 

30 6 Mean 
S.D. 

150 6 Mean 
S.D. 

750 6 Mean 
S.D. 

7

2

8

6

7

6

0

6

 

6

1

6

6

7

 

0

6

8

4

0

6

 

3

2

3

 

3

4

2

4

2

0

 

5

5

5

1

 

143 
10 

140 
8 

147 
12 

41** 
3D 

2

1

8

9

0

7

0

5

 

6

1

5

7

7

1

 

1

1

1

0

1

0

1

0

 

666 
136 

751 
78 

655 
133 

759 
95 

40** 
6D 

61 
14 

67 
18 

47 
17 

48 
33 

3

7

3

7

7

4

9

2

 

9

9

8

1

7

1

 

0.1 
0.1 

0.1 
0.0 

0.1 
0.1 

0.1 
0.1 

122** 
8D 

O 6 Mean 
S.D. 

Female 30 6 Mean 
S.D. 

150 6 Mean 
S.D. 

750 6 Mean 
S.D. 

3

1

0

6

9

2

8

5

 

6

1

6

6

1

6

 

3

4

0

3

3

3

8

2

 

2

2

2

2

 

9

1

9

3

7

8

2

2

 

5

1

6

2

5

5

1

 

1

0

1

0

1

0

1

0

 

418 
113 

312 
55 

437 
102 

388 
72 

5
4
4
6
2
1
1
6
2
9
5
8
9
 

*
D
 

7

6

4

5

5

5

4

6

 

1

1

1

3

1

 

102 
11 

111 
17 

109 
17 

112 
14 

0.1 
0.0 

0.1 
0.1 

0.1 
o.o 

0.1 
0.1 

114 
20 

106 
17 

103 
14 

101 
11 

* : p<0.05 ; ** : p<0.01 {Significant difference from control group) 
D:  Dunnett's test 
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Table 7-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Blood chemistry (After administration period) 

BUN CRNN Na K Cl Ca p TP ALB A/G 
Sex Dose No. 

mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL 

゜
6 Mean 14 0.25 144 4.6 107 9.8 8.1 6.1 2.9 0.88 
S.D. 2 0.02 1 0.3 2 0.2 0.2 0.2 0.1 0.05 

Male 30 6 Mean 12 0.22 143 4.9 106 9.7 8.3 6.0 2.9 0.92 
S.D. 1 0.02 1 0.3 1 0.1 0.3 0.2 0.1 0.03 

150 6 Mean 14 0.24 144 4.8 107 9.8 8.2 5.9 2.9 0.97 
S.D. 2 0.02 1 0.3 1 0.1 0.4 0.3 0.1 0.05 

750 6 Mean 15 0.23 143 4.6 104* 9.7 8.8 5.8 2.9 1.01** 
S.D. 1 0.03 1 0.4 1D 0.1 0.9 0.3 0.1 0.09D 

゜
6 Mean 18 0.33 142 4.2 108 9.9 7.0 6.2 3.1 1.00 
S.D. 3 0.06 1 0.3 2 0.4 0.7 0.3 0.2 0.07 

Female 30 6 Mean 17 0.29 142 4.8• 110 9.6 6.5 6.3 3.1 0.95 
S.D. 3 0.03 

゜
0.3D 1 0.3 0.8 0.3 0.2 0.08 

150 6 Mean 15 0.27 142 4.7• 109 9.6 6.5 6.2 3.0 0.92 
S.D. 1 0.02 1 0.4D 1 0.4 1.2 0.5 0.2 0.06 

750 6 Mean 17 0.31 143 4.3 107 9.8 7.3 6.1 3.0 0.96 
S.D. 5 0.06 1 0.2 1 0.2 0.3 0.3 0.2 0.07 

* : p<0.05 ; ** : p<0.01 (Significant difference from control group) 
D: Dunnett's test 
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Table 7-3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Blood chemistry (After recovery period) 

AST ALT LDH y-GTP ALP T-CHO TG PL T-BIL GLU 
Sex Dose No. 

mg/kg IU/L IU/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL 

Male 

゜
6 Mean 63 26 50 1 493 59 65 99 0.1 152 
S.D. 6 2 7 1 118 14 29 18 o.o ， 

750 6 Mean 67 30 56 1 551 60 65 103 0.1 143 
S.D. 4 4 7 

゜
139 8 27 7 0.0 18 

Female 

゜
6 Mean 76 33 62 1 298 70 22 124 0.1 121 
S.D. ， ， 13 

゜
91 12 17 28 0.0 16 

750 6 Mean 64 23* 61 1 285 65 17 116 0.1 117 
S.D. 10 3AT 12 

゜
86 8 6 16 0.0 18 

* : p<0.05 (Significant difference from control group) 
AT: Aspin-Welch t-test 



Table 7-4 

Sex Dose No. 
mg/kg 

Male 

゜
6 Mean 
S.D. 

750 6 Mean 
S.D. 

Female 

゜
6 Mean 
S.D. 

750 6 Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Blood chemistry (After recovery period) 

BUN CRNN Na K Cl Ca p TP ALB A/G 

mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL 

13 0.27 143 4.8 105 9.4 7.5 6.2 2.9 0.86 
3 0.03 1 0.2 1 0.2 0.4 0.2 0.1 0.06 

13 0.25 144 4・9 105 9.6 8・° 6.1 2.9 0.92 
2 0.03 1 0.2 1 0.1 0.7 0.1 0.0 0.06 

16 0.32 143 4.3 110 9.5 5.7 6.5 3.1 0.95 
2 0.04 1 0.4 1 0.3 0.7 0.4 0.2 0.10 

17 0.32 142* 4.7 109 9.4 6.2 6.2 3.0 0.93 
1 0.03 lT 0.3 1 0.3 0.6 0.2 0.1 0.04 

• : p<0.05 (Significant difference from control group) 
T:  Student's t-test 
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Table 8-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Absolute and relative organ weight (After administration period) 

Male 

Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal 
Dose (R+L) (R+L) 
mg/kg g g(g/lOOg BW) mg(mg/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) mg(mg/lOOg BW) 

゜
No. 6 6 6 6 6 6 6 6 
Mean 388 2.01 612 1. 31 11.57 0.74 2.83 63 
S.D. 13 0.07 178 0.13 1.11 0.06 0.17 8 

Absolute 30 No. 6 6 6 6 6 6 6 6 
Mean 379 1.97 489 1.17* 11. 72 0.69 2.90 57 
s.o. 15 0.08 80 0.06D 0.55 0.18 0.23 7 

150 No. 6 6 6 6 6 6 6 6 
Mean 367 2.03 517 1.16曇 11.60 0.62 2.87 55 
S.D. 21 0.06 123 0.04D 1.16 0.07 0.11 6 

750 No. 6 6 6 6 6 6 6 6 
Mean 333n 2.00 502 1.07** 11. 73 0.66 3.03 53 
S.D. 22D 0.08 80 0.09D 1.38 0.06 0.15 3 

゜
No. 6 6 6 6 6 6 6 
Mean 0.52 157 0.34 2.98 0.19 0.73 16 
S.D. 0.03 43 0.03 0.24 0.01 0.03 2 

Relative 30 No. 6 6 6 6 6 6 6 

Mean 0.52 129 0.31 3.10 0.18 0.77 15 

S.D遍 0.01 22 0.02 0.08 0.04 0.05 2 

150 No. 6 6 6 6 6 6 6 

Mean 0.55 140 0.32 3.16 0.17 0.79 15 

S.D. 0.03 30 0.01 0.27 0.02 0.06 2 

750 No. 6 6 6 6 6 6 6 

Mean 0.60** 152 0.32 3.52** 0.20 0.92n 16 

S.D. 0.03D 30 0.02 0.23D 0.02 0.09D 1 

* : p<0.05 ; ** : p<0.01 (Significant difference from control group) 
D : Dunnett's test 



Table 8-2 

Dose 
mg/kg 

゜
No. 
Mean 
S.D. 

Absolute 30 No. 
Mean 
S.D. 

150 No. 
Mean 
S.D. 

750 No. 
Mean 
S.D. 

゜
No. 
Mean 
S.D. 

Relative 30 No. 
Mean 
S.D. 

150 No 
Mean 
S.D. 

750 No. 
Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Absolute and relative organ weight (After administration period) 

Male 

Testis Epidid(yRm+Lis ) 
(R+L) 

g(g/lOOg BW) mg(mg/lOOg BW) 

6 6 
3.27 851 
0.22 55 

6 6 
3.27 827 
0.14 61 

6 6 
3.16 791 
0.17 24 

6 6 
3.09 810 
0.25 96 

6 6 
0.84 220 
0.05 17 

6 6 
0.87 219 
0.05 21 

6 6 
0.86 216 
0.05 12 

6 6 
0.93 246 
0.10 46 

No significant difference in any treated groups from control group. 

B-6355 
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Table 8-3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Absolute and relative organ weight (After administration period) 

Female 

Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal 
Dose (R+L) (R+L) 

mg/kg g g(g/lOOg BW) mg(mg/100g BW) g{g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) mg(mg/lOOg BW) 

゜
No. 6 6 6 6 6 6 6 6 
Mean 216 1.79 439 0.72 6.01 0.47 1.52 68 
S.D. 19 0.06 108 0.06 0.62 0.09 0.08 14 

Absolute 30 No. 6 6 6 6 6 6 6 6 
Mean 206 1. 83 452 0.72 5.67 0 54 1. 64 63 
S.D. 13 0.10 68 0.06 0.25 0.18 0.20 ， 

150 No. 6 6 6 6 6 6 6 6 
Mean 196 1.80 408 0.69 5.59 0.42 1.54 66 
S.D. 20 0.04 117 0.09 0.86 0.09 0.22 8 

750 No. 6 6 6 6 6 6 6 6 
Mean 200 1. 77 345 0.64 6.23 0.39 1.55 57 
S.D. 33 0.06 59 0.10 1.12 0.04 0.25 10 

゜
No. 6 6 6 6 6 6 6 
Mean 0.84 205 0.34 2.78 0.22 0.71 31 
S.D. 0.06 55 0.01 0.09 0.03 0.03 5 

Relative 30 No. 6 6 6 6 6 6 6 

Mean 0.89 220 0.35 2.76 0.27 0.79 31 

S.D. 0.05 32 0.02 0.15 0.09 0.08 5 

150 No. 6 6 6 6 6 6 6 

Mean 0.93 206 0.35 2.85 0.21 0.79 34 

S.D. 0.09 42 0.02 0.16 0.04 0.06 2 

750 No. 6 6 6 6 6 6 6 

Mean 0.90 175 0.32 3.12H 0.20 0.78 29 

S.D. 0.14 32 0.01 0.20D 0.04 0.06 4 

** : p<0.01 (Significant difference from control group) 
D:  Dunnett's test 
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Table 8-4 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Absolute and relative organ weight (After administration period) 

Dose 
mg/kg 

。
Absolute 30 

150 

750 

゜
Relative 30 

150 

750 

Female 

Ovary Uterus 
(R+L) 

mg(mg/lOOg BW) mg(mg/lOOg BW) 

No. 6 6 
Mean 73.4 438 
S.D. 6.8 121 

No. 6 6 
Mean 79.3 409 
S.D. 19.3 92 

No. 6 6 
Mean 73.4 402 
S.D. 11.8 91 

No. 6 6 
Mean 72.2 394 
S.D. 12.3 107 

No. 6 6 
Mean 34.1 206 
S.D. 2.1 68 

No. 6 6 
Mean 38.3 199 
S.D. 8.2 47 

No. 6 6 
Mean 37.7 210 
S.D. 5.8 65 

No. 6 6 
Mean 36.6 202 
S.D. 6.3 62 

No significant difference in any treated groups from control group. 
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Table 8-5 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Absolute and relative organ weight (After recovery period) 

Male 

Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal 
Dose (R+L) (R+L) 
mg/kg g g(g/100g BW) mg(mg/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) mg(mg/lOOg BW) 

Absolute 

゜
No. 6 6 6 6 6 6 6 6 
Mean 440 2.11 525 1.36 12.34 0.74 2.95 62 
S.D. 37 0 02 122 0.15 1. 32 0.09 0.23 8 

750 No. 6 6 6 6 6 6 6 6 
Mean 411 2.07 466 1.24 11.59 0.71 2.98 62 
S.D. 48 0.09 127 0.09 2.11 0.11 0.38 7 

Relative 

゜
No. 6 6 6 6 6 6 6 
Mean 0.48 121 0.31 2.80 0.17 0.67 14 
S.D. 0.04 32 0.02 0.14 0.03 0.05 1 

750 No. 6 6 6 6 6 6 6 
Mean 0.51 113 0.30 2.80 0.17 0.73 15 
S.D. 0.05 26 0.02 0.19 0.03 0.06 2 

No significant difference between treated group and control group. 



Table 8-6 

Dose 
mg/kg 

Absolute 

゜
No. 
Mean 
S.D. 

750 No. 
Mean 
S.D. 

Relative 

゜
No. 
Mean 
S.D. 

750 No. 
Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Absolute and relative organ weight (After recovery period) 

Male 

Testis Epididymis 
(R+L) (R+L) 

g(g/lOOg BW) mg(mg/lOOg BW) 

6 6 
3.19 1068 
0.45 128 

6 6 
3.37 1080 
0.18 95 

6 6 
0.73' 245 
0.14 43 

6 6 
0.83 264 
0.09 22 

No significant difference between treated group and control group. 
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Table 8-7 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Dose 
mg/kg 

Absolute O 

750 

Relative o 

750 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

No. 
Mean 
S.D. 

Absolute and relative organ weight (After recovery period) 

Female 

Body weight Brain Thymus Heart Liver 

g g(g/lOOg BW) mg(mg/lOOg BW) g(g/lOOg BW) g(g/100g BW) 

6 6 6 6 6 
230 1. 84 367 0.73 6.23 
20 0.06 69 0.04 0.55 

6 6 6 6 6 
224 1.86 369 0.75 6.14 
27 0.06 122 0.07 0.79 

6 6 6 6 
0.80 159 0.32 2. 71 
0.05 25 0.01 0.14 

6 6 6 6 
0.84 162 0.34 2.74 
0.10 40 0.03 0.19 

No significant difference between treated group and control group. 

Spleen Kidney Adrenal 
(R+L) (R+L) 

g(g/lOOg BW) g(g/lOOg BW) mg(mg/lOOg BW) 

6 6 6 
0.47 1. 71 67 
0.06 0.11 6 

6 6 6 
0.47 1.69 72 
0.10 0.19 11 

6 6 6 
0'.20 0.74 29 
0.02 0.05 5 

6 6 6 
0.21 0.76 33 
0.03 0.07 1 
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Table 8-8 

Dose 
mg/kg 

Absolute 

゜
No. 
Mean 
S.D. 

750 No. 
Mean 
S.D. 

Relative 

゜
No 
Mean 
S.D. 

750 No. 
Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Absolute and relative organ weight (After recovery period) 

Female 

Ovary Uterus 
(R+L) 

mg(mg/lOOg BW) mg(mg/lOOg BW) 

6 6 
78.1 452 
11.0 132 

6 6 
80.6 505 
11.3 143 

6 6 
33.9 '198 
3.0 63 

6 6 
36.1 224 
5.4 53 

No significant difference between treated group and control group. 
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Table 9-1 

Organs 

Findings 

Epi g idymis 
ocus,yellow 

Int 5 『i ine f ecum 
atat ， on,lumina 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 week 

Gross pathological findings (After administration period) 

Dose( mNugm/k b s 闘：
M M M M < F 

15~ 6 75~ 6 g 咄 150 750 30 
ber: 6 6 6 6 

゜゜゜
1 ／ ／ ／ ／ 

゜ ゜゜
5 

゜゜
1 5 

StoTmhacih ckening.wall i fores 『odmga e ch 

゜ 8 ゜
4 

゜゜゜
5 

Thickening,limi ing r 

゜ ゜
2 

゜゜゜゜

＇ 

: Male, F: Female 
: Not applicable 
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Table 9-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 week 

Gross pathological findings (After recovery period) 

Organs Sex: M M F F 
Dose{ 付畠g): 

゜
75g ！ 75i 

Findings er: 6 

Stam t f h 
T ckening,w aim l ｝ i ｛ ores ！ 3 mach 

゜
1 

゜ g Thickening,l ng r ge 

゜ ゜ ゜M: Male, F:  Female 

B-6355 
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Table 10-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 week 

Histopathological findings {After administration period) 

Organs 
mNugm/k b s ex: 

M M M M F F F F 
Dose( g): 

゜
3g 150 750 

゜
30 150 750 

Findings er: 6 6 6 6 6 6 6 

Adre numab l 
N er ex 臨ned 6 

゜ ゜
6 6 

゜゜
6 

Not remar le 6 

゜ ゜
6 6 

゜゜
6 

Bon g u+Bmb o ne ma armro i w. a emoral 
er ex ne 6 

゜ ゜
6 6 

゜゜
6 

Not remarkable 6 

゜ ゜
6 6 

゜゜
6 

Bone+Bone marr OiW n ． ； ternal 
Number exam e 6 

゜ ゜
6 6 

゜゜
6 

Not remarkable 5 

゜ ゜
4 4 

゜゜
3 

De gmen i eration,chondromucinous 1 

゜ ゜
2 2 

゜゜
3 

nimal 1 

゜゜
2 2 

゜゜
3 

Cereb 品lum 
Nu ere xrkam a ined 6 

゜゜
6 6 

゜ ゜
6 

器t rema ble 6 

゜゜
6 6 

゜ ゜
6 

Cer rum 

器mber eaxrk a 悶ned 6 

゜ ゜
6 6 

゜ ゜
6 

t rem le 6 

゜ ゜
6 6 

゜ ゜
6 

Epi g uimdybm e is 
r maexrk a 悶ned 6 

゜ ゜
6 ； ／ ； ／ Not re le 6 

゜ ゜
5 

／ 
／ 

Granul 3 ma,spermatic 
゜゜゜

1 ／ 
mil 

゜゜゜
1 ／ ／ 

Eye 
Number examined 6 

゜ ゜
6 6 

゜ ゜
6 

Not remarkable 6 

゜ ゜
6 6 

゜ ゜
6 

Heart 

Numb enreriionr eeer mmmi,meayadexoauxrramkpkl oamaadab b i t e i ned 

6 

゜ ゜
6 6 

゜ ゜
6 

店ot i e 6 

゜ ゜
6 5 

゜ ゜
6 

ard y 

゜゜゜゜
1 

゜゜゜Intestm i num ゜゜゜゜
1 

゜゜゜Numb ned 6 

゜ ゜
6 6 

゜ ゜
6 

Not le 6 

゜ ゜
6 6 

゜ ゜
6 

Inte usmtb i ne, ↓ e kjaemuaumnbinul(m P e e N er X d 6 

゜ ゜
6 6 

゜ ゜
6 

N rem r 6 

゜ ゜
6 6 

゜ ゜
6 

Inte 且ine, a il ； yer's patch) 
N er eaxrakmab i ne 6 

゜ ゜
6 6 

゜ ゜
6 

Not rem le 6 

゜ ゜
6 6 

゜゜
6 

Int 符盆ine.c xeacmum in 
ere ed 6 

゜ ゜
6 6 

゜
1 g 

N 臼remarkable 6 

゜ ゜
6 6 

゜
1 

Int ほ ne,colon 
er eaxrk a 闘ned § ゜゜ < ［ ゜゜

6 

N 且irem le ゜ ゜ ゜゜
6 

Inte ne,rec mtaubim n l 
N er meaxrk a ed 6 

゜ ゜
6 6 

゜ g 
6 

Not re e 6 

゜ ゜
6 6 

゜
6 

り： 灯ale, F i ． • F g 門ale 
: at appl ca e 
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Table 10-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 week 

Histopathological findings (After administration period) 

Organs 

Findings 

Sex: 
Dose(mg/kg): 
Number: 

M
0
6
 

M
O
6
 

3
 

M
0
6
 

5
 
ー

M
0
6
 

5
 
7
 

F
0
6
 

F
0
6
 

3
 

F
0
6
 

5
 
ー

F
0
6
 

5
 
7
 

Kidney 
Number examined 
Not remarkable 
Regeneration.tubular 
minimal 
mild 
Urinary cast,hyaline 
minimal 
Fibrosis.focal 
mild 

Liver 
Number examined 
Not remarkable 
Vacuolation,hepatocyte,periportal 
minimal 
mild 
Microgranuloma 
minimal 
mild 
Hypertrophy,hepatocytic,central 
minimal 
mild 

Lung(bronchus) 
Number examined 
Not remarkable • 
Mineralization.arterial wall 
minimal 
Hemorrhage,focal 
minimal 
Appearance.alveolar macrophage 
minimal 
Pneumonia.focal 
minimal 

Lymph node,mesenteric 
Number examined 
Not remarkable 
Lymph node,submandibular 
Number examined 
Not remarkable 
Ovary 
Number examined 
Not remarkable 
Parathyroid 
Number examined 
Not remarkable 
Cell infiltration,lymphocytic 
minimal 

Pituitary 
Number examined 
Not remarkable 
Prostate 
Number examined 
Not remarkable 
Cell infiltration, interstitial 
minimal 
mild 

6
2
4
4
0
1
1
0
0
 

0
0
0
0
0
0
0
0
0
 

0
0
0
0
0
0
0
0
0
 

6
5
1
1
0
0
0
1
1
 

6
2
4
3
1
0
0
0
0
 

0
0
0
0
0
0
0
0
0
 

0
0
0
0
0
0
0
0
0
 

6
2
4
4
0
0
0
0
0
 

6
1
2
2
0
2
2
0
2
2
0
 

6
3
3
3
0
3
3
0
0
0
0
 

6
0
4
3
1
4
2
2
0
0
0
 

6
1
5
4
1
2
2
0
0
0
0
 

6
0
2
2
0
4
4
0
6
2
4
 

6
2
1
1
0
1
1
0
3
1
2
 

6
1
1
1
0
3
3
0
0
0
0
 

6
1
5
5
0
4
4
0
0
0
0
 

6
6
0
0
0
0
0
0
0
0
 

0
0
0
0
0
0
0
0
0
0
 

0
0
0
0
0
0
0
0
0
0
 

6
5
0
0
1
1
0
0
0
0
 

6
5
1
1
0
0
0
0
0
0
 

0
0
0
0
0
0
0
0
0
0
 

0
0
0
0
0
0
0
0
0
0
 

6
4
0
0
0
0
1
1
1
1
 
6
6
6
6
/
/
6
6
0
0
6
6
 

0
0
0
0
/
/
0
0
0
0
 0
0
 

0
0
0
0
/
/
0
0
0
0
0
0
 

6
6
6
6
/
/
6
5
1
1
6
6
 

6
6
6
6
6
6
6
6
0
0
6
6
 

0

0

0

0

 0
0
 0
0
0
0
 
0
0
 

0

0

0

0

 0
0
 0
0
0
0
 
0
0
 

6
6
6
6
6
6
6
6
0
0
6
6
 /
I
I
/
/
 

/
/
I
/
/
 

/
/
I
I
I
 

/
I
I
I
I
 

6
4
2
1
1
 

0
0
0
0
0
 

0
0
0
0
0
 

6
2
4
1
3
 

M : Male, F: Female 
I : Not applicable 
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Table 10-3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 week 

Histopathological findings (After administration period) 

Organs 

Findings 

Sex: 
Dose(mg/kg): 
Number: 

M
O
6
 

M
0
6
 

3
 

M
O
6
 

5
 
ー

M
0
6
 

5
 
7
 

F
0
6
 

F
0
6
 

3
 

F
0
6
 

5
 
ー

F
0
6
 

5
 
7
 

Sciatic nerve 
Number examined 
Not remarkable 
Skeletal muscle,femoral 
Number examined 
Not remarkable 
Degeneration.muscular 
minimal 
Cell infiltration, interstitial 
minimal 

Spinal cord.thoracic 
Number examined 
Not remarkable 
Spleen 
Number examined 
Not remarkable 
Hematopoiesis,extramedullary 
minimal 

Stomach 
Number examined 
Not remarkable 
Hyperkeratosis,forestomach 
minimal 
mild 
Hyperplasia,squamous,forestomach 
minimal 
mild 
Hyperplasia,squamous,limiting ridge 
minimal 
mild 

Testis 
Number examined 
Not remarkable 
Thyroid 
Number examined 
Not remarkable 
Ectopic thymus 
mild 
Remnant,ultirnobranchial body 
minimal 

Thymus 
Number examined 
Not remarkable 
Trachea 
Number examined 
Not remarkable 
Urinary bladder 
Number examined 
Not remarkable 
Uterus 
Number examined 
Not remarkable 

6
6
 

0
0
 

0
0
 

6
6
 

6
6
 

0
0
 

0
0
 

6
6
 6
5
1
1
0
0
 

0
0
0
0
0
0
 

0
0
0
0
0
0
 

6
5
1
1
0
0
 

6
5
1
1
0
0
 

0
0
0
0
0
0
 

0
0
0
0
0
0
 

6
4
1
1
1
1
 
6
6
6
2
4
4
 

0
0
0
0
0
0
 

0
0
0
0
0
0
6
1
3
3
0
0
0
0
5
4
1
0
0
 

6
6
6
3
3
3
 

6
6
6
6
0
0
 

0
0
0
0
0
0
 

0
0
0
0
0
0
 

6
6
6
6
0
0
 6
0
6
1
5
4
1
3
6
2
4
 

6
5
1
1
0
0
0
0
1
1
0
 

6
6
0
0
0
0
0
0
0
0
0
 

6
6
0
0
0
0
0
0
0
0
0
 

6
0
6
3
3
5
2
3
6
3
3
 

6
6
0
0
0
0
0
0
0
0
0
 

6
6
0
0
0
0
0
0
0
0
0
 
6
6
 

0
0
 

6
6
 

／
／
 

／
／
 

／
／
 

／
／
 

6
6
0
0
0
0
 

0
0
0
0
0
0
 

0
0
0
0
0
0
 

6
6
0
0
0
0
 

6
4
0
0
2
2
 

0
0
0
0
0
0
 

0
0
0
0
0
0
 

6
5
1
1
0
0
 
6

6

6

6

6

6

/

/

 

0

0

0

0

0

0

/

/

 

0

0

0

0

0

0

/

I

 

6

6

6

6

6

6

/

/

 

6

6

6

6

6

6

6

6

 

0

0

0

0

0

0

0

0

 

0
0
 0
0
 0
0
 0
0
 

6

6

6

6

6

6

6

6

 
M: Male, F : Female 
/ : Not applicable 
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Table 10-4 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 week 

Histopathological findings (After recovery period) 

Organs 

Findings 

Sex: 
Dose{mg/kg): 
Number: 

M
O
6
 

M
O
6
 

5
 
7
 

F
0
6
 

F
0
6
 

5
 
7
 

Liver 
Number examined 
Not remarkable 
Vacuolation,hepatocyte,periportal 
minimal 
mild 
Microgranuloma 
minimal 
Hypertrophy,hepatocytic,central 
minimal 

Stomach 
Number examined 
Not remarkable 
Hyperkeratosis,forestomach 
minimal 
Hyperplasia,squamous,forestornach 
minimal 
mild 
Hyperplasia,sguarnous,limiting ridge 
minimal 

6
1
4
4
0
3
3
0
0
 

6
1
3
2
1
5
5
0
0
 

6
1
1
1
0
4
4
2
2
 

6
1
2
1
1
4
4
0
0
 

6
2
2
2
2
2
0
2
2
 

6
6
0
0
0
0
0
0
0
 

6
5
1
1
1
0
1
1
1
 

6
6
0
0
0
0
0
0
0
 

M: Male, F: Female 
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Appendix 1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual clinical signs (Administration period) 

Dose (mg/kg) : O 

Day of administration 
Sex Animal 

number ー 2
 

3
 

4
 

5
 

6
 

7
 

8
 ，
 

10 11 12 13 14 

Male 

1
2
3
4
5
6
7
8
9
0
1
2
 

0
0
0
0
0
0
0
0
0
1
1
1
 

0
0
0
0
0
0
0
0
0
0
0
0
 

1
1
1
1
1
1
1
1
1
1
1
1
 

Female 

1
2
3
4
5
6
7
8
9
0
1
2
 

0
0
0
0
0
0
0
0
0
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
 

: ／ : : 
； ； 

／ 

ー： Noabnormality 
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Appendix 2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual clinical signs (Administration period) 

Dose (mg/kg) : 0 

Day of administration 
Sex Animal 

number 15 16 17 18 19 20 21 22 23 24 25 26 27 28 

Male 

1
2
3
4
5
6
7
8
9
0
1
2
 

0
0
0
0
0
0
0
0
0
1
1
1
 

0
0
0
0
0
0
0
0
0
0
0
0
 

1
1
1
1
1
1
1
1
1
1
1
1
 

Female 

1
2
3
4
5
6
7
8
9
0
1
2
 

0
0
0
0
0
0
0
0
0
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
 

： 
： ： ： ； ： ： 

／ 

; 
： ： 

ー： Noabnormality 
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Appendix 3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual clinical signs (Administration period) 

Dose (mg/kg) : 30 

Sex Animal 
number 1 2 3 4 5 6 7 8 

2001 
2002 
2003 
2004 
2005 
2006 

Day of administration 

，
 

10 11 12 13 14 

Male 

2101 
2102 

Female 2103 
2104 
2105 
2106 

ー： Noabnormality 



Appendix 4 

Sex 

Male 

Female 

Animal 
number 

2001 
2002 
2003 
2004 
2005 
2006 

2101 
2102 
2103 
2104 
2105 
2106 

15 

- : No abnormality 

16 

： 
： 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual clinical signs (Administration period) 

Dose (mg/kg) : 30 

Day of administration 

17 18 19 20 21 22 23 24 25 26 27 28 

； ： 

B-6355 
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Appendix 5 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual clinical signs (Administration period) 

Dose (mg/kg) : 150 

Day of administration 
Sex Animal 

number ー 2
 

3
 

4
 

5
 

6
 

7
 

8
 ，
 

10 11 12 13 14 

Male 

3001 
3002 
3003 
3004 
3005 
3006 

： 
Female 

3101 
3102 
3103 
3104 
3105 
3106 

ー： Noabnormality 



Appendix 6 

Sex Animal 
number 15 

3001 
3002 

Male 3003 
3004 
3005 
3006 

3101 
3102 

Female 3103 
3104 
3105 
3106 

- : No abnormality 

16 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual clinical signs (Administration period) 

Dose {mg/kg) : 150 

Day of administration 

17 18 19 20 21 22 23 24 25 26 27 28 

B-6355 
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Appendix 7 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual clinical signs (Administration period) 

Dose (mg/kg) : 750 

Day of administration 
Sex Animal 

number ー 2
 

3
 

4
 

5
 

6
 

7
 

8
 ，
 

10 11 12 13 14 

1
2
3
4
5
6
7
8
9
0
1
2
 

0
0
0
0
0
0
0
0
0
1
1
1
 

0
0
0
0
0
0
0
0
0
0
0
0
 

4
4
4
4
4
4
4
4
4
4
4
4
 

-
A
 

Male 
[
-
A
 

-
A
A
 

―

-
A
 

-
A
A
 

Female 

1
2
3
4
5
6
7
8
9
0
1
2
 

0
0
0
0
0
0
0
0
0
1
1
1
 

1
1
1
1
1
1
1
1
1
1
1
1
 

4
4
4
4
4
4
4
4
4
4
4
4
 

―

-
A
 

A
 

A
 

A
 

A
-
A
A
-

―

-
A
-
-
A
A
-

-
1
-
A
『

―
―

-
A
-

： 
―
―
―

-
A
-： 

-
A
-

： ; ; -
A
 

-
A
 

―

-
A
 

-
A
 

- : No abnormality 
A:  Salivation 
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Appendix 8 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual clinical signs (Administration period) 

Dose (mg/kg) : 750 

Day of administration 
Sex Animal 

number 15 16 17 18 19 20 21 22 23 24 25 26 27 28 

Male 

1
2
3
4
5
6
7
8
9
0
1
2
 

0
0
0
0
0
0
0
0
0
1
1
1
 

0
0
0
0
0
0
0
0
0
0
0
0
 

4
4
4
4
4
4
4
4
4
4
4
4
 

A
 

A
 

A
 

―

-
A
 

-
A
 

-
A
 

-
A
 

-
A
 

-
A
 -

A
 

-
A
-
A
-

―

-
A
-
A
-

―
―
―

-
A
A
-

t

A
 

-
A
 

-
A
 

-
A
 

-
A
 

-
A
 

-
A
 

-
A
 

1
2
3
4
5
6
7
8
9
0
1
2
 

0
0
0
0
0
0
0
0
0
1
1
1
 

1
1
1
1
1
1
1
1
1
1
1
1
 

4
4
4
4
4
4
4
4
4
4
4
4
 

―
―

-
A
-

Female 

A
-
A
_
-
A
-
』

-
A
-
―

A
―

-
A
t

-
1
A
-

-
A
-
―
―
―
 

-
A
-
-
A
-

_
_
 
-

-
A
-

_
_
 

―
―
―

-
A
-

-
A
-
―
 

A
-
―
―
―

-
A
-

-

i

-
A
-
A
A
-

A
 

A
 

-
A
i

A
-

A
—

-A-

—i 

―
―

-
A
-

-
l
-
A
-
-
A
- 一

1
A

_
-
A
 -

A
 

―

-
A
 

-
A
 

-
A
 

-
A
 

- : No abnormality 
A : Salivation 
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Appendix 9 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual clinical signs (Recovery period) 

Dose (mg/kg) : O 

Sex Animal 
number 1 2 

1007 
1008 
1009 
1010 
1011 
1012 

Day of recovery 

3
 

4
 

5
 

6
 

7
 

8
 ，
 

10 11 12 13 14 

Male 

1107 
1108 

Female 1109 
1110 
1111 
1112 

- : No abnormality 



B-6355 

Appendix 10 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual clinical signs (Recovery period) 

Dose (mg/kg) : 750 

Sex Animal 
number 1 

Day of recovery 

2
 

3
 

4
 

5
 

6
 

7
 

8
 ，
 

10 11 12 13 14 

4007 
4008 

Male 4009 
4010 
4011 
4012 

4107 
4108 

Female 4109 
4110 
4111 
4112 

- : No abnormality 



Appendix 11 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 1 of administration period) 

Dose (mg/kg) : 0 

Male Female 

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 
Animal 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
1 1 1 1 1 1 1 1 1 1 1 

Parameter number 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 1 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 

1 2 3 4 5 6 7 8 ， 
゜
1 2 1 2 3 4 5 6 7 8 ， 

゜
1 

Posture a) N N N N N N N N N N N N N N N N N N N N N N N 

Convulsion b) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜Abnormal behavior c) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜
a) N: Normal, F: Flattened, H: Hunched 
b) O: None, 1: Minor, 2: Moderate, 3: Severe 
c) O: None, 1: Minor, 2: Moderate, 3: Severe 

B-6355 

1 
1 
1 
2 

N 

゜
゜



Appendix 12 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

In_dividual detailed clinical signs : home cage observations (Week 1 of administration period) 

Dose (mg/kg) : 30 

Male Female 

2 2 2 2 2 2 2 2 2 2 2 2 
Animal 

゜゚ ゜゚ ゜゚
1 1 1 1 1 1 

Parameter number 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚1 2 3 4 5 6 1 2 3 4 5 6 

Posture a) N N N N N N N N N N N N 

Convulsion b) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Abnormal behavior c} 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
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 

B-6355 



Appendix 13 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 1 of administration period) 

Dose (mg/kg) : 150 

Male 

3 3 3 
Animal 

゜゚ ゜Parameter number 

゜゚ ゜1 2 3 

Posture a) N N N 

Convulsion b) 

゜゚ ゜Abnormal behavior c) 

゜゚ ゜
a) N: Normal, F:. Flattened, H: Hunched 
:t>) 0: None, 1: Minor, 2: Moderate, 3: Severe 
c) 0: None, 1: Minor, 2.: Moderate, 3: Severe 

3 

゜゚4 
N 

゜
゜

3 

゜゚5 
N 

゜
゜

Female 

3 3 3 3 3 3 3 

゜
1 1 1 1 1 1 

゜ ゜゚ ゜゚ ゜゚6 1 2 3 4 5 6 

N N N N N N N 

゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚

B-6355 



Appendix 14 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 1 of administration period) 

Dose (mg/kg) : 750 

Male Female 

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 
Animal 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
1 1 1 1 l 1'1  1 1 1 1 

Parameter number 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 1 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 

1 2 3 4 5 6 7 8 ， 
゜
1 2 1 2 3 4 5 6 7 8 ， 

゜
1 

Posture a) N N N N N N N N N N N N N N N N N N N N N N N 

Convulsion b) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜Abnormal behavior c) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚゜゚ ゜
a) N: Normal, F: Flattened, H: Hunched 
b) 0: None, 1: Minor, 2: Moderate, 3: Severe 
c) O: None, 1: Minor, 2: Moderate, 3: Severe 

B-6355 

4 
1 
1 
2 

N 

゜
゜



Appendix 15 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 2 of administration period) 

Dose (mg/kg) : O 

Male Female 

1 1 1 1 1 1 l 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 
Animal 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
1 1 1 1 1 1 1 1 1 1 1 

Parameter number 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 1 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 

1 2 3 4 5 6 7 8 ， 
゜
1 2 1 2 3 4 5 6 7 8 ， 

゜
1 

Posture a) N N N N N N N N N N N N N N N N N N N N N N N 

Convulsion b) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜Abnormal behavior c) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜
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 

B-6355 

1 
1 
1 
2 

N 

゜
゜



Appendix 16 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 2 of administration period) 

Dose (mg/kg) : 30 

Male 

2 2 2 
Animal 

゜゚ ゜Parameter number 

゜゚ ゜1 2 3 

Posture a) N N N 

Convulsion b) 

゜゚ ゜Abnormal behavior c) 

゜゚ ゜
a) N: Normal, F: Flattened, H: Hunched 
b} O: None, 1: Minor, 2: Moderate, 3: Severe 
c) 0: None, 1: Minor, 2: Moderate, 3: Severe 

2 

゜゚4 
N 

゜
゜

2 

゜゚5 
N 

゜
゜

Female 

2 2 2 2 2 2 2 

゜
1 1 1 1 1 1 

゜ ゜゚ ゜゚ ゜゚6 1 2 3 4 5 6 

N N N N N N N 

゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚

B-6355 
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Appendix 17 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period.of 2 weeks 

Individual detaile.d clinical signs : home cage observations (Week 2 of administration period) 

Dose {mg/kg) : 150 

Male 

Parameter 
Animal 
number 

3
0
0
2
 

3
0
0
1
 

3
0
0
5
 

3
0
0
4
 

3
0
0
3
 

3
0
0
6
 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

N

o

o

 

N

o

o

 

N

o

o

 

N

o

o

 

N

o

o

 

N

o

o

 

Female 

3 3 3 3 3 3 
1 1 1 1 1 1 

゜゚ ゜゚ ゜゚1 2 3 4 5 6 

N N N N N N 

゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚

a) N: Normal, F: Flattened, H: Hunched 
b) 0: None, 1: Minor, 2: Moderate, 3: Severe 
c) O: None, 1: Minor, 2: Moderate, 3: Severe 



Appendix 18 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 2 of administration period) 

Dose (mg/kg) : 750 

Male Female 

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 
Animal 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
1 1 1 1 1 1 1 1 1 1 1 

Parameter number 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 1 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 

1 2 3 4 5 6 7 8 ， 
゜
1 2 1 2 3 4 5 6 7 8 ， 

゜
1 

Posture a) N N N N N N N N N N N N N N N N N N N N N N N 

Convulsion b) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜Abnormal behavior c) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜
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 

B-6355 

4 
1 
1 
2 

N 

゜
゜



Appendix 19 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 3 of administration period) 

Dose (mg/kg) : O 

Male Female 

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 
Animal 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
1 1 1 1 1 1 1 1 1 1 1 

Parameter number 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 1 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 

1 2 3 4 5 6 7 8 ， 
゜
1 2 1 2 3 4 5 6 7 8 ， 

゜
1 

Posture a) N N N N N N N N N N N N N N N N N N N N N N N 

Convulsion b) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜Abnormal behavior c) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜
a) N: Normal, F: Flattened, H: H,unched 
b) 0: None, 1: Minor, 2: Moderate, 3: Severe 
c) 0: None, 1: Minor, 2: Moderate, 3: Severe 

B-6355 

1 
1 
1 
2 

N 

゜
゜
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Appendix 20 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 3 of administration period) 

Dose (mg/kg) : 30 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

Male 

2 2 2 2 2 2 
Animal 

゜゚ ゜゚ ゜゚number 

゜゚ ゜゚ ゜゚1 2 3 4 5 6 

N N N N N N 

゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚

Female 

2
1
0
6
 

2
1
0
5
 

2
1
0
4
 

2
1
0
3
 

2
1
0
2
 

2
1
0
1
 

N

o

o

 

N

o

o

 

N

o

o

 

N

o

o

 

N

o

o

 

N

o

o

 
a) N: Normal, F: Flattened, H: Hunched 
b) O: None, 1: Minor, 2: Moderate, 3: Severe 
c) O: None, 1: Minor, 2: Moderate, 3: Severe 



Appendix 21 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 3 of administration period) 

Dose (mg/kg) : 150 

Male Female 

3 3 3 3 3 3 3 3 3 3 3 3 
Animal 

゜゚ ゜゚ ゜゚
1 1 1 1 1 1 

Parameter number 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚1 2 3 4 5 6 1 2 3 4 5 6 

Posture a) N N N N N N N N N N N N 

Convulsion b) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Abnormal behavior c) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
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 

B-6355 



Appendix 22 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 3 of administration period) 

Dose (mg/kg) : 750 

Male Female 

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 
Animal 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
1 1 1 1 1 1 1 1 1 1 1 

Parameter number 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 1 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 

1 2 3 4 5 6 7 8 ， 
゜
1 2 1 2 3 4 5 6 7 8 ， 

゜
1 

Posture a) N N N N N N N N N N N N N N N N N N N N N N N 

Convulsion b) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜Abnormal behavior c) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜
a) N: Normal, F: Flattened, H: Hunched 
b) O: None, 1: Minor, 2: Moderate, 3: Severe 
c) O: None, 1: Minor, 2: Moderate, 3: Severe 

B-6355 

4 
1 
1 
2 

N 

゜
゜



B-6355 

Appendix 23 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 4 of administration period) 

Dose (mg/kg) : 0 

Female 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

Male 

1 1 1 1 1 1 1 1 1 1 1 1 
Animal 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚number 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 1 

1 2 3 4 5 6 7 8 ， 
゜
1 2 

N N N N N N N N N N N N 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚

1
1
0
2
 

1
1
0
1
 

1
1
0
4
 

1
1
0
3
 

1
1
0
5
 

1
1
0
6
 

1
1
0
7
 

1
1
0
8
 

1
1
0
9
 

1
1
1
0
 

1
1
1
1
 

1
1
1
2
 

N N N N N N N N N N N N 

0 0 0 0 0 0 0 0 0 0 0 0 

0 0 0 0 0 0 0 0 0 0 0 0 

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 



Appendix 24 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 4 of administration per_iod) 

Dose (mg/kg) : 30 

Male Female 

2 2 2 2 2 2 2 2 2 2 2 2 
Animal 

゜゚ ゜゚ ゜゚
1 1 1 1 1 1 

Parameter number 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚1 2 3 4 5 6 1 2 3 4 5 6 

Posture a) N N N N N N N N N N N N 

Convulsion b) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Abnormal behavior c) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
a) N: Normal, F: Flattyned, H: Hunched 
b) O: None, 1: Minor, 2: Moderate, 3: Severe 
c) 0: None, 1: Minor, 2: Moderate, 3: Severe 

B-6355 
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Appendix 25 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 4 of administration period) 

Parameter 

Posture a) 

Convulsion b) 

Abnormal behavior c) 

Dose (mg/kg) : 150 

Male 

3 3 3 3 3 3 
Animal 

゜゚ ゜゚ ゜゚number 

゜゚ ゜゚ ゜゚1 2 3 4 5 6 

N N N N N N 

゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚

Female 

3
1
0
6
 

3
1
0
5
 

3
1
0
4
 

3
1
0
3
 

3
1
0
2
 

3
1
0
1
 

N

o

o

 

N

o

o

 

N

o

o

 

N

o

o

 

N

o

o

 

N

o

o

 
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 



Appendix 26 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations {Week 4 of administration period) 

Dose (mg/kg) : 750 

Male Female 

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 
Animal 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
1 1 1 1 1 1 1 1 1 1 1 

Parameter number 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 1 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 

1 2 3 4 5 6 7 8 ， 
゜
1 2 1 2 3 4 5 6 7 8 ， 

゜
1 

Posture a) N N N N N N N N N N N N N N N N N N N N N N N 

Convulsion b) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜Abnormal behavior c) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜
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 
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Appendix 27 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 1 of recovery period) 

Dose (mg/kg) : o 

Male 

1 1 1 
Animal 

゜゚ ゜Parameter number 

゜゚ ゜7 8 ， 
Posture a) N N N 

Convulsion b) 

゜゚ ゜Abnormal behavior c) 

゜゚ ゜
a) N: Normal, F: Flattened, H: Hunche,d 
b} 0: None, 1: Minor, 2: Moderate, 3: Severe 
c) 0: None, 1: Minor, 2: Moderate, 3: Severe 
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Appendix 28 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 1 of recovery period) 

Dose (mg/kg) : 750 

Male Female 

4 4 4 4 4 4 4 4 4 4 4 4 
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゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Abnormal behavior c) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
a) N: Normal,, F: Flattened, H: Hunched 
b) 0: None, 1: Minor, 2: Moderate, 3: Severe 
c) O: None, 1: Minor, 2: Moderate, 3: Severe 
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Appendix 29 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recov~ry period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 2 of recovery period) 

Dose (mg/kg) : O 
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Parameter 
Animal 
number 
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a) N: Normal, F: Flattened, H: Hunched 
b) O: None, 1: Minor, 2: Moderate, 3: Severe 
c) 0: None, 1: Minor, 2: Moderate, 3: Severe 



Appendix 30 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : home cage observations (Week 2 of recovery period) 

Dose (mg/kg) : 750 

Male Female 
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a) N: Normal, F: F~attened, H: Hunched 
b) 0: None, 1: Minor, 2: Moderate, 3: Severe 
c) 0: None, 1: Minor, 2: Moderate, 3: Severe 
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Appendix 31 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs in-the-hand observations (Week 1 of administration period) 

Dose (mg/kg) : 0 
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a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked 
c) O: Normal, 1: Slight, 2: Moderate, 3: Marked 
d) O: Absent, 1: Present 
e) 0: Absent, 1: Present 
f) O: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) O: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) O: None, 1: Slight, 2: Moderate, 3: Marked 
1) O: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 
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Appendix 32 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 1 of administration period) 

Dose (mg/kg) : 30 
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a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked 
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
d) 0: Absent, 1: Present 
e) O: Absent, 1: Present 
f) O: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) O: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) O: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) O: None, 1: Slight, 2: Moderate, 3: Marked 
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, o: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 
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Appendix 33 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 1 of administration period) 

Dose (mg/kg) : 150 
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a) -1: Atypically docile, O: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) 0: Normal, 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) O: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) O: Normal, 1: Present 
i) O: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) O: None, 1: Slight, 2: Moderate, 3: Marked 
1) O: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, o: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 
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Appendix 34 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 1 of administration period) 

Dose (mg/kg) : 750 
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a) -1: Atypically docile, O: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked 
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
d) 0: Absent, 1: Present 
e) O: Absent, 1: Present 
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) O: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) O: Normal, 1: Present 
i) O: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) O: None, 1: Slight, 2: Moderate, 3: Marked 
1) O: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 
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Appendix 35 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 2 of administration period) 

Dose (mg/kg) : 0 

Male 

Parameter 
Animal 
number 

1
0
0
2
 

1
0
0
1
 

1
0
0
4
 

1
0
0
3
 

1
0
0
5
 

1
0
0
6
 

1
0
0
7
 

1
0
0
8
 

1
0
0
9
 

1
0
1
0
 

1
0
1
1
 

1
0
1
2
 

Ease of removal from cage a) O O O O O O O O o o o O 

Fur condition b) 

Skin c) 

Secretions-Eye, Nosed) 

Exophthalmos e) 

Palpebr~l closure f) 

Mucosal membranes g) 

Lacrimation h) 

Piloerection i) 

Pupil size j) 

Salivation k) 

Abnormal respiration 1) 

Reactivity to handling m) 

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

 

0
 
0
 
0
 
0
 
0
 
0
 
0
 
0
 
0
 

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

 
0
 
0
 
0
 
0
 
0
 
0
 
0
 
0
 
0
 
0
 

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

 

0
 
0
 
0
 
0
 
0
 
0
 
0
 
0
 
0
 

Female 

l 1 1 1 1 1 1 1 1 1 1 1 
1 1 1 1 1 1 l 1 1 1 1 1 

゜゚ ゜゚ ゜g ゜゚ ゜
1 1 1 

1 2 3 4 5 7 8 ， 
゜
1 2 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚0

0

0

0

0

0

0

0

 

0

0

 
0
 
0
 
0
 
0
 
0
 
0
 

0
 ..
 

0
 
0
 
0
 
0
 
0
 
0
 
0
 

0

0

 
0
 
0
 
0
 
0
 
0

0

 

0

0

0

 

0
 
0
 
0
 
0
 
0
 

0

0

0

0

0

0

0

0

 

0

0

0

 

0
 
0
 
0
 
0
 
0
 

0

0

 
0

0

0

0

0

0

 

0

0

0

0

0

0

0

0

 

0

0

0

 

0
 
0
 
0
 
0
 
0
 

0

0

0

0

0

0

0

0

 

0

0

 
0
 
0
 
0
 
0
 
0
 
0
 

a} -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked 
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
d) 0: Absent, 1: Present 
e) O: Absent, 1: Present 
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) 0: Normal, 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) O: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 
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Appendix 36 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 2 of administration period) 

Dose (mg/kg) : 30 

Parameter 
Animal 
number 

2
0
0
2
 

2
0
0
1
 

Male 

2 2 
0 0 
0 0 
3 4 

2
0
0
5
 

2
0
0
6
 

Ease of removal from cage a) 0 0 0 0 0 O 

Fur condition b) 

Skin c) 

Secretions-Eye, Nosed) 

Exophthalmos e) 

Palpebral closure f) 

Mucosal membranes g) 

Lacrimation h) 

Piloerect ion i) 

Pupil size j) 

Salivation k) 

Abnormal respiration 1) 

Reactivity to handling m) 

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

0

0

0

0

0

0

0

0
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0
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0

0
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0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

0

0

0

0

0

0

0

0

0

 

Female 

2 2 2 2 2 2 
1 1 1 1 1 1 

゜゚ ゜゚ ゜゚1 2 3 4 5 6 

゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked 
c} 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
d) 0: Absent, 1: Present 
e) O: Absent, 1: Present 
f) O: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) 0: Normal, 1: Present 
i) o: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) 0: None, 1: Slight, 2: Moderate, 3: Marked 
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 
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Appendix 37 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 2 of administration period) 

Dose (mg/kg) : 150 

Male 

Parameter 

3
0
0
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3
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l
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b
 

.
l
m
 

n
u
 

A
n
 

3
0
0
4
 

3
0
0
3
 

3
0
0
5
 

3
0
0
6
 

Ease of removal from cage a) O O O O O O 

Fur condition b) O O O O O O 

Skin c) 

Secretions-Eye, Nosed) 

Exophthalmos e) 

Palpebral clos_ure f) 

Mucosal membranes g) 

Lacrirnation h) 

Piloerection i) 

Pupil size j) 

Salivation k) 

Abnormal respiration 1) 

Reactivity to handling m) 

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

0
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0
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0
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0
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0
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Female 

3 ！ 3 3 f >1 1 1 

゜゚ g ゜゚1 2 4 5 6 

゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚0
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0
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0

0

0
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a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked 
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
d) O: Absent, 1: Present 
e) O: Absent, 1: Present 
f) O: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) O: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) 0: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) O: None, 1: Slight, 2: Moderate, 3: Marked 
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 



Appendix 38 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs in-the-hand observations (Week 2 of administration period) 

Dose (mg/kg) : 750 

Male 

4 4 4 4 4 4 4 4 4 i 4 4 4 4 4 4 
An mim b al 

゜8 g 8 8 ゜゚ ゜゚ ゜゚
1 1 i もParameter nu er 

゜ ゜゚ g ； も
1 1 

゜゚1 2 3 4 5 6 7 1 2 1 2 3 4 

Ease of removal from cage a) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Fur condition b) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Skin c) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Secretions-Eye, Nosed) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Exophthalmos e) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Palpebral closure f) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Mucosal membranes g) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Lacrirnation h) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Piloerection i) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Pupil size j) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Salivation k) 

゜゚ ゜゚ ゜゚
1 1 

゜゚
1 

゜ ゜゚ ゜゚Abnormal respiration 1) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Reactivity to handling m) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
a) -1: Atypically docile, O: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) O: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked 
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
d) O: Absent, 1: Present 
e) O: Absent, 1: Present 
f) O: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) O: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) 0: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis 
kl O: None, 1: Slight, 2: Moderate, 3: Marked 
1) O: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 

Female 

4 4 4 4 4 4 
1 1 i 1 1 l 

゜゚ ゜゚
1 

5 6 1 8 ， 
゜

゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚゜
1 

゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚

4 
1 
1 
1 

゜
゜
゜
゜゚
゜
゜
゜
゜
゜
゜
゜
゜
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Appendix 39 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 3 of administration period) 

Dose (mg/kg) : O 

Male 

Parameter 
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0
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1
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Ease of removal from cage a) 0 0 0 0 0 0 0 0 O O O 0 

Fur condition b) 

Skin c) 

Secretions-Eye, Nosed) 

Exophthalmos e) 

Palpebral closure f) 

Mucosal membranes g) 

Lacrimation h) 

Piloerection i) 

Pupil size j) 

Salivation k) 

Abnormal respiration 1) 

Reactivity to handling m) 
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Female 

1 1 1 1 1 1 1 1 1 1 1 1 
1 1 1 1 1 1 1 1 1 1 1 1 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 1 

1 2 3 4 5 6 7 8 ， 
゜
1 2 
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a) -1: Atypically docile, O: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) O: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked 
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
d) O: Absent, 1: Present 
e) 0: Absent, 1: Present 
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) O: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) O: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) 0: None, 1: Slight, 2: Moderate, 3: Marked 
1) O: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 



Appendix 40 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 3 of administration period) 

Dose (mg/kg) : 30 

Parameter 
Animal 
number 

Ease of removal from cage a) 

Fur condition b) 

Skin c) 

Secretions-Eye, Nosed) 

Exophthalmos e) 

Palpebral closure f) 

Mucosal membranes g) 

Lacrimation h) 

Piloerection i) 

Pupil size j) 

Salivation k) 

Abnormal respiration 1) 

Reactivity to handling m) 

2 

゜゚1 

゜
゜
゜
゜
゜
゜
゜
゜
゜
゜
゜
゜
゜

Male 

2 2 2 

゜゚ ゜゜゚ ゜2 3 4 

゜゚ ゜
゜゚ ゜
゜゚ ゜
゜゚ ゜
゜゚ ゜
゜゚ ゜
゜゚ ゜
゜゚ ゜
゜゚ ゜
゜゚ ゜
゜゚ ゜
゜゚ ゜
゜゚ ゜

2 

゜゚5 

゜゚
゜
゜
゜
゜
゜
゜
゜
゜
゜
゜
゜

Female 

2 2 2 2 2 2 2 

゜
1 1 1 1 1 1 

゜ ゜゚ ゜゚ ゜゚6 1 2 3 4 5 6 

゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) 0: Normal, 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) O: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) O: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) o: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) O: None, 1: Slight, 2: Moderate, 3: Marked 
1) O: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 

B-6355 
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Appendix 41 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 3 of administration period) 

Dose (mg/kg) : 150 

Parameter 
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Fur condition b) 
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Lacrimation h) 

Piloerection i) 

Pupil size j) 

Salivation k) 

Abnormal respiration 1) 

Reactivity to handling m) 
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a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) 0: Normal, 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) O: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) O: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) O: None, 1: Slight, 2: Moderate, 3: Marked 
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 
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Appendix 42 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 3 of administration period) 

Dose {mg/kg) : 750 

Male Female 

Parameter 
Animal 
number 
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a) -1: Atypically docile, O: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) O: Normal, 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) O: Normal. 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) 0: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) 0: None, 1: Slight, 2: Moderate, 3: Marked 
1) O: Absent. 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 



B-6355 

Appendix 43 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 4 of administration period) 

Dose (mg/kg) : O 
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a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult. 3: Very difficult 
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked 
c) O: Normal, 1: Slight, 2: Moderate, 3: Marked 
d) 0: Absent, 1: Present 
e) 0: Absent, 1: Present 
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) 0: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) 0: None, 1: Slight, 2: Moderate, 3: Marked 
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 
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Appendix 44 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations {Week 4 of administration period) 

Dose (mg/kg) : 30 

Parameter 
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number 
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Palpebral closure f) 

Mucosal membranes g) 
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a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked 
c) O: Normal. 1: Slight, 2: Moderate, 3: Marked 
d) 0: Absent, 1: Present 
e) 0: Absent, 1: Present 
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) 0: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) 0: None, 1: Slight, 2: Moderate, 3: Marked 
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 
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Appendix 45 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 4 of administration period) 

Dose (mg/kg) : 150 
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Animal 
number 
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Palpebral closure f) 

Mucosal membranes g) 
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Piloerection i) 

Pupil size j) 

Salivation k) 

Abnormal respiration 1) 
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a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) O: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked 
c) O: Normal, 1: Slight, 2: Moderate, 3: Marked 
d) 0: Absent, 1: Present 
e) O: Absent, 1: Present 
f) O: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) 0: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) 0: None, 1: Slight, 2: Moderate, 3: Marked 
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 
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Appendix 46 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 4 of administration period) 

Dose (mg/kg) : 750 
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a) -1: Atypically docile, O: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked 
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
d) O: Absent, 1: Present 
e) O: Absent, 1: Present 
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) 0: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) 0: None, 1: Slight, 2: Moderate, 3: Marked 
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 



Appendix 47 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 1 of recovery period) 

Dose (mg/kg) : O 

Parameter 
Animal 
number 

Ease of removal from cage a) 

Fur condition b) 

Skin c) 

Secretions-Eye, Nosed) 

Exophthalmos e) 

Pa;tpebral closure f) 

Mucosal membranes g) 

Lacrimation h) 

Piloerection i) 

Pupil size j) 

Salivation k) 

Abnormal respiration 1) 

Reactivity to handling m) 
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a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) O: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked 
c) 0: Normal, 1: Slight. 2: Moderate, 3: Marked 
d) O: Absent, 1: Present 
e) 0: Absent, 1: Present 
f) O: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) O: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) O: None, 1: Slight, 2: Moderate, 3: Marked 
1) O: Absent. 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, o: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 

B-6355 
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Appendix 48 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 1 of recovery period) 

Dose (mg/kg) : 750 

Parameter 
Animal 
number 

4
0
0
7
 

4
0
0
8
 

Male 

4 4 
0 0 
0 1 
9 0 

Female 

4
0
1
2
 

4
0
1
1
 

4
1
0
7
 

4
1
0
8
 

4
1
0
9
 

4
1
1
0
 

4
1
1
1
 

4
1
1
2
 

Ease of removal from cage a) 0 0 0 O O O 

Fur condition b) 

Skin c) 

Secretions-Eye, Nosed) 

Exophthalmos e) 

Palpebral closure f) 

Mucosal membranes g) 

Lacrimation h) 

Piloerection i) 

Pupil size j) 

Salivation k) 

Abnormal respiration 1) 

Reactivity to handling m) 

0

0

0

 

0

0

0

 

0
 
0
 
0
 
0
 
0
 
0
 

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

 

0

0

0

0

0

0

0

0

0

 

0

0

0

0

0

 

..
 

O

O

O

O

O

O

O

 

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

 

0
 
0
 
0
 
0
 
0
 
0
 
0
 
0
 
0
 
0
 

0

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

0

0

0

0

0

0

0

0

0

0

 

0

0

0

0

0

0

0

0

0

0

0

0

0

 

a) -1: Atypically docile, O: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked 
c) O: Normal, 1: Slight, 2: Moderate, 3: Marked 
d) 0: Absent, 1: Present 
e) 0: Absent, 1: Present 
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) O: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) 0: None, 1: Slight, 2: Moderate, 3: Marked 
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 



Appendix 49 A 28-day oral toxicity study of 4-Hydroxydiphenylrnethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 2 of recovery period) 

Dose (mg/kg) : O 

Male Female 

1 1 i 1 i 1 1 1 1 1 1 1 
Animal 

゜゚ ゜ ゜
1 1 1 1 1 1 

Parameter number 

゜゚ g も
1 1 

゜゚ ゜
1 1 1 

7 8 1 2 7 8 ， 
゜
1 2 

Ease of removal from cage a) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Fur condition b) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Skin c) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Secretions-Eye, Nosed) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Exophthalmos e) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Palpebral closure f) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Mucosal membranes g) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Lacrimation h) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Piloerection i) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Pupil size j) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Salivation k) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Abnormal respiration I) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚Reactivity to handling m) 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
a) -1: Atypically docile, o: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) 0: Normal, 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) O: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) 0: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) O: None, 1: Slight, 2: Moderate, 3: Marked 
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 

B-6355 
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Appendix 50 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : in-the-hand observations (Week 2 of recovery period) 

Dose (mg/kg) : 750 

Parameter 
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a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult 
b) O: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked 
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
d) O: Absent, 1: Present 
e) O: Absent, 1: Present 
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed 
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked 
h) 0: Normal, 1: Present 
i) 0: Absent, 1: Present 
j) -1: Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis 
k) O: None, 1: Slight, 2: Moderate, 3: Marked 
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked 
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult 
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Appendix 51 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 1 of administration period) 

Dose (mg/kg) : O 

Male Female 
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number 
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a)-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness. 2: Markedly alert 
b) O: 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) O: None, 1: Occasy~qlOrouts (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 52 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 1 of administration period) 

Dose (mg/kg) : 30 

Male Female 

Parameter 
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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 
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Appendix 53 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 1 of administration period) 

Dose (mg/kg) : 150 

Male Female 

Parameter 
Animal 
number 

3
0
0
2
 

3
0
0
1
 

3
0
0
4
 

3
0
0
3
 

3
0
0
5
 

3
0
0
6
 

3
1
0
1
 

3
1
0
2
 

3
1
0
3
 

3
1
0
4
 

3
1
0
5
 

3
1
0
6
 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing count 

Defecation count 

Urination h) 

O

O

O

O

O

N

0

8

0

 

0
 

O

O

O

O

O

N

0

1

2

1

 

O

O

O

O

O

N

0

4

0

1

 

O

O

O

O

O

N

0

5

0

 

0
 

O

O

O

O

O

N

o

1

0

0

 

O

O

O

O

O

N

0

6

0

 

0
 

O

O

O

O

O

N

0

6

0

 

0
 

O

O

O

O

O

N

0

6

0

 

0
 

O

O

O

O

O

N

0

7

0

 

0
 

O

O

O

O

O

N

0

6

0

 

0
 

O

O

O

O

O

N

0

5

0

1

 

O

O

O

O

O

N

0

5

0

 

0
 

a) -2: Unconscious/semi-conscious, -1: Reduced awareness. 0: Normal, 1: Increased alertness, 2: Markedly alert 
b) O: None, 1: Minor, 2: Moderate, 3: Severe 
c) O: None, 1: Minor. 2: Moderate, 3: Severe 
d) 0: None. 1: Minor, 2:・ Moderate, 3: Severe 
e) U: No/minimal location, O: Normal, 1: Slight, 2: Moderate. 3: Markedly 
f) N: Normal, F: Flattened, H: Hunched 
g) O: 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 54 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 1 of administration period) 

Dose (mg/kg) : 750 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d} 

Gait e) 

Posture f) 

Grooming g) 

Rearing count 

Defecation count 

Urination h) 
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a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert 
b) O: None, 1: Minor, 2: Moderate, 3: Severe 
c) O: None, 1: Minor, 2: Moderate, 3: Severe 
d) O: 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) O: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount 
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Appendix 55 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 2 of administration period) 

Dose (mg/kg) : o 
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a) -2: Unconscious/semi-conscious, -1: Reduced awareness, O: Normal, 1: Increased alertness. 2: Markedly alert 
b) 0: None, 1: Minor, 2: Moderate, 3: Severe 
c} O: 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) O: None, 1: Occasional bouts (up to four), 2: 
h) O: None, 1: Small amount, 2: Moderate amount, 

Numerous bouts (more than four) 
3: Large/excessive amount 
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Appendix 56 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 2 of administration period) 

Dose (mg/kg) : 30 
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a) -2: Unconscious/semi-conscious, -1: Reduced awareness, O: Normal, 1: Increased alertness, 2: Markedly alert 
b) 0: None, 1: Minor, 2: Moderate, 3: Severe 
c) O: 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 57 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 2 of administration period) 

Dose (mg/kg) : 150 

Male Female 

Parameter 
Animal 
number 
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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) O: 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) O: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four) 
h) O: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount 
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Appendix 58 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 2 of administration period) 

Dose (mg/kg) : 750 
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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, O: 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 59 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 3 of administration period) 

Dose (mg/kg) : O 
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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) O: None, 1: Minor, 2: Moderate, 3: Severe 
d) 0: None, 1: Minor, 2: Moderate, 3: Severe 
e) U: No/minimal location, O: Normal, 1: Slight, 2: Moderate, 3: Markedly 
f) N: Normal, F: Flattened, H: Hunched 
g) O: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four) 
h) O: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount 



Appendix 60 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 3 of administration period) 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing count 

Defecation count 

Urination h) 

Dose (mg/kg) : 30 

Male 

2 2 2 2 2 
Animal 

゜゚ ゜゚ ゜number 

゜゚ ゜゚ ゜1 2 3 4 5 

゜゚ ゜゚ ゜
゜゚ ゜゚ ゜
゜゚ ゜゚ ゜
゜゚ ゜゚ ゜
゜゚ ゜゚ ゜N N N N N 

゜゚ ゜゚ ゜5 1 6 6 3 

゜゚ ゜゚ ゜
゜
1 

゜゚ ゜

Female 

2 2 2 2 2 2 2 

゜
1 1 1 1 1 1 

゜ ゜゚ ゜゚ ゜゚6 1 2 3 4 5 6 

゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚
゜゜

o• 

゜゚ ゜゚N N N N N N N 

゜ ゜゚ ゜゚ ゜゚5 10 7 7 7 7 12 

゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚

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) O: None, 1: Minor, 2: Moderate, 3: Severe 
d) O: None, 1: Minor, 2: Moderate, 3: Severe 
el U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly 
f) N: Normal, F: Flattened, H: Hunched 
g) O: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four) 
h) O: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount 

B-6355 



Appendix 61 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 3 of administration period) 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing count 

Defecation count 

Urination h) 

Dose (mg/kg) : 150 

Male 

3 3 3 3 3 
Animal 

゜゚ ゜゚ ゜number 

゜゚ ゜゚ ゜1 2 3 4 5 

゜゚ ゜゚ ゜
゜゚ ゜゚ ゜
゜゚ ゜゚ ゜
゜゚ ゜゚ ゜
゜゚ ゜゚ ゜N N N N N 

゜゚ ゜゚ ゜3 6 4 5 4 

゜゚ ゜゚
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゜゚ ゜゚ ゜

Female 

3 3 3 3 3 3 3 

゜
1 1 1 1 1 1 

゜ ゜゚ ゜゚ ゜゚6 1 2 3 4 5 6 

゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚N N N N N N N 

゜ ゜゚ ゜゚ ゜゚5 10 12 10 6 6 11 

゜ ゜゚ ゜゚ ゜゚
゜ ゜゚ ゜゚ ゜゚

a) -,2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert 
b) O: None, 1: Minor, 2: Moderate, 3: Severe 
c) O: None, 1: Minor, 2: Moderate, 3: Severe 
d) O: 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) O: 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 

B-6355 
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Appendix 62 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 3 of administration period) 

Dose (mg/kg) : 750 

Parameter 

Male 

4 4 4 4 4 4 4 4 4 4 4 4 
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゜゚ ゜゚ ゜゚ ゜゚ ゜
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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) O: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four) 
h) O: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount 
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Appendix 63 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation {Week 4 of administration period) 

Dose (mg/kg) : 0 

Male 

1 1 1 1 1 1 1 1 1 1 1 1 
Animal 
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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) O: 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) O: 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 64 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 4 of administration period) 

Dose (mg/kg) : 30 

Male Female 
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a) -2: Unconscious/semi-conscious, -1: Reduced awareness, O: Normal, 1: Increased alertness, 2: Markedly alert 
b) 0: None, 1: Minor, 2: Moderate, 3: Severe 
c) O: None, 1: Minor, 2: Moderate, 3: Severe 
d) O: 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) O: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four) 
h) O: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount 
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Appendix 65 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 4 of administration period) 

Dose (mg/kg) : 150 

Male 

3 3 3 3 3 3 
Animal 

゜゚ ゜゚ ゜゚number 

゜゚ ゜゚ ゜゚1 2 3 4 5 6 

゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚N N N F N N 

゜゚ ゜゚ ゜゚6 6 5 5 7 5 

゜゚ ゜゚ ゜゚
゜゚ ゜

1 

゜゚

Female 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing count 

Defecation count 

Urination h) 

3
1
0
2
 

3
1
0
1
 

3
1
0
4
 

3
1
0
3
 

3
1
0
5
 

3
1
0
6
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O

O

O

O
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0

3

0
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O

O
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0
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O

O
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0
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O

O

O

N

0

8

0

 

0
 

O

O

O

O

O

N

0

1

0

0

 

ー

O

O

O

O

O

N

0

1

0

0

 

ー

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) O: None, 1: Minor, 2: Moderate, 3: Severe 
e) U: No/minimal location, O: Normal, 1: Slight, 2: Moderate, 3: Markedly 
f) N: Normal, F: Flattened, H: Hunched 
g) O: 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 66 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 4 of administration period) 

Dose (mg/kg) : 750 

Male Female 

Parameter 
Animal 
number 
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0
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0
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4
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4
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1
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4
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4
1
0
9
 

4
1
1
2
 

4
1
1
1
 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing count 

Defecation count 

Urination h) 

O

O

O

O

O
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0
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0
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0
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0
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0
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0
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a) -2: Unconscious/semi-conscious, -1: Reduced awareness, O: Normal, 1: Increased alertness, 2: Markedly alert 
b) 0: None, 1: Minor, 2: Moderate, 3: Severe 
c) O: None, 1: Minor, 2: Moderate, 3: Severe 
d) O: None, 1: Minor, 2: Moderate, 3: Severe 
e) U: No/minimal location, O: Normal, 1: Slight, 2: Moderate, 3: Markedly 
f) N: Normal, F: Flattened, H: Hunched 
g) O: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four) 
h) O: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount 
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Appendix 67 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 1 of recovery period) 

Dose (mg/kg) : 0 

Male 

Parameter 
Animal 
number 

1
0
0
8
 

1
0
0
7
 

1
0
1
0
 

1
0
0
9
 

1
0
1
1
 

1
0
1
2
 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e) 

Posture f) 

Grooming g) 

Rearing count 

Defecation count 

Urination h) 

O

O

O

O

O

N

0

4

0
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0
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0
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0
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Female 

1 1 1 1 1 1 
1 1 1 1 1 1 

゜゚ ゜
1 1 1 

1 8 ， 
゜
1 2 

゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚O
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N

0
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O

O

O

N

0
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0
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a) -2: Unconscious/semi-conscious, -1: Reduced awareness, O: Normal, 1: Increased alertness, 2: Markedly alert 
b) O: 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, O: 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} O: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount 
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Appendix 68 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 1 of recovery period) 

Dose (mg/kg) : 750 

Male Female 

Parameter 
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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, O: 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 69 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 2 of recovery period) 

Dose (mg/kg) : 0 

Male Female 

Parameter 
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a) -2: Unconscious/semi-conscious, -1: Reduced awareness, O: 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) O: 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 70 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual detailed clinical signs : open field observation (Week 2 of recovery period) 

Parameter 

Arousal a) 

Convulsion b) 

Abnormal behavior c) 

Stereotypy d) 

Gait e') 

Posture f) 

Grooming g) 

Rearing count 

Defecation count 

Urination h) 

Dose (mg/kg) : 750 

Male 

4 4 4 4 
Animal 

゜゚ ゜゚number 

゜゚ ゜
1 

7 8 ， 
゜

゜゚ ゜゚
゜゚ ゜゚
゜゚ ゜゚
゜゚ ゜゚
゜゚ ゜゚N N N N 

゜゚ ゜゚7 5 

゜
4 

゜゚ ゜゚
゜
2 

゜゚

4 4 

゜゚1 1 1 2 

゜゚
゜゚
゜゚
゜゚
゜゚N N 
゜゚7 7 
゜゚
゜゚

Female 

4 4 4 4 4 4 
1 1 1 1 1 1 

゜゚ ゜
1 1 1 

7 8 ， 
゜
1 2 

゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜
. o 

゜゚ ゜゚N N N N N N 

゜゚ ゜゚ ゜゚10 8 ， 7 11 6 

゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚

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 

B-6355 
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Appendix.71 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual manipulative test (Week 4 of administration period) 

Parameter 

Dose {mg/kg) : O 

Male Female 

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 
Animal 

゜゚ ゜゚ ゜゚ ゜゚ ゜゚ ゜゚
1 1 1 1 1 1 1 1 1 1 1 1 

number 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 1 

゜゚ ゜゚ ゜゚ ゜゚ ゜
1 1 1 

1 2 3 4 5 6 7 8 ， 
゜
1 2 1 2 3 4 5 6 7 8 ， 

゜
1 2 
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Touch response c) 

Tail pinch response d) 

Pupillary reflex e) 
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86 40 54 72 41 68 39 47 40 55 96 58 

a) -2: None, -1: We~k. O: Normal, 1: Exaggerate 
b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction 
c) -1: No reaction/ignores, O: Normal, 1: Abnormality fearful/aggressive reaction 
d) -2: None, -1: weak, O: Normal, 1: Exaggerate 
e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds 
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Appendix 72 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual manipulative test (Week 4 of administration period) 

Dose (mg/kg) : 30 

Male Female 

Parameter 
Animal 
number 
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0
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Auditory response a) 

Approach response b) 
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Tail pinch response d) 

Pupillary reflexe) 

Aerial righting reflex 
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Landing foot splay (mm) 
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59 60 55 62 54 56 

a) -2: None, -1: Weak, O: 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, O: Normal, 1: Exaggerate 
e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds 
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Appendix 73 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual manipulative test (Week 4 of administration period) 

Dose (mg/kg) : 150 

Male 

Parameter 
Animal 
number 
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0
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Auditory response a) 

Approach response b) 

Touch response c) 

Tail pinch response d) 

Pupillary reflex e) 

Aerial righting reflex 
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Landing foot splay (mm) 
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Female 

3 3 3 3 3 3 
1 1 1 1 1 1 

゜゚ ゜゚ ゜゚1 2 3 4 5 6 

゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚p p p p p p 

゜゚ ゜゚ ゜゚56 48 26 58 46 55 

a) -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, O: Normal, 1: Abnormality fearful/aggressive reaction 
d) -2: None, -1: Weak, O: Normal, 1: Exaggerate 
e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds 
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Appendix 74 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual manipulative test (Week 4 of administration period) 

Dose (mg/kg) : 750 

Male Female 

Parameter 
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Tail pinch response d) 
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Aerial righting reflex 
(Total score) 

Landing foot splay (mm) 
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59 63 38 53 55 75 77 64 63 83 67 48 
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0
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0
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0

p
 

0 0 0 0 0 0 0 0 0 0 0 0 

66 49 50 49 37 55 37 32 32 51 47 57 

a) -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, O: Normal, 1: Exaggerate 
e) P: Pass. both, F: Failed. neither, L: Left pupil responds, R: Right pupil responds 



B-6355 

Appendix 75 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual manipulative test (Week 2 of recovery period) 

Dose (mg/kg) : 0 

Male 

Parameter 
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a
e
 

m
b
 

i

m
 

n
u
 

A

n

 

1
0
0
9
 

1
0
0
8
 

1
0
1
0
 

1
0
1
1
 

1
0
1
2
 

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) 

0

0

0

0

p
 

0

0

0

0

p
 

0

0

0

0

p
 

0

0

0

0

p
 

0

0

 

0

0

p
 

0

0

0

0

p
 

0 0 0 0 0 0 

79 64 102 71 100 90 

Female 

1 1 1 1 1 1 
1 1 1 1 1 1 

゜゚ ゜
1 1 1 

7 8 ， 
゜
1 2 

゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚
゜゚ ゜゚ ゜゚p p p p p p 

゜゚ ゜゚ ゜゚59 52 60 67 102 68 

a) -2: None, -1: Weak, O: Normal, 1: Exaggerate 
b) -1: No reaction/ignores, O: Normal, 1: Abnormality fearful/aggressive reaction 
c) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction 
d) -2: None, -1: Weak, O: Normal. 1: Exaggerate 
e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds 



B-6355 

Appendix 76 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual manipulative test (Week 2 of recovery period) 

Dose (mg/kg) : 750 

Male Female 

Parameter 
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4
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4
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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) 

0

0

0

0

p
 

0

0

0

0
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0 0 0 0 0 0 

91 87 112 102 106 84 
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0
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0

p
 

0 0 0 0 0 0 

35 66 73 67 69 82 

a) -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, O: Normal, 1: Abnormality fearful/aggressive reaction 
d) -2: None, -1: Weak, O: Normal, 1: Exaggerate 
e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds 



Appendix 77 

Sex Animal 
number 

1001 
1002 
1003 
1004 
1005 

Male 1006 
1007 
1008 
1009 
1010 
1011 
1012 

Mean 
S.D. 

1101 
1102 
1103 
1104 
1105 

Female 1106 
1107 
1108 
1109 
1110 
1111 
1112 

Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual grip strength (Week 4 of administration period) 

Dose (mg/kg) : O 

Fore limb Hind limb 
g g 

986 391 
1071 545 
972 327 
1043 640 
1005 520 
1009 511 
1367 333 
970 448 
1081 472 
739 620 
539 439 
928 429 

976 473 
197 100 

910 158 
842 303 
815 331 
1006 376 
744 434 
929 442 
786 420 
563 148 
522 312 
778 352 
696 308 
839 304 

786 324 
142 95 

B-6355 
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Sex Animal 
number 

2001 
2002 

Male 2003 
2004 
2005 
2006 

Mean 
S.D. 

2101 
2102 

Female 2103 
2104 
2105 
2106 

Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual grip strength (Week 4 of administration period) 

Dose (mg/kg) ; 30 

Fore limb Hind limb 
g g 

1000 446 
793 369 
668 333 
831 595 
577 432 
716 398 

764 429 
147 91 

976 272 
833 261 
921 377 
82'6 326 
615 341 
733 245 

817 304 
130 52 

B-6355 
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Sex Animal 
number 

3001 
3002 

Male 3003 
3004 
3005 
3006 

Mean 
S.D. 

3101 
3102 

Female 3103 
3104 
3105 
3106 

Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual grip strength (Week 4 of administration period) 

Dose (mg/kg) : 150 

Fore limb Hind limb 
g g 

896 557 
592 360 
1010 544 
908 375 
1044 677 
942 439 

899 492 
161 123 

853 330 
769 228 
764 445 
796 354 
683 313 
735 307 

767 330 
57 71 

B-6355 
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Sex Animal 
number 

4001 
4002 
4003 
4004 
4005 

Male 4006 
4007 
4008 
4009 
4010 
4011 
4012 

Mean 
S.D. 

4101 
4102 
4103 
4104 
4105 

Female 4106 
4107 
4108 
4109 
4110 
4111 
4112 

Mean 
S.D. 

D:  Dead 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual grip strength (Week 4 of administration period) 

Dose (mg/kg) : 750 

Fore limb Hind limb 
g g 

762 418 
909 372 
611 648 
971 479 
886 450 
981 353 
988 448 
1124 308 
1479 376 
1264 324 
872 460 
712 463 

963 '425 
239 91 

938 493 
1067 393 
849 211 
846 309 
926 284 
592 301 
832 393 
1018 541 
554 370 
816 320 
842 311 
686 399 

831 360 
156 92 

B-6355 
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Sex Animal 
number 

1007 
1008 

Male 1009 
1010 
1011 
1012 

Mean 
S.D. 

1107 
1108 

Female 1109 
1110 
1111 
1112 

Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual grip strength (Week 2 of recovery period) 

Dose {mg/kg) : O 

Fore limb Hind limb 
g g 

1353 442 
1134 690 
1859 783 
1059 733 
1322 510 
1185 570 

1319 621 
287 135 

649 435 
577 263 
768 383 
817 460 
688 569 
1107 409 

768 420 
187 100 

B-6355 
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Sex Animal 
number 

4007 
4008 

Male 4009 
4010 
4011 
4012 

Mean 
S.D. 

4107 
4108 

Female 4109 
4110 
4111 
4112 

Mean 
S.D. 

D : Dead 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual grip strength (Week 2 of recovery period) 

Dose (mg/kg) : 750 

Fore limb Hind limb 
g g 

1249 465 
1333 358 
1582 619 
1471 544 
1315 603 
965 477 

1319 511 
211 98 

995 342 
970 412 
783 307 
943 299 
1183 508 
918 443 

965 385 
130 83 

B-6355 
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Appendix 83 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual motor activity (Week 4 of administration period) 

Dose (mg/kg) : O 

Interval (minutes) 
Sex Animal 

number 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60) 

1001 442 390 434 347 347 303 2263 
1002 378 353 283 287 240 213 1754 
1003 397 351 348 368 322 241 2027 
1004 385 392 285 317 161 83 1623 
1005 412 365 314 232 219 263 1805 

Male 1006 411 330 334 411 268 201 1955 
1007 411 322 296 353 328 76 1786 
1008 413 376 340 354 303 349 2135 
1009 415 389 300 275 352 351 2082 
1010 285 285 245 254 203 146 1418 
1011 434 301 173 184 440 120 1652 
1012 325 287 164 86 18 34 914 

Mean 392 345 293 289 267 198 1785 
S.D. 45 40 74 91 110 108 365 

1101 293 321 244 267 198 217 1540 
1102 414 343 316 212 298 192 1775 
1103 499 359 359 294 320 317 2148 
1104 365 271 345 409 209 97 1696 
1105 389 279 333 200 324 230 1755 

Female 1106 407 165 295 136 23 213 1239 
1107 373 367 299 233 289 123 1684 
1108 435 283 129 283 160 

゜
1290 

1109 376 322 234 68 177 195 1372 
1110 286 287 307 173 111 266 1430 
1111 366 317 422 294 343 284 2026 
1112 405 286 145 1 1 159 997 

Mean 384 300 286 214 204 191 1579 
S.D. 58 53 85 110 116 87 333 

Unit : Count 



Appendix 84 

Sex Animal 
number 

2001 
2002 

Male 2003 
2004 
2005 
2006 

Mean 
S.D. 

2101 
2102 

Female 2103 
2104 
2105 
2106 

Mean 
S.D. 

Unit : Count 

0-10 

321 
334 
403 
313 
380 
418 

362 
45 

348 
370 
410 
370 
369 
430 

383 
31 

B-6355 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual motor activity (Week 4 of administration period) 

Dose (mg/kg) : 30 

Interval (minutes) 

10-20 20-30 30-40 40-50 50~60 Total(0-60) 

278 225 113 275 166 1378 
313 296 276 207 356 1782 
368 370 260 305 267 1973 
302 261 281 185 271 1613 
272 268 336 366 273 1895 
319 273 63 34 15 1122 

309 282 222 229 225 1627 
35 49 108 116 119 326 

232 179 304 142 136 1341 
285 252 168 107 27 1209 
302 235 83 303 232 1565 
294 148 233 63 27 1135 
346 95 183 325 115 1433 
291 21 8 305 74 1129 

292 155 163 208 102 1302 
37 87 105 116 78 176 



Appendix 85 

Sex Animal 
number 

3001 
3002 

Male 3003 
3004 
3005 
3006 

Mean 
S.D. 

3101 
3102 

Female 3103 
3104 
3105 
3106 

Mean 
S.D. 

Unit : Count 

0-10 

345 
427 
312 
372 
377 
302 

356 
46 

354 
280 
374 
347 
422 
313 

348 
49 

B-6355 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual motor activity (Week 4 of administration period) 

Dose (mg/kg) : 150 

Interval (minutes) 

10-20 20-30 30-40 40-50 50-60 Total(0-60) 

236 188 310 216 95 1390 
314 363 116 224 363 1807 
258 287 242 256 108 1463 
293 338 191 293 183 1670 
290 272 272 126 219 1556 
258 291 325 316 2 1494 

275 290 243 239 162 1563 
29 61 79 67 124 152 

237 219 181 262 193 1446 
252 223 71 237 266 1329 
371 233 202 '6 71 1257 
357 364 373 265 410 2116 
319 313 292 262 261 1869 
264 167 88 29 160 1021 

300 253 201 177 227 1506 
57 72 117 124 115 409 



B-6355 

Appendix 86 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual motor activity (Week 4 of administration period) 

Dose (mg/kg) : 750 

Interval (minutes) 
Sex Animal 

number 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60) 

4001 329 257 170 179 248 164 1347 
4002 325 335 221 289 145 102 1417 
4003 328 214 184 178 395 125 1424 
4004 395 345 254 290 69 270 1623 
4005 268 109 300 241 193 85 1196 

Male 4006 335 163 125 241 201 244 1309 
4007 376 320 122 241 191 40 1290 
4008 371 420 326 339 223 39 1718 
4009 374 381 346 362 301 327 2091 
4010 333 314 353 319 213 58 1590 
4011 382 391 353 300 279 378 2083 
4012 374 326 285 232 299 98 1614 

Mean 349 298 253 268 230 161 1559 
S.D. 36 94 87 59 84 116 292 

4101 283 320 261 264 267 257 1652 
4102 326 249 277 258 303 86 1499 
4103 294 275 317 127 293 231 1537 
4104 242 286 243 197 202 193 1363 
4105 359 260 299 127 259 217 1521 

Female 4106 431 131 269 236 178 254 1499 
4107 233 285 193 262 133 209 1315 
4108 214 204 167 199 325 207 1316 
4109 138 238 187 151 235 206 1155 
4110 400 345 258 259 93 143 1498 
4111 361 333 235 321 204 249 1703 
4112 379 347 287 165 11 57 1246 

Mean 305 273 249 214 209 192 1442 
S.D. 87 63 47 62 93 65 164 

Unit : Count 



Appendix 87 

Sex Animal 
number 

1007 
1008 

Male 1009 
1010 
1011 
1012 

Mean 
S.D. 

1107 
1108 

'Female 1109 
1110 
1111 
1112 

Mean 
S.D. 

Unit : Count 

0-10 

343 
447 
416 
382 
407 
382 

396 
36 

352 
369 
351 
322 
290 
427 

352 
46 

B-6355 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual motor activity (Week 2 of recovery period) 

Dose (mg/kg) : O 

Interval (minutes) 

10-20 20-30 30-40 40-50 50-60 Total(O~60) 

334 246 196 233 81 1433 
421 362 382 239 248 2099 
323 396 289 376 375 2175 
347 282 216 264 253 1744 
312 286 229 291 383 1908 
310 318 179 ， 11 1209 

341 315 249 235 225 1761 
41 56 75 122 152 379 

355 236 234 343 333 1853 
308 280 87 268 264 1576 
287 186 229 : 289 8 1350 
334 305 290 287 195 1733 
205 196 230 220 189 1330 
388 269 192 320 411 2007 

313 245 210 288 233 1642 
64 48 68 43 139 273 



Appendix 88 

Sex Animal 
number 

4007 
4008 

Male 4009 
4010 
4011 
4012 

Mean 
S.D. 

4107 
4108 

Female 4109 
4110 
4111 
4112 

Mean 
S.D. 

Unit : Count 

0-10 

390 
367 
462 
420 
422 
367 

405 
37 

385 
360 
378 
410 
310 
379 

370 
34 

B-6355 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual motor activity (Week 2 of recovery period) 

Dose (mg/kg) : 750 

Interval (minutes) 

10-20 20-30 30-40 40-50 50-60 Total(0-60) 

384 250 189 67 26 1306 
363 189 90 ， 23 1041 
389 284 279 191 35 1640 
406 321 270 176 88 1681 
340 342 347 296 270 2017 
305 245 271 211 170 1569 

365 272 241 158 102 1542 
37 56 89 104 100 335 

292 242 206 241 303 1669 
295 207 316 288 281 1747 
255' 164 73 269 194 1333 
345 357 391 180 19 1702 
242 256 203 206 160 1377 
248 309 120 181 122 1359 

280 256 218 228 180 1531 
39 69 119 46 105 194 



B-6355 

Appendix 89 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual body weight (Administration period) 

Dose (mg/kg) : O 

Day of administration 
Sex Animal Gain 

number 1 4 7 10 14 17 21 24 28 1-28 

1001 218 249 276 308 341 367 391 406 428 210 
1002 210 239 270 300 334 356 382 399 421 211 
1003 220 248 279 301 326 348 375 392 416 196 
1004 214 241 278 302 338 366 397 414 438 224 
1005 205 230 262 287 318 342 367 385 405 200 

Male 1006 205 236 268 293 327 348 374 383 405 200 
1007 200 230 252 274 302 319 342 352 375 175 
1008 202 230 258 284 316 338 364 386 407 205 
1009 213 243 279 309 348 371 403 416 450 237 
1010 214 238 264 293 328 356 383 411 431 217 
1011 200 225 249 274 296 320 331 352 368 168 
1012 215 235 262 288 322 345 375 385 401 186 

Mean 210 237 266 293 325 348 374 390 412 202 
S.D. 7 7 10 12 15 17 21 21 24 20 

1101 167 179 188 197 211 222 235 236 245 78 
1102 147 156 159 161 171 186 197 210 213 66 
1103 156 163 175 186 203 213 229 227 238 82 
1104 145 151 153 164 176 185 195 206 214 69 
1105 156 170 175 195 209 225 246 247 257 101 

Female 1106 149 155 160 164 175 184 193 204 214 65 
1107 147 152 156 167 176 190 197 201 204 57 
1108 153 160 167 169 176 186 192 200 205 52 
1109 159 164 177 185 199 210 220 224 230 71 
1110 149 163 176 190 204 223 230 238 250 101 
1111 160 171 179 187 200 207 214 224 226 66 
1112 151 156 171 187 199 210 225 227 236 85 

Mean 153 162 170 179 192 203 214 220 228 74 
S.D. 7 8 11 13 15 16 19 16 18 16 

Unit : g 



B-6355 

Appendix 90 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual body weight (Administration period) 

Dose (mg/kg) : 30 

Day of administration 
Sex Animal Gain 

number 1 4 7 10 14 17 21 24 28 1-28 

2001 205 227 255 281 317 345 374 388 414 209 
2002 207 233 262 290 327 354 381 399 426 219 

Male 2003 215 237 270 298 333 359 388 395 423 208 
2004 211 243 270 296 320 340 364 383 402 191 
2005 206 237 264 288 319 341 362 374 393 187 
2006 201 224 254 280 312 340 361 371 397 196 

Mean 208 234 263 289 321 347 372 385 409 202 
S.D. 5 7 7 7 8 8 11 11 14 12 

2101 144 160 169 175 184 196 207 215 218 74 
2102 167 179 189 198 212 218 224 236 244 77 

Female 2103 145 153 169 178 187 189 201 203 208 63 
2104 149 157 163 173 185 185 195 206 211 62 
2105 150 156 165 166 176 192 203 207 216 66 
2106 154 162 164 177 192 192 209 215 219 65 

Mean 152 161 170 178 189 195 207 214 219 68 
S.D. 8 ， 10 11 12 12 10 12 13 6 

Unit : g 



B-6355 

Appendix 91 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual body weight (Administration period} 

Dose (mg/kg) : 150 

Day of administration 
Sex Animal Gain 

number 1 4 7 10 14 17 21 24 28 1-28 

3001 211 238 270 299 331 360 388 408 432 221 
3002 205 229 251 280 305 326 348 362 383 178 

Male 3003 203 225 256 277 305 327 349 367 380 177 
3004 211 238 267 296 325 344 373 398 406 195 
3005 217 239 269 291 319 339 369 382 402 185 
3006 208 238 260 277 299 312 339 357 380 172 

Mean 209 235 262 287 314 335 361 379 397 188 
S.D. 5 6 8 10 13 17 19 21 21 18 

3101 157 169 173 176 186 191 204 207 210 53 
3102 154 156 163 161 165 166 175 177 189 35 

Female 3103 148 152 151 166 169 173 180 181 190 42 
3104 164 168 183 192 203 208 216 215 227 63 
3105 148 158 171 186 200 211 219 225 235 87 
3106 141 144 150 152 155 165 173 180 190 49 

Mean 152 158 165 172 180 186 195 198 207 55 
S.D. 8 10 13 15 20 21 21 21 20 18 

Unit : g 



B-6355 

Appendix 92 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual body weight (Administration period) 

Dose (rng/J;cg) : 750 

Day of administration 
Sex Animal Gain 

number 1 4 7 10 14 17 21 24 28 1-28 

4001 217 229 250 275 306 333 355 369 391 174 
4002 212 231 257 277 305 318 326 336 349 137 
4003 203 227 254 282 307 332 345 359 367 164 
4004 214 235 254 274 298 317 329 345 362 148 
4005 201 217 239 267 283 297 307 320 328 127 

Male 4006 204 222 244 271 299 322 343 359 375 171 
4007 218 242 271 306 335 352 369 384 402 184 
4008 212 236 264 284 291 312 316 329 337 125 
4009 219 230 273 301 332 359 384 400 418 199 
4010 209 231 255 279 302 313 328 341 352 143 
4011 203 217 246 280 302 330 359 379 398 195 
4012 210 225 246 268 287 303 314 322 340 130 

Mean 210 229 254 280 304 324 340 354 368 158 
S.D. 6 7 11 12 16 18 24 26 29 27 

4101 162 171 188 196 217 229 240 253 258 96 
4102 151 157 171 182 192 196 210 215 227 76 
4103 140 141 140 145 151 154 159 159 159 19 
4104 153 161 163 168 182 193 198 205 217 64 
4105 161 172 187 196 210 218 228 233 231 70 

Female 4106 144 148 154 165 177 185 200 205 195 51 
4107 142 148 151 167 176 182 189 193 197 55 
4108 159 174 183 193 209 216 227 236 242 83 
4109 141 152 158 167 177 186 191 202 206 65 
4110 145 136 150 164 177 185 191 197 207 62 
4111 154 164 176 194 205 217 231 237 243 89 
4112 157 167 172 177 189 185 200 212 217 60 

Mean 151 158 166 176 189 196 205 212 217 66 
S.D. 8 13 16 16 19 21 23 25 27 20 

Unit : g 
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Sex Animal 
number 

1007 
1008 

Male 1009 
1010 
1011 
1012 

Mean 
S.D. 

1107 
1108 

Female 1109 
1110 
1111 
1112 

Mean 
S.D. 

Unit : g 

1 

380 
416 
453 
435 
380 
403 

411 
29 

215 
207 
232 
254 
229 
235 

229 
16 

B-6355 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual body weight (Recovery period) 

Dose (mg/kg) : O 

Day of recovery 
Gain 

3 7 10 14 1-14 

389 399 403 428 48 
417 430 445 464 48 
467 482 504 526 73 
455 479 499 514 79 
384 408 416 425 45 
419 442 462 473 70 

422 440 455 472 61 
34 35 42 42 15 

211 223 229 236 21 
209 213 216 215 8 
236 244 241 252 20 
259 268 268 275 21 
236 241 252 256 27 
236 242 244 245 10 

231 239 242 247 18 
19 19 18 20 7 
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Sex Animal 
number 

4007 
4008 

Male 4009 
4010 
4011 
4012 

Mean 
S.D. 

4107 
4108 

Female 4109 
4110 
4111 
4112 

Mean 
S.D. 

Unit : g 

1 

408 
343 
421 
354 
401 
344 

379 
35 

195 
243 
208 
207 
248 
220 

220 
21 

B-6355 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual body weight {Recovery period) 

Dose (mg/kg) : 750 

Day of recovery 
Gain 

3 7 10 14 1-14 

413 430 445 465 57 
345 367 378 398 55 
436 464 484 518 97 
359 375 391 407 53 
411 438 463 477 76 
349 365 383 401 57 

386 407 424 444 66 
39 43 46 50 17 

199 205 205 209 14 
250 259 262 270 27 
212 212 212 216 8 
205 209 219 222 15 
251 261 267 284 36 
223 233 233 232 12 

223 230 233 239 19 
23 25 26 31 11 
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Appendix 95 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual food consumption (Administration period) 

Dose (mg/kg) : O 

Day of administration 
Sex Animal 

number 1 4 7 10 14 17 21 24 28 

1001 23 25 28 27 29 29 28 26 28 
1002 26 25 28 27 29 27 29 26 27 
1003 26 27 30 29 28 28 28 27 28 
1004 23 24 28 26 29 30 31 28 31 
1005 24 24 28 27 28 29 29 26 28 

Male 1006 24 25 27 27 28 29 27 25 27 
1007 22 25 25 27 26 26 26 24 26 
1008 23 24 26 26 27 27 28 27 28 
1009 22 24 27 28 29 28 30 27 30 
1010 22 22 24 24 27 29 28 29 29 
1011 22 26 25 26 26 27 26 25 26 
1012 24 25 26 26 28 28 31 28 29 

Mean 23 25 27 27 28 28 28 27 28 
S.D. 1 1 2 1 1 1 2 1 2 

1101 20 18 19 18 19 18 19 17 18 
1102 18 16 15 14 15 17 16 16 15 
1103 19 17 19 18 19 18 20 18 19 
1104 17 15 15 17 16 16 16 16 17 
1105 18 18 18 19 19 20 21 19 19 

Female 1106 15 16 14 15 16 16 16 15 16 
1107 17 16 17 18 17 17 17 16 16 
1108 17 16 17 16 16 17 16 15 16 
1109 16 17 19 17 19 17 19 18 19 
1110 17 18 19 18 19 20 19 18 19 
1111 18 18 17 16 17 17 18 18 18 
1112 17 15 17 16 19 20 20 18 19 

Mean 17 17 17 17 18 18 18 17 18 
S.D. 1 1 2 1 2 1 2 1 2 

Unit : g/rat/day 
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Sex Animal 
number 

2001 
2002 

Male 2003 
2004 
2005 
2006 

Mean 
S.D. 

2101 
2102 

Female 2103 
2104 
2105 
2106 

Mean 
S.D. 

Unit : g/rat/day 

1 

21 
23 
26 
22 
22 
22 

23 
2 

16 
19 
15 
16 
15 
17 

16 
2 

B-6355 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual food consumption (Administration period) 

Dose (mg/kg) : 30 

Day of administration 

4 7 10 14 17 21 24 28 

23 25 25 28 28 29 26 28 
23 25 26 28 30 30 29 31 
25 28 29 31 30 30 27 28 
26 28 28 28 26 29 27 28 
25 27 27 28 27 26 24 25 
22 26 26 28 30 30 26 29 

24 27 27 29 29 29 27 28 
2 1 1 1 2 2 2 2 

16 16 15 16 17 17 16 16 
19 19 18 18 18 18 17 18 
16 18 17 17 16 17 15 17 
17 17 17 20 18 19 19 17 
15 16 14 15 17 16 14 16 
16 17 17 18 17 19 16 17 

17 17 16 17 17 18 16 17 
1 1 2 2 1 1 2 1 
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Sex Animal 
number 

3001 
3002 

Male 3003 
3004 
3005 
3006 

Mean 
S.D. 

3101 
3102 

Female 3103 
3104 
3105 
3106 

Mean 
S.D. 

Unit :. g/rat/day 

1 

23 
23 
24 
24 
24 
21 

23 
1 

16 
17 
18 
18 
17 
13 

17 
2 

B-6355 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual food consumption (Administration period) 

Dose (mg/kg) : 150 

Day of administration 

4 7 10 14 17 21 24 28 

23 25 26 26 27 28 27 29 
24 26 27 28 27 28 26 28 
22 26 24 26 26 27 25 25 
24 28 27 29 29 31 29 28 
23 27 27 27 27 28 26 26 
24 25 24 25 22 25 25 26 

23 26 26 27 26 28 26 27 
1 1 1 1 2 2 2 2 

19 17 16 18 18 19 16 18 
15 16 14 14 14 15 14 15 
16 16 18 16 16 16 15 17 
16 21 17 18 17 17 16 19 
16 19 17 19 19 19 17 18 
13 14 12 13 14 14 12 15 

16 17 16 16 16 17 15 17 
2 2 2 2 2 2 2 2 



B-6355 

Appendix 98 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual food consumption (Administration period) 

Dose (mg/kg) : 750 

Day of administration 
Sex Animal 

number 1 4 7 10 14 17 21 24 28 

4001 23 20 24 26 27 28 29 28 29 
4002 23 20 24 26 26 24 24 25 23 
4003 22 20 25 27 28 33 32 31 35 
4004 25 23 27 27 29 29 28 27 30 
4005 22 19 26 27 27 25 24 22 24 

Male 4006 20 19 22 25 27 27 26 27 27 
4007 25 25 29 31 32 29 29 29 30 
4008 23 24 27 28 20 25 23 23 24 
4009 24 18 28 27 30 29 30 26 28 
4010 26 23 29 28 28 26 28 28 27 
4011 24 17 25 26 26 27 28 30 27 
4012 25 20 25 27 27 26 25 24 25 

Mean 24 21 26 27 27 27 27 27 27 
S.D. 2 2 2 2 3 2 3 3 3 

4101 18 17 20 22 21 23 24 21 22 
4102 16 14 18 17 18 16 18 15 19 
4103 16 12 13 14 10 15 15 14 13 
4104 17 15 17 17 17 19 18 16 20 
4105 17 16 19 19 20 19 19 18 19 

Female 4106 14 14 15 16 17 15 18 17 14 
4107 15 14 17 18 17 16 18 15 16 
4108 18 16 19 18 20 18 19 18 18 
4109 15 14 16 17 17 16 19 17 18 
4110 14 5 18 17 17 16 16 16 18 
4111 18 15 17 19 21 21 22 20 19 
4112 20 17 18 17 17 16 18 17 19 

Mean 17 14 17 18 18 18 19 17 18 
S.D. 2 3 2 2 3 3 2 2 3 

Unit : g/rat/day 
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Sex Animal 
number 

1007 
1008 

Male 1009 
1010 
1011 
1012 

Mean 
S.D. 

1107 
1108 

Female 1109 
1110 
1111 
1112 

Mean 
S.D. 

Unit : g/rat/day 

3 

25 
26 
30 
30 
27 
31 

28 
2 

16 
15 
19 
19 
19 
17 

18 
2 

B-6355 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual food consumption (Recovery period) 

Dose (mg/kg) : O 

Day of recovery 

7 10 14 

26 24 26 
28 25 27 
31 30 29 
29 28 29 
28 23 27 
32 32 30 

29 27 28 
2 4 2 

20 19 19 
15 14 15 
19 17 18 
20 17 19 
18 18 19 
18 17 18 

18 17 18 
2 2 2 
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Sex Animal 
number 

4007 
4008 

Male 4009 
4010 
4011 
4012 

Mean 
S.D. 

4107 
4108 

Female 4109 
4110 
4111 
4112 

Mean 
S.D. 

Unit : g/rat/day 

3 

30 
23 
31 
28 
32 
26 

28 
3 

15 
23 
22 
18 
23 
18 

20 
3 

B-6355 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual food consumption (Recovery period) 

Dose (mg/kg) : 750 

Day of recovery 

7 10 14 

30 30 31 
26 24 25 
34 31 35 
29 27 29 
31 32 29 
27 24 27 

30 28 29 
3 4 3 

17 16 17 
22 18 21 
20 17 18 
18 17 18 
23 20 24 
20 17 19 

20 18 20 
2 1 3 



B-6355 

Appendix 101 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual urinalysis (Week 4 of administration period) 

Dose (mg/kg) : O 

Sex Animal 
number 

pH 
1) 

Pro-
tein 

2) 

Ketone 
body 

3) 
Glu-
cose 

4) 
Occult 
blood 

5) 
Bili-
rubin 

6) 
Urobi-
linogen 

7) 

Color 

—++ 
＋
 

Male 

1
2
3
4
5
6
7
8
9
0
1
2
 

0
0
0
0
0
0
0
0
0
1
1
1
 

0
0
0
0
0
0
0
0
0
0
0
0
 

1
1
1
1
1
1
1
1
1
1
1
1
 

5
0
0
5
0
5
0
5
0
5
5
5
 

.

.

.

.

.

.

.

.

.

.

.

.
 

8
9
8
8
9
8
9
8
9
8
8
8
 

++————+-+-—+ 

＋

＋

＋

＋

＋

＋

 
t
―
―

I

-

+

 

＋

＋

 

＋＋ 

Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
 

: -
： 

-I-

————————+ 

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

 

Female 

1
2
3
4
5
6
7
8
9
0
1
2
 

0
0
0
0
0
0
0
0
0
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
 

5
0
0
0
0
5
0
5
0
5
5
5
 

．
．
．
．
．
．
．
．
．
．
．
．
 

8
9
9
8
7
8
7
8
9
8
8
8
 

———+ 

＋
 

： : -
—————+———— —-i-—+—————— 

+

+

+

+

+

+

+

+

+

+

+

 

Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
 )‘,'’̀ ~ ’̀,')̀ 'l) 

1
2
3
4
5
6
7
 

ー：く10mg/dL 
- : <5 mg/dL 
- : <30 mg/dL 
- : <0.03 mg/dL 
- : <0.5 mg/dL 
＋ー：く2.0mg/dL 
LY: Light yellow 

＋ー： 10 -25 mg/dL + : 26 - 85 mg/dL ++ 

+- : 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ 
+- : 30 -60 mg/dL + : 61 - 125 mg/dL ++ 
＋ー： 0.03-0.05 mg/dL + : 0.06 -0.15 mg/dL ++ 
+:  0.5 - 1.5 mg/dL ++: 1.6 - 5.0 mg/dL +++ 
+ : 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ 
Y:  Yellow DY: Dark yellow 

: 86 - 250 mg/dL +++ 

: 31 - 70 mg/dL +++ 

: 126 - 250 mg/dL +++ 
: 0.16 - 0.75 mg/dL +++ 
: 5.1 - 10.0 mg/dL ++++ 
: 7.1 - 12.0 mg/dL ++++ 

251 - 600 mg/dL 
71 - 125 mg/dL 
251 - 750 mg/dL 
>0.75 mg/dL 
>10.0 mg/dL 
>12.0 mg/dL 

++++ : >600 mg/dL 
++++ : >125 mg/dL 
++++ : >750 mg/dL 
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Appendix 102 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual urinalysis (Week 4 of administration period) 

Dose (mg/kg) : O 

URINE SEDIMENT 

Sex Animal 
number 

CRYSTALLIZATION 

RBC WBC SEC SREC Cast PS co 

Male 

1

2

3

4

5

6

7

8

9

0

1

2

 

0

0

0

0

0

0

0

0

0

1

1

1

 

0

0

0

0

0

0

0

0

0

0

0

0

 

1

1

1

1

1

1

1

1

1

1

1

1

 

： ： 
―
―
-
+
―
-
i
-
―
―
―
―
 

+

+

+

+

+

+

+

+

+

+

+

 

十一

Female 

1

2

3

4

5

6

7

8

9

0

1

2

 

0

0

0

0

0

0

0

0

0

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

 

十一

―
―
―
―
―

-

l

―
―
―
―
―
 

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

 

： 
―

―

―

―

―

―

―

 

+

+

+

 

―
―
―
―
―
―
 
＋
 

SEC 
SREC 
PS 
co 

: Squamous Epithelial Cell 
: Small Round Epithelial Cell 
: Phosphate Salts 
: Calcium Oxalate 

十一

＋ 

＋＋ 

+++ 

: Negative 
: Slight 
: Mild 
: Moderate 
: Severe 
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Water 
Sex Animal intake 

number mL/24h 

1001 33 
1002 24 
1003 58 
1004 47 
1005 35 

Male 1006 29 
1007 28 
1008 42 
1009 29 
1010 44 
1011 33 
1012 37 

Mean 37 
S.D. 10 

1101 31 
1102 32 
1103 51 
1104 31 
1105 30 

Female 1106 26 
1107 30 
1108 26 
1109 21 
1110 33 
1111 41 
1112 36 

Mean 32 
S.D. 8 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual water intake and urinalysis (Week 4 of administration period) 

Dose (mg/kg) : O 

Urine Osmolality 
volume 
mL/24h mOsm/kg 

9.3 2138 
8.2 2290 
10.0 2234 
15.0 1640 
8.9 2456 
6.9 1938 
7.1 2196 
14.8 1538 
10.8 2096 
22.0 1260 
9.5 2334 
7.3 2110 

10.8 2019 
4.4 360 

7.2 2398 
5.0 2764 
5.9 1728 
3.1 2472 
6.9 2012 
3.8 1862 
4.8 2124 
8.2 1780 
3.0 2688 
10.0 1750 
8.4 1742 
9.5 1654 

6.3 2081 
2.4 401 

B-6355 
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Appendix 104 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual urinalysis (Week 4 of administration period) 

Dose (mg/kg) : 30 

Sex Animal 
number 

pH 
1) 

Pro-
tein 

2) 

Ketone 
body 

3) 

Glu-
cose 

4) 

Occult 
blood 

5) 

Bili-
rubin 

6) 

Urobi-
linogen 

7) 

Color 

Male 

2001 
2002 
2003 
2004 
2005 
2006 

5
5
5
5
5
5
 

.

.

.

.

.

.
 

8
8
8
8
8
8
 

i-—++ 
＋

＋

 —++ 

十一

十一

十一

＋ 

十一

十一

Y
Y
Y
Y
Y
Y
 

2101 
2102 
2103 
2104 
2105 
2106 

5
0
5
5
5
0
 

．
．
．
．
．
．
 

8
9
7
8
8
9
 

+—· 
Female 

十一

十一

十一

十一

十一

十一

十一

十一

十一

十一

十一

Y
Y
Y
Y
Y
Y
 

）
）
｀
ー
＇
＇
ー
、
ヽ
~
｀
ー
、
＇
ー
、

1
2
3
4
5
6
7
 

ー：く10mg/dL 
- : <5 mg/dL 
ー：く30mg/dL 
ー：く0.03mg/dL 
- : <0.5 mg/dL 
＋ー：く2.0mg/dL 
LY: Light yellow 

＋ー： 10 -25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 -600 mg/dL 
＋ー： 5 -7.5 mg/dL + : 7.6 -30 mg/dL ++ : 31 - 70 mg/dL +++ : 71 - 125 mg/dL 
＋- : 30 -60 mg/dL + : 61 - 125 mg/dL ++ : 126 -250 mg/dL +++ : 251 -750 mg/dL 
+- : 0.03 -0.05 mg/dL + : 0.06 -0.15 mg/dL ++ : 0.16 -0.75 mg/dL +++ : >0.75 mg/dL 
+:  0.5 -1.5 mg/dL ++: 1.6 - 5.0 mg/dL +++: 5.1 - 10.0 mg/dL ++++: >10.0 mg/dL 
+ : 2.0 -3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL 
Y:  Yellow DY: Dark yellow 

++++ : 
＋＋＋＋ ： 

＋＋＋＋ ： 

>600 mg/dL 
>125 mg/dL 
>750 mg/dL 
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Sex Animal 
number 

2001 
2002 

Male 2003 
2004 
2005 
2006 

2101 
2102 

Female 2103 
2104 
2105 
2106 

RBC 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual urinalysis (Week 4 of administration period) 

Dose (mg/kg) : 30 

URINE SEDIMENT 

CRYSTALLIZATION 

WBC SEC SREC Cast PS co 

十一 十一

十一

十一

十一

十一

十一

十一・

十一 十一

十一~

十一

十一

十一 +—• 

SEC : Squamous Epithelial Cell : Negative 
十一 : Sli 『t 
＋ : Mil 

SREC : Small Round Epithelial Cell 
PS : Phosphate Salts 
CO : Calcium Oxalate ＋＋ : Moderate 

+++ : Severe 

B-6355 
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Water 
Sex Animal intake 

number mL/24h 

2001 29 
2002 45 

Male 2003 45 
2004 25 
2005 32 
2006 35 

Mean 35 
S.D. 8 

2101 46 
2102 34 

Female'2103 20 
2104 25 
2105 24 
2106 25 

Mean 29 
S.D. 10 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual water intake and urinalysis (Week 4 of administration period) 

Dose (mg/kg) : 30 

Urine Osmolality 
volume 
mL/24h mOsm/kg 

14.4 1884 
16.5 1424 
12.5 1906 
7.5 2480 
8.0 2270 
13.5 2064 

12.1 2005 
3.6 364 

11. 5 1590 
5.9 2786 
4.0 3078 
6.6 2072 
5.6 2100 
5.1 2330 

6.5 2326 
2.6 536 

B-6355 
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Appendix 107 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual urinalysis (Week 4 of administration period) 

Dose (mg/kg) : 150 

Sex Animal 
number 

pH 
1) 

Pro-
tein 

2) 

Ketone 
body 

3) 

Glu-
cose 

4) 

Occult 
blood 

5) 

Bili-
rubin 

6) 
Urobi-
linogen 

7) 

Color 

Male 

3001 
3002 
3003 
3004 
3005 
3006 

5
0
0
5
5
5
 

．
．
．
．
．
．
 

8
9
9
7
8
8
 

—++-+­
+

+

+

 

十一

十一

十一

十一

＋ 

十一

十一

十一

十一

十一

十一

Y
Y
Y
Y
Y
Y
 

Female 

3101 
3102 
3103 
3104 
3105 
3106 

5
0
5
0
0
0
 

．
．
．
．
．
．
 

6
8
6
9
7
8
 

十一

十一

十一

十一

．． 疇・

十一

十一

十一

十一

十一

十一

十一

＋ 

Y
Y
Y
Y
Y
Y
 

．
 1
2
3
4
5
6
7
 

十一

LY 

ー：く10mg/dL 
- : <5 mg/dL 
- : <30 mg/dL 
- : <0.03 mg/dL 
: <0.5 mg/dL 
：く2.0mg/dL 
: Light yellow 

＋ー： 10-25 mg/dL + : 26 - 85 mg/dL ++ 

+- : 5 -7.5 mg/dL + : 7.6 -30 mg/dL ++ 
+- : 30 -60 mg/dL + : 61 - 125 mg/dL ++ 
＋ー： 0.03-0.05 mg/dL + : 0.06 -0.15 mg/dL ++ 
+ : 0.5 - 1.5 mg/dL ++ : 1.6 -5.0 mg/dL +++ 
+ : 2.0 -3.5 mg/dL ++ : 3.6 -7.0 mg/dL +++ 
Y:  Yellow DY: Dark yellow 

: 86 -250 mg/dL +++ 

: 31 -70 mg/dL +++ 

: 126 - 250 mg/dL +++ 
: 0.16 -0.75 mg/dL +++ 
: 5.1 - 10.0 mg/dL ++++ 
: 7.1 - 12.0 mg/dL ++++ 

: 251 -600 mg/dL 
: 71 - 125 mg/dL 
: 251 -750 mg/dL 
: >0.75 mg/dL 
: >10.0 mg/dL 
: >12.0 mg/dL 

+•十十•十

＋＋＋＋ 

＋十++

: >600 mg/dL 
: >125 mg/dL 
: >750 mg/dL 



Appendix 108 

Sex 

Male 

Female 

Animal 
number 

3001 
3002 
3003 
3004 
3005 
3006 

3101 
3102 
3103 
3104 
3105 
3106 

RBC 

／ 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual urinalysis (Week 4 of administration period} 

Dose (mg/kg} : 150 

WBC 

ー：

SEC 

十一

十一

十一

＋ 

十一

十一

十一

十一

十一

十一

十一

十一

URINE SEDIMENT 

CRYSTALLIZATION 

SREC Cast PS co 

一
十一

SEC : Squamous Epithelial Cell : Negative 
: Slight SREC : Small Round Epithelial Cell 

PS : Phosphate Salts 
CO : Calcium Oxalate 

十一

＋ 

＋＋ 

＋＋＋ 

: Mild 
: Moderate 
: Severe 

B-6355 
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Water 
Sex Animal intake 

number mL/24h 

3001 42 
3002 36 

Male 3003 35 
3004 60 
3005 37 
3006 36 

Mean 41 
S.D. 10 

3101 43 
3102 39 

Female 3103 28 
3104 20 
3105 31 
3106 25 

Mean 31 
S.D. ， 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual water intake and urinalysis (Week 4 of administration period) 

Dose (mg/kg) : 150 

Urine Osmolality 
volume 
mL/24h mOsm/kg 

15.8 1318 
9.4 2100 
10.9 1882 
17.8 1400 
13.3 1968 
11.4 1584 

13.1 1709 
3.2 321 

2.7 2258 
8.6 1708 
1. 5 3222 
2.5 2038 
8.2 1768 
3.6 2270 

4.5 2211 
3.1 549 

B-6355 
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Appendix llO A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual urinalysis (Week 4 of administration period) 

Dose (mg/kg) : 750 

Sex Animal 
number 

pH 
1) 

Pro-
tein 

2) 

Ketone 
body 

3) 
Glu-
cose 

4) 

Occult 
blood 

5) 

Bili-
rubin 

6) 
Urobi-
linogen 

7) 
Color 

1
2
3
4
5
6
7
8
9
0
1
2
 

0
0
0
0
0
0
0
0
0
1
1
1
 

0
0
0
0
0
0
0
0
0
0
0
0
 

4
4
4
4
4
4
4
4
4
4
4
4
 

5
5
0
0
0
5
0
5
5
0
5
5
 

.

.

.

.

.

.

.

.

.

.

.

.
 

8
8
8
8
8
8
7
7
8
8
8
6
 

＋ 

十一

十一

十一

十一

十一

十一 ： 
Male 

―

―

―

―

―

―

-

I

-

―

―

―

 

+

+

+

+

+

+

+

+

+

+

+

+

 

Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
 

Female 

1
2
3
4
5
6
7
8
9
0
1
2
 

0
0
0
0
0
0
0
0
0
1
1
1
 

1
1
1
1
1
1
1
1
1
1
1
1
 

4
4
4
4
4
4
4
4
4
4
4
4
 

5
5
5
5
5
0
5
0
5
0
0
0
 

.

.

.

.

.

.

.

.

.

.

.

.
 

6
7
7
7
8
7
7
7
7
8
8
7
 

Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
Y
 

： 
／ ： 

： ／ 

―

―

―

i

i

-

―

―

―

―

i

-

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

 

、̀
'‘,9
、̀
'')‘,'‘l‘,'

1
2
3
4
5
6
7
 

十一

LY 

く10mg/dL 
<5 mg/dL 
<30 mg/dL 
<0.03 mg/dL 
<0.5 mg/dL 
く2.0mg/dL 
Light yellow 

＋- : 10 -25 mg/dL + : 26 - 85 mg/dL ++ 

+- : 5 - 7.5 mg/dL + : 7.6 -30 mg/dL ++ 
+- : 30 -60 mg/dL + : 61 - 125 mg/dL ++ 
＋ー： 0.03-0.05 mg/dL + : 0.06 -0.15 mg/dL ++ 
+ : 0.5 - 1.5 mg/dL ++ : 1.6 - 5.0 mg/dL +++ 
+ : 2.0 -3.5 mg/dL ++ : 3.6 -7.0 mg/dL +++ 
Y:  Yellow DY: Dark yellow 

86 -250 mg/dL +++ : 251 -600 mg/dL 
31 -70 mg/dL +++ : 71 - 125 mg/dL 
126 -250 mg/dL +++ : 251 -750 mg/dL 
0.16 -0.75 mg/dL +++ : >0.75 mg/dL 
5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL 
7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL 

＋＋＋＋ 

＋＋＋＋ 

＋＋＋＋ 

>600 mg/dL 
>125 mg/dL 
>750 mg/dL 
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Appendix 111 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual urinalysis (Week 4 of administration period) 

Dose (mg/kg) : 750 

URINE SEDIMENT 

CRYSTALLIZATION 
Sex Animal 

number RBC WBC SEC SREC Cast PS co 

1
2
3
4
5
6
7
8
9
0
1
2
 

0
0
0
0
0
0
0
0
0
1
1
1
 

0
0
0
0
0
0
0
0
0
0
0
0
 

4
4
4
4
4
4
4
4
4
4
4
4
 

十一

十一

十一

十一

十一

十一

十一

十一

+—• 
十一

+—· 
十一

十一・

Male 

一
十一 ： 

―

―

―

 

＋

＋

 

1
2
3
4
5
6
7
8
9
0
1
2
 

0
0
0
0
0
0
0
0
0
1
1
1
 

1
1
1
1
1
1
1
1
1
1
1
1
 

4
4
4
4
4
4
4
4
4
4
4
4
 

―
―
―
―
―
―
―
―
―
―
―
―
 

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

＋

 

： ； 
―
―
―
―
 

＋

＋

 ： 
Female l

-

―
―
―
 

＋

＋

＋

＋

 

SEC 
SREC 
PS 
co 

Squamous Epithelial Cell 
Small Round Epithelial Cell 
Phosphate Salts 
Calcium Oxalate 

ー： Negative
← :Slight 
+ : Mild 
++ = Moderate 
+++ : Severe 
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Water 
Sex Animal intake 

number mL/24h 

4001 59 
4002 42 
4003 48 
4004 50 
4005 72 

Male 4006 47 
4007 61 
4008 57 
4009 70 
4010 40 
4011 72 
4012 60 

Mean 57 
S.D. 11 

4101 57 
4102 31 
4103 27 
4104 39 
4105 38 

Female 4106 51 
4107 44 
4108 49 
4109 35 
4110 29 
4111 47 
4112 43 

Mean 41 
S.D. ， 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual water intake and urinalysis (Week 4 of administration period) 

Dose (mg/kg) : 750 

Urine Osmolality 
volume 
mL/24h mOsm/kg 

24.5 1108 
17.6 1056 
10.5 1366 
20.9 1134 
14.2 1344 
15.8 1564 
17.3 1414 
11.5 886 
25.1 938 
8.9 1648 
27.1 1004 
25.2 1258 

18.2 1227 
6.3 245 

20.7 1224 
12.3 1200 
11.1 1202 
8.0 948 
9.3 1198 
22.7 884 
10.8 980 
23.5 868 
10.8 1588 
5.4 1662 
7.8 1380 
10.0 1548 

12.7 1224 
6.1 275 

B-6355 
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Appendix 113 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual urinalysis {Week 2 of recovery period) 

Dose (mg/kg) : O 

Sex Animal 
number 

pH 
1) 

Pro-
tein 

2) 
Ketone 
body 

3) 
Glu-
cose 

4) 
Occult 
blood 

5) 

Bili-
rubin 

6) 

Urobi-
linogen 

7) 
Color 

Male 

1007 
1008 
1009 
1010 
1011 
1012 

5
0
0
5
5
5
 

.

.

.

.

.

.
 

8
9
9
8
8
8
 

+

+

+

-

+

+

 

＋
 

十一

十一

一

＋ 

Y
Y
Y
Y
Y
Y
 

： ： 
十一

十一

十一

十一

十一

十一

Female 

1107 
1108 
1109 
1110 
1111 
1112 

0
5
5
5
0
5
 

．
．
．
．
．
．
 

9
7
7
8
9
8
 

一．． ＊ 
十一

十一

十一

十一

Y
Y
Y
Y
Y
Y
 

： 
： 

十一

十一

十一

十一

十一

十一・

‘,')‘̀ 9‘,'‘,')‘~ 
1
2
3
4
5
6
7
 

ー：く10mg/dL 
- :く5mg/dL 
ー：く30mg/dL 
ー：く0.03mg/dL 
ー：く0.5mg/dL 
＋ー：く2.0mg/dL 
LY: Light yellow 

＋ー： 10-25 mg/dL + 
＋ー： 5 -7.5 mg/dL + 

+- : 30 -60 mg/dL + 
＋ー： 0.03-0.05 mg/dL + 
+ : 0.5 - 1.5 mg/dL ++ 
+ : 2.0 - 3.5 mg/dL ++ 
Y : Yellow DY 

: 26 - 85 mg/dL ++ 
: 7.6 - 30 mg/dL ++ 
: 61 - 125 mg/dL ++ 
: 0.06 -0.15 mg/dL ++ 
: 1. 6 - 5. 0 mg/dL +++ 
: 3.6 - 7.0 mg/dL +++ 
: Dark yellow 

86 -250 mg/dL +++ 
31 -70 mg/dL +++ 

126 - 250 mg/dL +++ 
0.16 -0.75 mg/dL +++ 
5.1 - 10.0 mg/dL ++++ 
7.1 - 12.0 mg/dL ++++ 

: 251 -600 mg/dL 
: 71 -125 mg/dL 
: 251 -750 mg/dL 
: >0.75 mg/dL 
: >10.0 mg/dL 
: >12.0 mg/dL 

++++ : >600 mg/dL 
++++ : >125 mg/dL 
++++ : >750 mg/dL 
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Appendix 114 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual urinalysis (Week 2 of recovery period) 

Dose (mg/kg) : o 

URINE SEDIMENT 

Sex Animal 
number 

CRYSTALLIZATION 

RBC WBC SEC SREC Cast PS co 

Male 

1007 
1008 
1009 
1010 
1011 
1012 

十一

十一

十一

十一

十一

十一

l

-

-

i

-

―

 

＋
 

： 
Female 

1107 
1108 
1109 
1110 
1111 
1112 

十一

十一

十一

十一

＋ 

十一

SEC : Squamous Epithelial Cell 
SREC: Small Round Epithelial Cell 
PS : Phosphate Salts 
CO : Calcium Oxalate 

十一

＋ 

＋＋ 

+++ 

: Negative 
: Slight 
: Mild 
: Moderate 
: Severe 
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Water 
Sex Animal intake 

number mL/24h 

1007 31 
1008 38 

Male 1009 31 
1010 43 
1011 48 
1012 35 

Mean 38 
S.D. 7 

1107 27 
1108 20 

Female 1109 21 
1110 26 
1111 31 
1112 41 

Mean 28 
S.D. 8 

-A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual water intake and urinalysis (Week 2 of recovery period) 

Dose (mg/kg) : O 

Urine Osmolality 
volume 
mL/24h mOsm/kg 

5.9 2338 
12.0 1808 
9.3 2398 
20.8 1504 
9.6 2408 
11.0 2066 

11.4 2087 
5.0 369 

6.7 1732 
3.9 2562 
2.7 3358 
9.8 2524 
9.5 1800 
6.2 2328 

6.5 2384 
2.9 595 

8-6355 
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Appendix 116 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual urinalysis (Week 2 of recovery period) 

Dose (mg/kg) : 750 

Sex Animal 
number 

pH 
1) 
Pro-
tein 

2) 
Ketone 
body 

3) 
Glu-
cose 

4) 
Occult 
blood 

5) 
Bili-
rubin 

6) 
Urobi-
linogen 

7) 
Color 

Male 

4007 
4008 
4009 
4010 
4011 
4012 

0
5
5
5
5
5
 

．
．
．
．
．
．
 

8
8
8
8
8
8
 

++++—+ 

＋
 

+—-+—+ 

+

+

+

 

十一

十一

十一

＋ 

十一

十一

Y
Y
Y
Y
Y
Y
 

Female 

4107 
4108 
4109 
4110 
4111 
4112 

5
5
5
0
5
5
 

.

.

.

.

.

.
 

8
8
8
9
8
8
 

+~— 
十一

十一

＋ 

十一

―

―

―

―

 

+

+

+

 

Y
Y
Y
Y
Y
Y
 

／ 

十一

十一

十一

十一

十一

十一

‘,'.)̀
,̀')̀
‘̀')‘̀
'‘ 

1
2
3
4
5
6
7
 

ー：く10mg/dL 
ー：く5mg/dL 
- : <30 mg/dL 
- : <0.03 mg/dL 
- : <0.5 mg/dL 
＋ー：く2.0mg/dL 
LY: Light yellow 

＋ー： 10-25 mg/dL + : 26 -85 mg/dL ++ 

+- : 5 -7.5 mg/dL + : 7.6 -30 mg/dL ++ 
+- : 30 -60 mg/dL + : 61 - 125 mg/dL ++ 
+- : 0.03 -0.05 mg/dL + : 0.06 -0.15 mg/dL ++ 
+ : 0.5 - 1.5 mg/dL ++ : 1.6 - 5.0 mg/dL +++ 
+ : 2.0 -3.5 mg/dL ++ : 3.6 -7.0 mg/dL +++ 
Y:  Yellow DY: Dark yellow 

: 86 - 250 mg/dL +++ 

: 31 -70 mg/dL +++ 

: 126 - 250 mg/dL +++ 
: 0.16 -0.75 mg/dL +++ 
: 5.1 - 10.0 mg/dL ++++ 
: 7.1 - 12.0 mg/dL ++++ 

: 251 -600 mg/dL 
: 71 - 125 mg/dL 
: 251 - 750 mg/dL 
: >0.75 mg/dL 
: >10.0 mg/dL 
: >12.0 mg/dL 

++++ : >600 mg/dL 
++++ : >125 mg/dL 
++++ : >750 mg/dL 
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Sex 

Male 

Female 

Animal 
number 

4007 
4008 
4009 
4010 
4011 
4012 

4107 
4108 
4109 
4110 
4111 
4112 

RBC 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual urinalysis (Week 2 of recovery period) 

Dose (mg/kg) : 750 

WBC SEC 

十一

十一

十一

十一

十一

+—• 

十一

十一

十一

十一

十一

十一

URINE SEDIMENT 

SREC Cast 

： 
CRYSTALLIZATION 

PS 

十一

十一

十一

co 

： 

SEC : Squamous Epithelial Cell : Negative 
: Slight SREC : Small Round Epithelial Cell 

PS : Phosphate Salts 
CO : Calcium Oxalate 

十一

＋ 

＋＋ 

+++ 

: Mild 
: Moderate 
: Severe 

B-6355 
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Water 
Sex Animal intake 

number mL/24h 

4007 41 
4008 32 

Male 4009 46 
4010 34 
4011 50 
4012 37 

Mean 40 
S.D. 7 

4107 21 
4108 29 

Female 4109 23 
4110 24 
4111 34 
4112 29 

Mean 27 
S.D. 5 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual water intake and urinalysis (Week 2 of recovery period) 

Dose (mg/kg) : 750 

Urine Osmolality 
volume 
mL/24h mOsm/kg 

9.2 2324 
6.9 2462 
9.6 1758 
6.0 2428 
18.0 1372 
7.7 2004 

9.6 2058 
4.3 432 

4.7 2044 
7.5 1934 
'4.2 2250 
4.6 2762 
7.6 1894 
3.8 2880 

5.4 2294 
1.7 428 

B-6355 
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Appendix 119 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After administration period) 

Dose (mg/kg) : 0 

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB 
Sex Animal 

number x10◄1,.l.L g/dL ％ fL pg g/dL ％ XlOツμL s s mg/dL 

1001 792 15.4 42.7 53.9 19.5 36.1 1. 7 117.4 11.1 13.0 316 
1002 853 16.4 44.5 52.2 19.2 36.9 1.8 109.1 14.7 24.4 310 

Male 1003 788 16.4 45.5 57.8 20.8 36.0 2.4 101.8 15.4 19.9 363 
1004. 846 16.1 44.3 52.3 19.1 36.5 2.0 121.4 16.6 23.6 330 
1005 844 16.4 45.3 53.7 19.4 36.2 1. 5 135.8 17.6 22.0 257 
1006 806 16.9 46.0 57.1 20.9 36.7 1.8 120.1 19.6 28.3 330 

Mean 822 16.3 44.7 54.5 19.8 36.4 1. 9 117.6 15.8 21. 9 318 
S.D. 29 0.5 1.2 2.4 0.8 0.4 0.3 11.6 2.9 5.2 35 

1101 819 16.2 43.3 52.9 19.8 37.5 0.9 137.9 10.8 14.0 220 
1102 762 14.7 39.7 52.1 19.3 37.0 1.8 127.1 11.9 16.4 222 

Female 1103 781 15.4 40.9 52.4 19.6 37.5 1.3 121.7 11.8 16.7 231 
1104 792 15.4 41.3 52.1 19.5 37.3 1. 2 151.5 11.1 14.7 231 
1105 757 14.9 40.5 53.5 19.7 36.9 1.4 118.7 11. 2 13.2 228 
1106 843 16.9 45.6 54.1 20.1 37.1 2.1 149.6 12.4 16.7 226 

Mean 792 15.6 41.9 52.9 19.7 37.2 1. 5 134.4 11.5 15.3 226 
S.D. 33 0.8 2.2 0.8 0.3 0.3 0.4 14.1 0.6 1. 5 5 



B-6355 

Appendix 120 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After administration period) 

Dose (mg/kg) : 0 

WBC Differential leukocyte counts (%) 
Sex Animal 

number XlOツμL LYMP NEUT EOS BASO MONO LUC 

1001 133.8 85.3 11.5 1.1 0.3 1. 5 0.3 
1002 93.9 86.0 10.9 0.7 0.5 1.3 0.5 

Male 1003 127.7 80.3 15.2 1.9 0.4 1.8 0.5 
1004 99.1 82.0 13.6 1.1 0.4 2.4 0.5 
1005 149.8 80.5 15.9 1. 2 0.5 1.2 0.8 
1006 85.5 77.4 18.9 1.8 0.2 1.3 0.6 

Mean 115.0 81.9 14.3 1.3 0.4 1.6 0.5 
S.D. 25.7 3.3 3.0 0.5 0.1 0.5 0.2 

1101 92.0 86.6 10.0 0.7 0.3 1. 5 0.9 
1102 57.5 67.2 29.4 1.2 0.2 1.3 0.7 

Female 1103 61. 7 83.0 12.1 2'.6 0.3 1.6 0.4 
1104 52.0 82.0 13.8 1.3 0.2 1.8 0.8 
1105 123.7 84.9 10.4 1.2 0.3 1. 7 1. 5 
1106 89.0 80.0 16.1 1.1 0.4 1. 7 0.7 

Mean 79.3 80.6 15.3 1.4 0.3 1.6 0.8 
S.D. 27.4 7.0 7.3 0.6 0.1 0.2 0.4 

LUC : Large unstained cells 
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Appendix 121 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After administration period) 

Dose (mg/kg) : 0 

Differential leukocyte counts {Xl02/μL) 
Sex Animal 

number LYMP NEUT EOS BASO MONO LUC 

1001 114.1 15.3 1.5 0.4 2.0 0.4 
1002 80.7 10.3 0.7 0.5 1.2 0.4 

Male 1003 102.5 19.4 2.4 0.5 2.3 0.6 
1004 81.2 13.5 1.1 0.4 2.4 0.5 
1005 120.6 23.9 1.8 0.7 1.8 1.1 
1006 66.1 16.1 1.5 0.2 1.1 0.5 

Mean 94.2 16.4 1. 5 0.5 1.8 0.6 
S.D. 21.5 4.7 0.6 0.2 0.5 0.3 

1101 79.7 9.2 °・6 0.3 1. 4 °・ 8 
1102 38.6 16.9 0.7 0.1 0.8 0.4 

Female 1103' 51. 2 7.4 1.6 0.2 1.0 0. 2' 
1104 42.6 7.2 0.7 0.1 1.0 0.4 
1105 105.0 12.9 1.5 0.4 2.1 1.9 
1106 71.2 14.3 1.0 0.3 1.5 0.7 

Mean 64.7 11.3 1.0 0.2 1.3 0.7 
S.D. 25.5 4.0 0.4 0.1 0.5 0.6 

LUC: Large unstained cells 
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Appendix 122 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After administration period) 

Dose (mg/kg) : 30 

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB 
Sex Animal 

number XlOツμL g/dL ％ fL pg g/dL ％ XlOツμL s s mg/dL 

2001 822 16.0 44.1 53.6 19.5 36.3 1. 6 142.8 17.3 17.8 290 
2002 798 15.8 44.0 55.1 19.8 36.0 2.5 127.4 16.3 21.3 355 

Male 2003 766 15.3 41.4 54.0 19.9 36.9 1.9 119.9 13.5 21.1 346 
2004 856 16.8 46.3 54.0 19.6 36.2 1. 6 116.3 15.7 19.0 287 
2005 843 16.4 44.9 53.3 19.4 36.5 1.5 132.1 18.2 24.3 316 
2006 884 17.0 48.0 54.3 19.3 35.5 1.8 109.1 16.6 22.1 313 

Mean 828 16.2 44.8 54.1 19.6 36.2 1.8 124.6 16.3 20.9 318 
S.D. 42 0.6 2.2 0.6 0.2 0.5 0.4 12.1 1. 6 2.3 28 

2101 684 14.0 39.8 58.2 20.5 35.2 10.2 137.6 12.0 15.8 228 
2102 799 16.1 43.8 54.8 20.2 36.8 1.4 122.9 11.6 16.9 229 

Female 2103 793 15.9 41.0 51. 7 20.0 38.8 1.4 119.4 11.9 19.0 204 
2104 831 16.2 42.3 50.9 19.5 38.3 1. 2 135.2 11.8 17.4 254 
2105 707 14.6 38.3 54.2 20.7 38.2 2.0 140.0 10.7 17.2 213 
2106 879 16.6 44.7 50.8 18.9 37.2 1.5 135.2 12.4 16.7 233 

Mean 782 15.6 41.7 53.4 20.0 37.4 3.0 131.7 11. 7 17.2 227 
S.D. 74 1.0 2.4 2.9 0.7 1.3 3.6 8.4 0.6 1.1 17 
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Appendix 123 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After administration period) 

Dose (mg/kg) : 30 

WBC Differential leukocyte counts(%) 
Sex Animal 

number XlOツμL LYMP NEUT EOS BASO MONO LUC 

2001 147.1 86.7 10.4 0.6 0.4 1.5 0.4 
2002 112.6 83.9 12.0 0.9 0.4 2.4 0.4 

Male 2003 67.0 75.8 20.8 1. 2 0.2 1.6 0.4 
2004 93.0 72.5 24.2 1.0 0.3 1.6 0.4 
2005 84.1 72.3 22.8 1.0 0.2 2.7 1.1 
2006 82.9 69.8 25.8 1.3 0.2 2.1 0.8 

Mean 97.8 76.8 19.3 1.0 0.3 2.0 0.6 
S.D. 28.4 6.9 6.5 0.2 0.1 0.5 0.3 

2101 93.4 80.0 16.9 0.9 0.3 1.0 0.9 
2102 78.4 74.8 20.8 1.4 0.3 2.2 0.4 

Female 2103 68.7 83.2 13.2 1.1 0.3 1. 7 0.5 
2104 44.1 74.5 21. 7 1.5 0.1 1. 6 0.5 
2105 44.8 69.9 27.4 1. 2 0.3 1.0 0.3 
2106 83.4 76.8 19.2 2.0 0.3 1.1 0.6 

Mean 68.8 76.5 19.9 1. 4 0.3 1.4 0.5 
S.D. 20.5 4.6 4.8 0.4 0.1 0.5 0.2 

LUC : Large unstained cells 
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Appendix 124 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After administration period) 

Dose (mg/kg) : 30 

Differential leukocyte counts (XlOツμL)
Sex Animal 

number LYMP NEUT EOS BASO MONO LUC 

2001 127.6 15.3 0.9 0.5 2.3 0.6 
2002 94.5 13.6 1.0 0.4 2.7 0.4 

Male 2003 50.8 13.9 0.8 0.1 1.0 0.3 
2004 67.5 22.5 1.0 0.3 1.5 0.4 
2005 60.8 19.2 0.8 0.2 2.3 0.9 
2006 57.8 21.4 1.1 0.1 1.8 0.7 

Mean 76.5 17.7 0.9 0.3 1 ・9 0.6 
S.D. 29.2 3.9 0.1 0.2 0.6 0.2 

2101 74.7 15.8 0.9 0.3 1.0 0.9 
2102 58.7 16.3 1.1 0.3 1.8 0.3 

Female 2103 57.2 9.1 0.7 '0.2 1. 2 0.3 
2104 32.9 9.6 0.7 0.1 0.7 0.2 
2105 31.3 12.3 0.5 0.1 0.5 0.1 
2106 64.1 16.0 1.6 0.2 0.9 0.5 

Mean 53.2 13.2 0.9 0.2 1.0 0.4 
S.D. 17.4 3.3 0.4 0.1 0.5 0.3 

LUC : Large unstained cells 
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Appendix 125 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After administration period) 

Dose {mg/kg) : 150 

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB 
Sex Animal 

number XlOツμL g/dL ％ fL pg g/dL 忽 XlOツμL s s mg/dL 

3001 801 15.8 43.7 54.5 19.7 36.2 2.1 146.7 16.2 22.4 325 
3002 815 15.8 43.4 53.2 19.4 36.5 1. 7 117.5 12.7 17.8 260 

Male 3003 762 14.8 40.3 52.9 19.5 36.8 1. 9 144.5 12.3 20.5 315 
3004 842 15.7 43.4 51.5 18.7 36.2 1. 5 146.4 15.3 22.9 287 
3005 818 15.8 43.7 53.4 19.4 36.3 2.0 116.9 16.7 21.1 268 
3006 876 16.9 46.8 53.5 19.3 36.2 1. 7 118.3 15.5 23.5 298 

Mean 819 15.8 43.6 53.2 19.3 36.4 1.8 131.7 14.8 21.4 292 
S.D. 38 0.7 2.1 1.0 0.3 0.2 0.2 15.5 1.8 2.1 26 

3101 780 15.5 41.3 53.0 19.9 37.5 1.1 145.8 11.5 18.l 220 
3102 798 15.3 40.7 51.0 19.2 37.6 1. 7 118.4 12.2 18.5 208 

Female 3103 785 15.9 • 41.9 53.4 20.3 38.0 1.1 120.6 11. l 19.0 220 
3104 796 15.9 41.8 52.6 20.0 38.1 1.4 126.9 11. 2 16.6 260 
3105 763 15.2 40.5 53.1 20.0 37.7 1.0 150.7 10.6 15.4 244 
3106 867 16.2 43.1 49.7 18.7 37.5 1.3 141.2 12.1 19.5 212 

Mean 798 15.7 41. 6 52.1 19.7 37.7 1.3 133.9 11.5 17.9 227 
S.D. 36 0.4 0.9 1.5 0.6 0.3 0.3 13.7 0.6 l. 6 20 
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Appendix 126 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After administration period) 

Dose (mg/kg) : 150 

WBC Differential leukocyte counts (%) 
Sex Animal 

number XlOツμL LYMP NEUT EOS BASO MONO LUC 

3001 134.5 86.2 11. 8 0.1 0.4 0.9 0.6 
3002 93.7 81.1 16.2 0.5 0.3 1. 3 0.5 

Male 3003 104.1 85.7 10.4 1.4 0.4 1.6 0.5 
3004 113.5 82.8. 13.9 1.3 0.4 1.1 0.5 
3005 116.3 78.3 17.9 1.1 0.3 1. 8 0.5 
3006 106.6 79.6 16.2 1.3 0.5 1.4 1. 0 

Mean 111. 5 82.3 14.4 1.0 0.4 1.4 0.6 
S.D. 13.8 3.2 2.9 0.5 0.1 0.3 0.2 

3101 57.4 79.9 16.6 1. 7 0.2 1. 3 0.3 
3102 60.2 73.8 22.4 0.9 0.3 1. 8 0.8 

Feinale 3103 67.6 71.4 25.3 0.8 0.2 1.5 0.8 
3104 100.8 76.6 19.5 1.3 0.2 1.6 0.8 
3105 65.3 89.3 6.6 1.4 0.3 1. 9 0.4 
3106 55.3 76.2 20.6 0.9 0.2 1.4 0.6 

Mean 67.8 77.9 18.5 1.2 0.2 1. 6 0.6 
S.D. 16.8 6.3 6.5 0.4 0.1 0.2 0.2 

LUC : Large unstained cells 
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Appendix 127 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After administration period) 

Dose (mg/kg) : 150 

Differential leukocyte counts (XlOツμL)
Sex Animal 

number LYMP NEUT EOS BASO MONO LUC 

3001 115.9 15.8 0.2 0.5 1. 2 0.9 
3002 76.0 15.2 0.5 0.3 1.2 0.5 

Male 3003 89.2 10.8 1.5 0.4 1.6 0.5 
3004 94.0 15.8 1.5 0.4 1.2 0.5 
3005 91.1 20.8 1.3 0.4 2.1 0.6 
3006 84.8 17.3 1.4 0.5 1.5 1.1 

Mean 91.8 16. o 1.1 0.4 1. 5 0.7 
S.D. 13.4 3.2 0.6 0.1 0.4 0.3 

3101 45.9 9.5 1.0 0.1 0.8 0.2 
3102 44.5 13.5 0.5 0.2 1.1 0.5 

Female 3103 48.3 17.1 0.5 0.2 1.0 0.5 
3104 77.2 19.6 1.3 0.3 1.7 0.8 
3105 58.4 4.3 0.9 0.2 1.2 0.3 
3106 42.1 11.4 0.5 0.1 0.8 0.3 

Mean 52.7 12.6 0.8 0.2 1.1 0.4 
S.D. 13.3 5.5 0.3 0.1 0.3 0.2 

LUC: Large unstained cells 
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Appendix 128 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After administration period) 

Dose (mg/kg) : 750 

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB 
Sex Animal 

number XlOツμL g/dL ％ fL pg g/dL ％ XlOツμL s s mg/dL 

4001 853 16.3 44.4 52.0 19.1 36.8 1. 5 134.9 13.0 20.6 308 
4002 789 15.5 42.2 53.5 19.6 36・ 7 1.8 129.2 15.4 26.1 311 

Male 4003 802 16.1 43.3 54.0 20.1 37.2 1. 3 123.4 19.1 24.2 285 
4004 780 15.7 42.2 54.0 20.1 37.3 1. 6 132.9 19.5 25.4 301 
4005 842 16.6 45.5 54.0 19.8 36.6 2.0 118.5 20.4 25.2 296 
4006 788 15.6 42.3 53.6 19.7 36.8 1. 5 134.8 17.3 25.3 278 

Mean 809 16.0 43.3 53.5 19.7 36.9 1. 6 129.0 17.5 24.5 297 
S.D. 31 0.4 1.4 0.8 0.4 0.3 0.2 6.1 2.8 2.0 13 

4101 739 15.4 41.0 55.5 20.8 37.5 1.2 133.4 11.1 21.4 226 
4102 847 16.6 44.9 53.0 19.5 36.9 1.0 140.7 11.4 14.1 227 

Female 4103' 827 16.3 43.6 52.7 19.7 37.4 1. 6 117.1 10.8 17.5 232 
4104 736 15.3 40.1 54.5 20.7 38.1 1. 8 126.1 10.9 13.3 210 
4105 807 16.3 43.4 53.8 20.2 37.6 1.0 113.9 11.3 19.6 259 
4106 850 17.0 43.8 51.5 20.0 38.8 0.9 170.5 11.2 18.4 302 

Mean 801 16.2 42.8 53.5 20.2 37.7 1. 3 133.6 11. l 17.4 243 
S.D. 52 0.7 1.8 1.4 0.5 0.7 0.4 20.6 0.2 3.1 33 
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Appendix 129 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After administration period) 

Dose (mg/kg) : 750 

WBC Differential leukocyte counts (%) 
Sex Animal 

number XlOツμL LYMP NEUT EOS BASO MONO LUC 

4001 164.6 78.9 15.5 0.8 0.5 2.9 1.3 
4002 191.4 82.2 14.4 0.6 0.5 1. 6 0.7 

Male 4003 126.2 75.2 21. 5 1.2 0.4 1.1 0.6 
4004 99.4 69.8 25.7 0.9 0.3 3.0 0.3 
4005 127.4 70.7 26.7 0.4 0.3 1.4 0.4 
4006 195.6 87.7 9.3 0.4 0.7 1.0 0.9 

Mean 150.8 77.4 18.9 0.7 0.5 1 ・ 8 0.7 
S.D. 39.1 6.9 6.9 0.3 0.2 °・9 0.4 

4101 74.2 82.4 13.0 2.0 0.2 2.0 0.4 
4102 115.3 84.3 11.7 1.3 0.6 1.0 1.1 

Female 4103 101.8 82.0 14.2 0.7 0.3 2.2 0.6 
4104 102.2 77.2 19.4 0.9 0.3 1.4 0.8 
4105 55.2 66.1 29.3 1.6 0.2 2.5 0.3 
4106 98.1 75.8 18.7 1.2 0.4 2.9 1.0 

Mean 91.1 78.0 17.7 1.3 0.3 2.0 0.7 
S.D. 22.1 6.7 6.5 0.5 0.2 0.7 0.3 

LUC : Large unstained cells 
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Appendix 130 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After administration period) 

Dose (mg/kg) : 750 

Differential leukocyte counts (XlOツ1.1.L)
Sex Animal 

number LYMP NEUT EOS BASO MONO LUC 

4001 129.9 25.6 1.3 0.8 4.8 2.2 
4002 157.3 27.5 1.2 1.0 3.0 1.3 

Male 4003 94.9 27.2 1.5 0.5 1.4 0.7 
4004 69.4 25.5 0.9 0.3 3.0 0.3 
4005 90.1 34.0 0.6 0.4 1.8 0.6 
4006 171.6 18.2 0.7 1.4 1. 9 1.8 

Mean 118.9 26.3 1.0 0.7 2.7 1. 2 
S.D. 40.6 5.1 0.4 0.4 1. 2 0.7 

4101 61.2 9.7 1.5 0.1 1.5 0.3 
4102 97.2 13.5 1. 5 0.7 1.2 1.3 

'Female 4103 83.5 14.5 0.7 0.3 ,2.2 0.6 
4104 78.9 19.8 0.9 0.3 1.4 0.8 
4105 36.4 16.2 0.9 0.1 1.4 0.1 
4106 74.4 18.4 1.2 0.4 2.8 0.9 

Mean 71.9 15.4 1.1 0.3 1.8 0.7 
S.D. 21.0 3.6 0.3 0.2 0.6 0.4 

LUC : Large unstained cells 
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Appendix 131 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After recovery period) 

Dose (mg/kg) : O 

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB 
Sex Animal 

number XlOツμL g/dL ％ fL pg g/dL ％ XlOツμL s s mg/dL 

1007 883 15.9 44.8 50.7 18.0 35.5 1. 7 136.1 14.2 17.4 312 
1008 833 16.1 44.8 53.8 19.3 35.9 1. 7 115.8 18.1 26.8 296 

Male 1009 822 15.5 43.1 52.4 18.9 36.0 1. 9 131.5 13.0 16.4 288 
1010 865 15.7 44.0 50.8 18.1 35.7 1.9 103.6 16.6 21.8 336 
1011 797 15.3 42.4 53.2 19.2 36.1 1. 7 121.4 13.6 19.2 259 
1012 842 16.3 46.2 54.8 19.3 35.3 1.8 105.2 15.9 23.3 286 

Mean 840 15.8 44.2 52.6 18.8 35.8 1. 8 118.9 15.2 20.8 296 
S.D. 31 0.4 1.4 1. 6 0.6 0.3 0.1 13.4 2.0 3.9 26 

1107 803 15.2 41.1 51.3 19.0 37.0 1.9 118.8 11.0 16.6 218 
1108 827 15.7 42.3 51.1 19.0 37.2 1. 1 121.3 12.6 20.6 224 

Female 1109 772 14.8 40.3 52.3 19.2 36.7 1.5 116.9 '11.3 14.9 206 
1110 796 15.9 42.7 53.7 20.0 37.3 1.6 115.6 11.5 16.1 200 
1111 877 16.2 43.9 50.0 18.4 36.8 1.5 108.8 11.6 15.1 226 
1112 812 16.0 43.0 53.0 19.7 37.1 1. 2 132.7 12.2 17.8 249 

Mean 815 15.6 42.2 51.9 19.2 37.0 1. 5 119.0 11. 7 16.9 221 
s.o. 36 0.5 1.3 1.4 0.6 0.2 0.3 7.9 0.6 2.1 17 
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Appendix 132 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After recovery period) 

Dose (mg/kg) : O 

WBC Differential leukocyte counts (%) 
Sex Animal 

number XlOツμL LYMP NEUT EOS BASO MONO LUC 

1007 108.3 80.7 16.2 1.1 0.4 1.5 0.2 
1008 139.6 78.2 14.5 1.1 0.4 4.1 1. 6 

Male 1009 100.4 81.1 15.5 1.4 0.2 1. 5 0.3 
1010 136.7 73.8 22.0 0.6 0.4 2.4 0.7 
1011 174.0 90.3 6.4 0.9 0.6 1.2 0.6 
1012 107.0 76.6 20.4 1.0 0.3 1.2 0.5 

Mean 127.7 80.1 15.8 1.0 0.4 2.0 0.7 
S.D. 28.0 5.7 5.5 0.3 0.1 1.1 0.5 

1107 66.1 71.3 25.7 1.1 0.2 1.3 0.4 
1108 70.6 66.8 28.8 1.3 0.3 2.0 0.7 

Female 1109 116.6 83.4 12.8 '1.1 0.3 1.3 1.0 
1110 64.4 78.5 17.5 1.6 0.2 1.9 0.3 
1111 71.1 69.1 25.5 2.6 0.2 2.3 0.3 
1112 71.0 79.3 18.3 0.9 0.3 0.8 0.5 

Mean 76.6 74.7 21.4 1.4 0.3 1.6 0.5 
S.D. 19.8 6.6 6.1 0.6 0.1 0.6 0.3 

LUC : Large unstained cells 
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Appendix 133 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After recovery period) 

Dose (mg/kg) : 0 

Differential leukocyte counts (XlOツμL)
Sex Animal 

number LYMP NEUT EOS BASO MONO LUC 

1007 87.4 17.5 1.1 0.4 1.6 0.3 
1008 109.1 20.3 1. 6 0.6 5.7 2.3 

Male 1009 81.4 15.5 1.4 0.2 1.5 0.3 
1010 100.9 30.1 0.8 0.5 3.3 1.0 
1011 157.1 11.0 1.5 1.1 2.2 1.1 
1012 81. 9 21.9 1.0 0.3 1.3 0.6 

Mean 103.0 19.4 1.2 0.5 2.6 0.9 
S.D. 28.7 6.5 0.3 0.3 1. 7 0.8 

1107 47.2 17.0 0.7 0.1 0.9 0.3 
1108 47.2 20.4 0.9 0.2 1.4 0.5 

Female 1109 97.3 14.9 1.3 0.4 1.5 1.1 
1110 50.6 11.3 1.0 0.2 1.2 0.2 
1111 49.1 18.1 1.9 0.2 1. 6 0.2 
1112 56.3 13.0 0.6 0.2 0.6 0.3 

Mean 58.0 15.8 1.1 0.2 1. 2 0.4 
S.D. 19.6 3.4 0.5 0.1 0.4 0.3 

LUC : Large unstained cells 
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Appendix 134 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After recovery period) 

Dose (mg/kg) : 750 

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB 
Sex Animal 

number XlOツμL g/dL ％ fL pg g/dL ％ XlOツμL s s mg/dL 

4007 782 15.5 42.8 54.8 19.9 36.3 2.8 100.2 14.8 19.0 311 
4008 854 16.1 44.9 52.6 18.8 35.8 2.0 133.1 18.1 21.1 337 

Male 4009 840 15.3 42.4 50.5 18.2 36.0 2.2 105.2 16.4 23.4 307 
4010 905 15.9 44.6 49.3 17.6 35.6 2.0 117.3 16.1 19.6 306 
4011 807 15.7 43.1 53.4 19.5 36.6 1.8 118.8 11.4 16.3 287 
4012 857 15.6 43.7 51.1 18.2 35.7 2.4 129.3 15.3 19.2 308 

Mean 841 15.7 43.6 52.0 18.7 36.0 2.2 117.3 15.4 19.8 309 
S.D. 43 0.3 1.0 2.0 0.9 0.4 0.4 12.9 2.2 2.4 16 

4107 799 15.3 40.6 50.8 19.1 37.7 1. 7 111.8 12.0 17.1 195 
4108 750 15.2 41.0 54.7 20.2 37.0 1.5 130.7 11. 5 13.6 205 

Female 4109 831 15.7 41.6 50.0 18.9 37.9 1. 2 132.2 12.0 16.7 227 
4110 785 14.4 39.7 50.6 18.4 36.3 2.1 100.3 11.5 17.5 220 
4111 781 14.7 40.1 51.3 18.9 36.8 1. 6 108.7 12.1 15.6 223 
4112 846 15.9 43.1 50.9 18.8 36.9 1.0 122.7 12.1 19.8 219 

Mean 799 15.2 41.0 51.4 19.1 37.1 1. 5 117. 7 11. 9 16.7 215 
S.D. 35 0.6 1.2 1. 7 0.6 0.6 0.4 12.8 0.3 2.1 12 
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Appendix 135 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After recovery period) 

Dose (mg/kg) : 750 

WBC Differential leukocyte counts (%) 
Sex Animal 

number XlOツ1-'-L LYMP NEUT EOS BASO MONO LUC 

4007 157.4 84.6 12.5 0.5 0.6 1.4 0.4 
4008 121. 5 70.7 24.1 1.3 0.3 3.0 0.5 

Male 4009 113.1 74.5 21. 6 1 ・ 1 0.3 2.1 0.4 
4010 87.3 78.1 18.5 1.0 0.2 1. 7 0.4 
4011 81. 9 87.7 9.2 1.0 0.4 1.3 0.4 
4012 158.3 72.0 25.2 0.6 0.5 1.3 0.5 

Mean 119.9 77.9 18.5 0.9 0.4 1. 8 0.4 
S.D. 33.0 6.9 6.5 0.3 0.1 0.7 0.1 

4107 42.7 75.6 21.0 1.1 0.1 1.9 0.3 
4108 83.3 76.8 19.8 0.9 0.4 1. 7 0.5 

Female 4109 51. 6. 85.4 11.1 1.4 0.2 1.5 0.4 
4110 59.8 70.0 27.3 1.1 0.2 1.1 0.3 
4111 53.0 80.7 16.3 0.6 0.3 1.5 0.6 
4112 58.2 75.5 21.6 0.9 0.2 1.4 0.3 

Mean 58.1 77.3 19.5 1.0 0.2 1. 5 0.4 
S.D. 13.7 5.2 5.4 0.3 0.1 0.3 0.1 

LUC : Large unstained cells 
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Appendix 136 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual hematology (After recovery period) 

Dose (mg/kg) : 750 

Differential leukocyte counts (XlOツμL)
Sex Animal 

number LYMP NEUT EOS BASO MONO LUC 

4007 133.2 19.6 0.8 0.9 2.3 0.6 
4008 85.9 29.3 1.6 0.4 3.7 0.6 

Male 4009 84.3 24.4 1.2 0.3 2.4 0.5 
4010 68.2 16.2 0.9 0.2 1.5 0.4 
4011 71.8 7.5 0.9 0.3 1.1 0.3 
4012 114.0 39.9 0.9 0.7 2.0 0.8 

Mean 92.9 22.8 1.1 0.5 2.2 0.5 
S.D. 25.5 11. 2 0.3 0.3 0.9 0.2 

4107 32.3 9.0 0.5 0.0 0.8 0.1 
4108 63.9 16.5 0.7 0.3 1.4 0.4 

Female 4109 44.0 5.7 0.7 0.1 0.8 0.2 
4110 41.9 16.3 0.7 0.1 0.7 0.2 
4111 42.8 8.6 0.3 0.2 0.8 0.3 
4112 44.0 12.6 0.6 0.1 0.8 0.2 

Mean 44.8 11. 5 0.6 0.1 0.9 0.2 
S.D. 10.3 4.4 0.2 0.1 0.3 0.1 

LUC : Large unstained cells 
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Appendix 137 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual blood chemistry (After administration period) 

Dose (mg/kg) : 0 

Sex Animal 
number 

AST 

IU/L 

ALT 

IU/L 

LDH 

IU/L 

y-GTP 

IU/L 

ALP 

IU/L 

T-CHO 

mg/dL 

TG 

mg/dL 

PL 

rng/dL 

T-BIL 

mg/dL 

GLU 

mg/dL 

Male 

1001 
1002 
1003 
1004 
1005 
1006 

4
7
6
7
7
3
 

5
5
6
6
8
7
 

3
4
2
1
8
4
 

2
2
3
3
3
3
 

2
9
4
5
7
4
 

4
6
6
7
5
6
 

1
0
1
1
1
0
 

7
1
4
9
9
5
 

2
1
0
2
3
8
 

9
6
6
6
5
6
 

8
0
9
4
0
5
 

5
5
4
5
5
5
 

8
1
6
5
6
0
 

5
6
6
8
4
5
 

9
1
6
0
8
1
 

9
8
9
0
8
9
 

ー

1
1
1
1
0
0
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

9
0
2
6
7
6
 

5
4
5
3
3
3
 

1
1
1
1
1
1
 

Mean 
S.D. 

7

2

 

6

1

 

0

6

 

3
 

2

1

 

6

1

 

1

1

 

666 
136 

3

4

 

5
 

61 
14 

93 
7 

1

1

 

.. 

0

0

 

143 
10 

Female 

1101 
1102 
1103 
1104 
1105 
1106 

6
3
8
1
0
0
 

4
6
7
7
6
6
 

8
0
7
7
5
3
 

1
2
2
2
2
2
 

5
2
6
0
0
3
 

5
6
6
6
4
7
 

1
1
1
2
1
1
 

3
7
5
0
2
9
 

9
6
0
4
4
5
 

1
4
5
4
4
4
 

7
6
6
8
4
4
 

5
5
4
5
5
5
 

7
5
5
0
7
9
 

2
1
1
1
1
1
 

119 
102 
84 
103 
99 
104 

1
1
1
1
1
1
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

130 
130 
89 
94 
106 
135 

Mean 
S.D. 

3

1

 

6

1

 

3

4

 

2
 

9

1

 

5

1

 

1

0

 

418 
113 

4

4

 

5
 

7

6

 

ー 102 
11 

1

0

 

.. 

0

0

 

114 
20 
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Appendix 138 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual blood chemistry (After administration period) 

Dose (mg/kg) : O 

BUN CRNN Na K Cl Ca p TP ALB A/G 
Sex Animal 

number mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL 

1001 13 0.23 142 4.6 105 9.7 8.2 5.9 2.8 0.90 
1002 12 0.23 144 4.6 104 9.8 7.9 6.1 2.8 0.85 

Male 1003 14 0.25 144 4.2 107 9.8 8.4 6.3 2.9 0.85 
1004 16 0.23 143 5.0 106 10.0 8.3 6.2 2.8 0.82 
1005 14 0.26 145 4.7 107 9.6 8.2 5.9 2.9 0.97 
1006 16 0.27 145 4.7 110 10.0 7.8 6.1 2.9 0.91 

Mean 14 0.25 144 4.6 107 9.8 8.1 6.1 2.9 0.88 
S.D. 2 0.02 1 0.3 2 0.2 0.2 0.2 0.1 0.05 

1101 16 0.29 143 3.8 106 10.5 6.8 6.8 3.5 1.06 
1102 16 0.33 142 4.0 110 9.3 5.7 6.0 2.9 0.94 

Female 1103 23 0.44 141 4.3 107 9.9 7.3 5.9 2.8 0.90 
1104 19 0.32 142 4.4 110 9.8 6.7 6.2 3.1 1.00 
1105 16 0.29 141 4.5 106 9.8 7.4 6.1 3.0 0.97 
1106 18 0.29 143 4.4 110 10.0 7.8 6.1 3.2 1.10 

Mean 18 0.33 142 4.2 108 9.9 7.0 6.2 3.1 1.00 
S.D. 3 0.06 1 0.3 2 0.4 0.7 0.3 0.2 0.07 
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Appendix 139 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual blood chemistry (After administration period) 

Dose (mg/kg) : 30 

Sex Animal 
number 

AST 

IU/L 

ALT 

IU/L 

LDH 

IU/L 

y-GTP 

IU/L 

ALP 

IU/L 

T-CHO 

mg/dL 

TG 

mg/dL 

PL 

mg/dL 

T-BIL 

mg/dL 

GLU 

mg/dL 

Male 

2001 
2002 
2003 
2004 
2005 
2006 

6
2
3
5
2
8
 

7
6
7
6
6
6
 

4
6
4
8
5
9
 

3
2
2
2
2
2
 

2
2
3
8
7
4
 

7
5
6
4
5
5
 

1
1
1
1
1
1
 

0
0
0
8
1
7
 

0
1
6
5
5
2
 

7
7
8
6
7
8
 

5
7
9
8
9
1
 

5
5
4
4
4
5
 

1
5
8
0
8
7
 

7
4
5
6
9
6
 

2
3
5
7
5
6
 

9
0
8
8
9
9
 

ー
1
1
1
1
0
1
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

4
8
9
3
1
4
 

4
3
3
3
3
5
 

1
1
1
1
1
1
 

Mean 
S.D. 

8

6

 

6
 

8

4

 

2
 

8

9

 

5
 

1

0

 

751 
78 

2

4

 

5
 

7

8

 

6

1

 

3
7
 
，
 

1

0

 

．． 
0

0

 

140 
8 

Female 

2101 
2102 
2103 
2104 
2105 
2106 

8
6
6
0
0
7
 

5
5
6
6
5
6
 

1
7
4
0
8
8
 

2
1
2
2
1
1
 

4
3
6
9
3
6
 

7
9
9
4
4
5
 

0
1
1
1
1
1
 

2
3
5
2
0
7
 

7
6
7
5
4
6
 

2
3
2
3
2
3
 

9
3
4
1
6
9
 

5
6
4
7
7
5
 

0
0
6
6
7
4
 

1

2

1

1

1

 

8
9
4
1
6
6
 

0
0
8
2
3
0
 

1

1

1

1

1

 

2
1
1
0
1
1
 

.

.

.

.

.

.
 

0
0
0
0
0
0
 

4
0
3
8
7
4
 

3
0
0
1
8
9
 

1
1
1
1
 

Mean 
S.D. 

0

6

 

6
 

0

3

 

2
 

9

3

 

6

2

 

1

0

 

312 
55 

2

1

 

6

1

 

4

5

 

ー 111 
17 

1

1

 

．． 
0

0

 

106 
17 



B-6355 

Appendix 140 A 28-day oral toxicity study of 4-Hydroxydiphenylrnethane in rats with a recovery period of 2 weeks 

Individual blood chemistry (After administration period) 

Dose (mg/kg) : 30 

BUN CRNN Na K Cl Ca p TP ALB A/G 
Sex Animal 

number mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL 

2001 13 0.25 142 5.1 106 9.7 8.5 5.9 2.8 0.90 
2002 14 0.24 144 4.9 104 9.8 8.7 6.2 2.9 0.88 

Male 2003 11 0.20 143 4.7 105 9.7 7.9 6.1 2.9 0.91 
2004 13 〇.22 143 4.9 106 9.9 7.9 5.8 2・8 0.93 
2005 11 0.23 142 5.3 107 9.7 8.5 6.1 2.9 0.91 
2006 12 0.19 145 4.5 107 9.6 8.5 5.7 2.8 0.97 

Mean 12 0.22 143 4.9 106 9.7 8.3 6.0 2.9 0.92 
S.D. 1 0.02 1 0.3 1 0.1 0.3 0.2 0.1 0.03 

2101 15 0.30 142 4.8 110 9.9 5.9 6.6 3.4 1.06 
2102 14 0.27 142 4.6 110 9.5 5.6 6.4 2.9 0.83 

Female 2103' 18 0.28 141 4.8 109 9.5' 7.2 6.0 3.0 1.00 
2104 14 0.25 142 4.6 109 9.1 6.1 6.2 2.9 0.88 
2105 17 0.30 142 5.2 110 9.6 6.8 6.5 3.2 0.97 
2106 21 0.34 142 4.5 111 9.7 7.5 6.0 2.9 0.94 

Mean 17 0.29 142 4.8 110 9.6 6.5 6.3 3.1 0.95 
S.D. 3 0.03 

゜
0.3 1 0.3 0.8 0.3 0.2 0.08 



B-6355 

Appendix 141 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual blood chemistry (After administration period) 

Dose (mg/kg) : 150 

Sex Animal 
number 

AST 

IU/L 

ALT 

IU/L 

LDH 

IU/L 

r-GTP 

IU/L 

ALP 

IU/L 

T~CHO 

mg/dL 

TG 

mg/dL 

PL 

mg/dL 

T-BIL 

mg/dL 

GLU 

mg/dL 

Male 

3001 
3002 
3003 
3004 
3005 
3006 

3
4
1
4
3
6
 

6
7
6
7
6
6
 

5
9
4
9
4
9
 

2
2
3
3
2
2
 

3
2
5
1
1
8
 

7
7
6
8
6
6
 

1
1
1
1
0
1
 

6
6
6
0
7
4
 

0
1
5
0
1
3
 

7
7
4
7
8
5
 

8
9
1
7
3
3
 

5
5
6
3
4
5
 

2
2
0
9
7
0
 

5
7
5
2
2
5
 

3
1
1
6
6
3
 

9
0
0
6
7
8
 

1

1

 

1
1
1
0
0
0
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

3
0
0
0
6
1
 

5
4
5
4
6
3
 

1
1
1
1
1
1
 

Mean 
S.D. 

7

6

 

6
 

0

6

 

3
 

0

7

 

7
 

1

0

 

655 
133 

2

0

 

5

1

 

47 
17 

87 
14 

1

1

 

．． 
0

0

 

147 
12 

Female 

3101 
3102 
3103 
3104 
3105 
3106 

7
9
0
6
5
6
 

5
6
8
8
5
6
 

8
1
5
7
2
3
 

1
2
2
2
2
2
 

7
8
0
1
8
9
 

5
5
6
7
4
4
 

1
1
1
1
1
1
 

6
0
0
6
1
9
 

2
8
0
6
7
7
 

4
4
4
2
5
4
 

2
6
1
1
2
9
 

7
4
6
7
6
5
 

8
1
9
4
3
4
 

1

1

2

1

1

 

131 
82 
103 
121 
104 
112 

1
1
1
0
1
1
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

1
8
2
0
6
3
 

2
9
8
1
9
1
 

1

1

1

 

Mean 
S.D. 

9

2

 

6

1

 

3

3

 

2
 

7

8

 

5
 

1

0

 

437 
102 

2

9

 

6
 

5

5

 

ー 109 
17 

1

0

 

．． 
0

0

 

103 
14 



B-6355 

Appendix 142 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual blood chemistry (After administration period) 

Dose (mg/kg) : 150 

BUN CRNN Na K Cl Ca p TP ALB A/G 
Sex Animal 

number mg/dL rng/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL 

3001 12 0.24 145 5.2 106 9.8 8.4 6.3 3.0 0.91 
3002 12 0.22 145 4.6 108 9.6 7.5 5.5 2.8 1.04 

Male 3003 15 0.23 143 4.9 106 9.8 8.6 6.1 3.0 0.97 
3004 15 0.23 145 5.1 107 9.8 7.8 6.0 2.9 0.94 
3005 14 0.27 143 4.5 107 9.8 8.3 5.8 2.8 0.93 
3006 17 0.27 143 4.6 106 9.8 8.3 5.8 2.9 1.00 

Mean 14 0.24 144 4.8 107 9.8 8.2 5.9 2.9 0.97 
S.D. 2 0.02 1 0.3 1 0.1 0.4 0.3 0.1 0.05 

3101 15 0.31 142 4.0 110 10.0 4.9 6.8 3.1 0.84 
3102 14 0.24 142 4.8 110 9.3 5.4 5.8 2.9 1.00 

Female 3103 18 0.28 140 5.0 108 9.1 7.6 5.8 2.8 0:93 
3104 15 0.25 • 141 4.8 110 9.4 6.5 5.8 2.7 0.87 
3105 15 0.27 142 4.9 108 10.0 7.1 6.7 3.2 0.91 
3106 15 0.27 143 4.7 110 9.5 7.7 6.2 3.0 0.94 

Mean 15 0.27 142 4.7 109 9.6 6.5 6.2 3.0 0.92 
S.D. 1 0.02 1 0.4 1 0.4 1.2 0.5 0.2 0.06 



B-6355 

Appendix 143 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual blood chemistry (After administration period) 

Dose (mg/kg) : 750 

Sex Animal 
number 

AST 

IU/L 

ALT 

IU/L 

LDH 

IU/L 

T-GTP 

IU/L 

ALP 

IU/L 

T-CHO 

mg/dL 

TG 

mg/dL 

PL 

mg/dL 

T-BIL 

mg/dL 

GLU 

mg/dL 

Male 

4001 
4002 
4003 
4004 
4005 
4006 

1
7
5
7
4
5
 

6
6
7
7
7
6
 

4
6
3
1
2
0
 

4
3
4
4
4
4
 

0
0
2
3
1
6
 

9
9
6
6
6
5
 

1
1
1
1
1
0
 

1
4
8
6
6
8
 

6
9
7
0
2
8
 

6
6
7
9
8
6
 

9
0
4
9
2
5
 

4
4
4
3
3
3
 

115 
29 
31 
44 
30 
39 

1
0
6
0
7
1
 

0
8
7
8
6
7
 

ー 0
1
0
1
1
1
 

.

.

.

.

.

.
 

0
0
0
0
0
0
 

9
2
3
3
7
0
 

2
1
2
1
2
3
 

1
1
1
1
1
1
 

Mean 
S.D. 

0

6

 

7
 

1

3

 

4
 

70 
15 

1

0

 

759 
95 

0

6

 

4
 

8

3

 

4

3

 

79 
12 

1
1
 

．． 
0

0

 

2

8

 

2
 
ー

Feinale 

4101 
4102 
4103 
4104 
4105 
4106 

4
1
4
8
1
7
 

6
7
7
6
6
6
 

8
6
8
5
7
2
 

2
2
2
2
2
3
 

7
6
9
4
6
9
 

7
4
4
4
4
4
 

2
1
1
1
1
1
 

5
6
3
1
6
5
 

7
8
2
4
0
9
 

2
4
4
3
4
3
 

4
1
6
9
9
7
 

6
7
5
5
4
4
 

8
9
4
8
6
7
 

1
4
2
2
2
5
 

8
6
0
1
7
9
 

0
3
0
2
0
9
 

1
1
1
1
1
 

0
0
1
1
1
0
 

.

.

.

.

.

.
 

0
0
0
0
0
0
 

106 
115 
94 
97 
109 
84 

Mean 
S.D. 

8

5

 

6
 

8

2

 

2
 

2

2

 

5

1

 

1

0

 

388 
72 

8

9

 

5
 

34 
16 

112 
14 

1

1

 

．． 
0

0

 

101 
11 



B-6355 

Appendix 144 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual blood chemistry (After administration period) 

Dose (mg/kg) : 750 

BUN CRNN Na K Cl Ca p TP ALB A/G 
Sex Animal 

number mg/dL mg/dL rnmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL 

4001 14 0.24 141 4.9 102 9.9 8.8 5.9 2.9 0.97 
4002 14 0.21 143 5.1 104 9.8 8.7 6.2 2.9 0.88 

Male 4003 16 0.24 142 4.4 104 9.7 7.9 5.6 2.9 1.07 
4004 15 0.18 143 4.9 105 9.5 8.3 5.3 2.8 1.12 
4005 14 0.22 144 4.2 105 9.7 10.4 5.8 3.0 1.07 
4006 15 0.26 143 4.3 104 9.8 8.5 6.0 2.9 0.94 

Mean 15 0.23 143 4.6 104 9.7 8.8 5.8 2.9 1.01 
S.D. 1 0.03 l 0.4 1 0.1 0.9 0.3 0.1 0.09 

4101 14 0.30 142 4.0 106 9.7 7.0 6.1 3.0 0.97 
4102 17 0.32 143 4.3 109 9.4 7.5 5.9 2.9 0.97 

Female 4103 14 0.29 143 4.4 106 9.7 7.7' 5.7 2.6 0.84 
4104 15 0.30 142 4.5 108 9.8 7.1 6.1 3.1 1.03 
4105 14 0.25 142 4.2 107 9.9 6.9 6.6 3.2 0.94 
4106 27 0.42 144 4.1 107 10.1 7.4 6.2 3.1 1.00 

Mean 17 0.31 143 4.3 107 9.8 7.3 6.1 3.0 0.96 
S.D. 5 0.06 1 0.2 1 0.2 0.3 0.3 0.2 0.07 



B-6355 

Appendix 145 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual blood chemistry (After recovery period) 

Dose (mg/kg) : O 

Sex Animal 
number 

AST 

IU/L 

ALT 

IU/L 

LDH 

IU/L 

y-GTP 

IU/L 

ALP 

IU/L 

T-CHO 

mg/dL 

TG 

mg/dL 

PL 

mg/dL 

T-BIL 

mg/dL 

GLU 

mg/dL 

Male 

1007 
1008 
1009 
1010 
1011 
1012 

5
2
4
3
9
3
 

6
6
5
7
5
6
 

7
7
3
4
8
9
 

2
2
2
2
2
2
 

7
5
7
0
1
7
 

5
4
5
5
4
4
 

0
1
1
2
1
1
 

7
3
8
2
6
0
 

8
3
8
5
9
0
 

5
3
4
6
3
5
 

4
3
1
0
4
4
 

6
5
6
5
4
8
 

30 
42 
107 
54 
71 
85 

1
2
0
0
3
9
 

0
8
1
9
8
2
 

1

1

1

 

1
1
1
1
1
1
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

4
9
3
5
4
7
 

6
4
6
4
4
4
 

1
1
1
1
1
1
 

Mean 
S.D. 

3

6

 

6
 

6

2

 

2
 

0

7

 

5
 

1

1

 

493 
118 

9

4

 

5

1

 

5

9

 

6

2

 

99 
18 

1

0

 

．． 
0

0

 

152 ， 

Female 

1107 
1108 
1109 
1110 
1111 
1112 

5
2
4
0
6
6
 

6
9
7
7
7
7
 

6
8
0
5
3
8
 

2
4
4
2
3
2
 

2
0
3
8
7
1
 

5
6
8
5
4
7
 

1
1
1
1
2
1
 

9
1
6
9
0
0
 

0
4
6
0
2
4
 

4
3
1
2
3
3
 

2
0
6
4
8
9
 

8
7
8
6
5
5
 

4
2
2
8
4
3
 

1

1

5

3

1

 

8
9
3
2
5
6
 

3
1
7
0
1
9
 

1
1
1
1
1
 

1
1
1
1
1
1
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

0
2
7
2
9
6
 

4
1
3
0
0
2
 

1
1
1
1
1
1
 Mean 

S.D. 
6

9

 

7
 

3

9

 

3
 

2

3

 

6

1

 

1

0

 

298 
91 

70 
12 

2

7

 

2

1

 

124 
28 

1

0

 

．． 
0

0

 

121 
16 



B-6355 

Appendix 146 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual blood chemistry (After recovery period) 

Dose (mg/kg) : O 

BUN CRNN Na K Cl Ca p TP ALB A/G 
Sex Animal 

number mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL 

1007 12 0.22 142 5.1 105 9.3 7.4 6.2 2.9 0.88 
1008 13 0.25 142 4.7 104 9.4 7.8 6.3 2.8 0.80 

Male 1009 10 0.27 143 4.8 103 9.6 7.7 6.4 2.8 0.78 
1010 12 0.31 145 4.7 106 9.4 7.3 6.2 2.9 0.88 
1011 18 0.29 143 4.8 107 9.1 7.7 5.7 2.7 0.90 
1012 13 0.29 143 4.6 105 9.6 6.8 6.2 3.0 0.94 

Mean 13 0.27 143 4.8 105 9.4 7.5 6.2 2.9 0.86 
S.D. 3 0.03 1 0.2 1 0.2 0.4 0.2 0.1 0.06 

1107 14 0.31 143 4.1 108 9.2 4.5 6.4 3.3 1.06 
1108 14 0.31 142 4.7 110 9.1 5.8 6.1 2.9 0.91 

Female'1109 17 0.26 142 4.5 109 '10.0 5.4 7.2 3.5 0.95 
1110 16 0.33 144 4.6 110 9.3 6.4 6.3 3.0 0.91 
1111 17 0.35 144 3.7 110 9.7 6.4 6.2 3.2 1.07 
1112 19 0.36 142 4.4 111 9.4 5.9 6.5 2.9 0.81 

Mean 16 0.32 143 4.3 ・110 9.5 5.7 6.5 3.1 0.95 
S.D. 2 0.04 1 0.4 1 0.3 0.7 0.4 0.2 0.10 



B-6355 

Appendix 147 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual blood chemistry (After recovery period) 

Dose (mg/kg) : 750 

Sex Animal 
number 

AST 

IU/L 

ALT 

IU/L 

LDH 

IU/L 

r-GTP 

IU/L 

ALP 

IU/L 

T-CHO 

mg/dL 

TG 

mg/dL 

PL 

mg/dL 

T-BIL 

mg/dL 

GLU 

mg/dL 

Male 

4007 
4008 
4009 
4010 
4011 
4012 

8
0
5
8
0
3
 

6
7
6
6
6
7
 

33 
32 
32 
24 
26 
34 
: 

30 
4 

8
2
8
7
0
1
 

5
6
4
4
6
6
 

1
1
1
1
0
1
 

3
3
0
6
1
4
 

9
4
0
2
7
7
 

3
4
7
7
4
5
 

4
4
6
0
9
5
 

5
6
6
5
6
5
 

4
4
5
0
2
6
 

4
2
9
7
7
8
 

6
7
4
9
9
3
 

9
9
1
9
0
0
 

1

1

1

 

1
1
1
1
1
1
 

.

.

.

.

.

.
 

0
0
0
0
0
0
 

167 
141 
149 
141 
112 
147 

Mean 
S.D. 

7

4

 

6
 

6

7

 

5
 

1

0

 

551 
139 

0

8

 

6
 

5

7

 

6

2

 

103 
7 

1

0

 

．． 
0

0

 

143 
18 

Female 

4107 
4108 
4109 
4110 
4111 
4112 

8
0
1
1
8
7
 

6
5
6
7
5
7
 

3
2
1
3
1
0
 

2
2
2
2
2
3
 

8
4
9
2
4
1
 

5
5
6
4
7
7
 

1
1
1
1
1
1
 

9
6
2
5
9
6
 

2
7
5
9
1
3
 

3
1
3
3
2
2
 

1
1
8
9
6
5
 

5
6
6
6
7
6
 

8
3
7
3
0
1
 

2
1
2
2
1
 

3
3
5
4
4
8
 

9
1
1
3
3
0
 

1
1
1
1
1
 

1
1
1
1
1
1
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

103 
132 
98 
142 
123 
105 

Mean 
S.D. 

4

0

 

6

1

 

3

3

 

2
 

1

2

 

6

1

 

1

0

 

285 
86 

5

8

 

6
 

7

6

 

ー 116 
16 

1

0

 

．． 
0

0

 

117 
18 
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Appendix 148 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual blood chemistry (After recovery period) 

Dose (mg/kg) : 750 

BUN CRNN Na K Cl Ca p TP ALB A/G 
Sex Animal 

number mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL 

4007 12 0.21 143 4.5 103 9.6 8.4 6.1 2.9 0.91 
4008 11 0.24 144 5.2 105 9.6 7.1 6.1 2.9 0.91 

Male 4009 10 0.25 144 5.0 106 9.6 8.4 5.9 2.9 0.97 
4010 14 0.25 144 5.1 104 9.6 8.9 6.2 2.8 0.82 
4011 14 0.26 145 4.9 106 9.6 7.5 6.1 2.9 0.91 
4012 15 0.29 144 4.8 105 9.4 7.9 5.9 2.9 0.97 

Mean 13 0.25 144 4.9 105 9.6 8.0 6.1 2.9 0.92 
S.D. 2 0.03 1 0.2 1 0.1 0.7 0.1 0.0 0.06 

4107 16 0.33 142 4.5 107 9.3 5.6 6.1 3.0 0.97 
4108 17 0.34 142 4.8 111 9.7 5.8 6.4 3.0 0.88 

Female 4109 17 0.28 141: 4.8 109 9.4 6.9 6.0 2.9 0.94 
4110 16 0.31 140 4.3 108 9.1 5.9 6.3 3.0 0.91 
4111 16 0.29 142 5.0 110 9.6 5.9 6.5 3.2 0.97 
4112 17 0.34 142 4.5 109 9.1 6.9 6.1 2.9 0.91 

Mean 17 0.32 142 4.7 109 9.4 6.2 6.2 3.0 0.93 
S.D. 1 0.03 1 0.3 1 0.3 0.6 0.2 0.1 0.04 



Appendix 149 

Animal 
number 

1001 
1002 

Absolute 1003 
1004 
1005 
1006 

Mean 
S.D. 

1001 
1002 

Relative 1003 
1004 
1005 
1006 

Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Male 

Dose (mg/kg) : o 

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney 
(R) (L) 

8-6355 

Kidney 
(R+L) 

g g(g/lOOg BW) mg(mg/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) 

402 1.97 764 1.27 11.19 0.85 1.41 1.42 2.83 
396 2.02 595 1.29 11.71 0.66 1.37 1.46 2.83 
383 2.01 599 1.54 12.40 0.73 1.45 1.40 2.85 
400 1.98 788 1.30 13 21 0.73 1. 58 1.54 3.12 
369 2.13 632 1.27 10.19 0.73 1.32 1.32 2.64 
380 1.92 291 1. 16 10.73 0.73 1.31 1.38 2.69 

388 2.01 612 1.31 11.57 0.74 1. 41 1.42 2.83 

13 0.07 178 0.13 1.11 0.06 0.10 0.07 0.17 

0.49 190 0.32 2.78 0.21 0.35 0.35 0.70 
0.51 150 0.33 2.96 0.17 0.35 0.37 0.71 
0.52 156 0.40 3.24 0.19 0.38 0.37 0.74 

0.50 197 0.33 3.30 0.18 0.40 0.39 0.78 
0.58 171 0.34 2.76 0.20 0.36 0.36 0.72 
0.51 77 0.31 2.82 0.19 0.34 0.36 0.71 

0.52 157 0.34 2.98 0.19 0.36 0.37 0.73 
0.03 43 0.03 0.24 0.01 0.02 0.01 0.03 



B-6355 

Appendix 150 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Male 

Dose (mg/kg) : O 

Animal 
number 

Adrenal 
{R) 

mg{mg/lOOg BW) 

Adrenal 
(L) 

mg(mg/lOOg BW) 

Adrenal 
(R+L) 

mg(mg/lOOg BW) 

Testis 
(R) 

g(g/100g BW) 

Testis 
(L) 

g(g/lOOg BW) 

Testis 
(R+L) 

g(g/lOOg BW) 

Epididymis 
(R) 

mg(mg/lOOg BW) 

Epididymis 
(L) 

mg(mg/lOOg BW) 

Epididymis 
(R+L) 

mg(mg/lOOg BW) 

Absolute 

1001 
1002 
1003 
1004 
1005 
1006 

9
1
3
9
1
2
 

2
3
3
2
3
2
 

8
7
5
2
2
6
 

3
3
3
3
3
2
 

7
8
8
1
3
8
 

6
6
6
6
6
4
 

4
1
3
8
2
4
 

8
5
6
6
6
5
 

．
．
．
．
．
．
 

1
1
1
1
1
1
 

9
7
4
1
8
1
 

7
4
6
7
5
6
 

.

.

.

.

.

.
 

1
1
1
1
1
1
 

3
8
7
9
0
5
 

6
9
2
3
2
1
 

．
．
．
．
．
．
 

3
2
3
3
3
3
 

438 
400 
400 
461 
444 
441 

433 
375 
390 
431 
432 
462 

1
5
0
2
6
3
 

7
7
9
9
7
0
 

8
7
7
8
8
9
 

Mean 
S.D. 

9

4

 

2
 

3

4

 

3
 

3

8

 

6
 

1.64 
0.12 

1.63 
0.11 

3.27 
0.22 

431 
25 

421 
32 

851 
55 

Relative 

1001 
1002 
1003 
1004 
1005 
1006 

9
9
9
8
9
7
 

7
8
9
7
8
6
 

7
7
8
5
7
3
 

1
1
1
1
1
1
 

6
8
3
2
4
1
 

4
3
4
4
4
4
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

5
7
3
3
3
2
 

4
3
4
4
4
4
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

0
5
5
5
7
3
 

9
7
8
8
8
8
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

9
1
4
5
0
6
 

0
0
0
1
2
1
 

1
1
1
1
1
1
 

8
5
2
8
7
2
 

0
9
0
0
1
2
 

1

1

1

1

1

 

7
6
6
3
7
8
 

1
9
0
2
3
3
 

2
1
2
2
2
2
 

Mean 
S.D. 

8

1

 

9

1

 

6

2

 

ー 2

3

 

4

0

 

．． 
0

0

 

0.42 
0.03 

0.84 
0.05 

111 
7 

109 
10 

220 
17 



Appendix 151 

Animal 
number 

2001 
2002 

Absolute 2003 
2004 
2005 
2006 

Mean 
S.D. 

2001 
2002 

Relative 2003 
2004 
2005 
2006 

Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Male 

Dose (mg/kg) : 30 

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney 
(R) (L) 

B-6355 

Kidney 
(R+L) 

g g(g/lOOg BW} mg(mg/lOOg BW) g(g/100g BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) 

382 2.02 476 1.25 11.26 0.60 1.37 1.37 2.74 
394 2.01 532 1.14 12.47 0.83 1.39 1.49 2.88 
396 2.10 468 1.18 12.35 0.96 1.65 1.68 3.33 
371 1.91 354 1.24 11.65 0.69 1.49 1.44 2.93 
371 1.89 595 1.11 11.39 0.51 1.28 1.41 2.69 
358 1.90 506 1.10 11.22 0.52 1.41 1.44 2.85 

379 1.97 489 1.17 11.72 0.69 1.43 1.47 2.90 
15 0.08 80 0.06 0.55 0.18 0.13 0.11 0.23 

0.53 125 0.33 2.95 0.16 0.36 0.36 0.72 
0.51 135 0.29 3.16 0.21 0.35 0.38 0.73 
0.53 118 0.30 3.12 0.24 0.42 0.42 0.84 
0.51 95 0.33 3.14 0.19 0.40 0.39 0.79 
0.51 160 0.30 3.07 0.14 0.35 0.38 0.73 
0.53 141 0.31 3.13 0.15 0.39 0.40 0.80 

0.52 129 0.31 3.10 0.18 0.38 0.39 0.77 
0.01 22 0.02 0.08 0.04 0.03 0.02 0.05 



B-6355 

Appendix 152 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Male 

Dose (mg/kg) : 30 

Animal 
number 

Adrenal 
(R) 

mg(mg/lOOg BW) 

Adrenal 
(L) 

mg(mg/lOOg BW) 

Adrenal 
(R+L) 

mg(mg/lOOg BW) 

Testis 
(R) 

g(g/lOOg BW) 

Testis 
(L) 

g(g/lOOg BW) 

Testis 
(R+L) 

g(g/lOOg BW) 

Epididymis 
(R) 

mg(mg/lOOg BW) 

Epididymis 
(L) 

mg(mg/lOOg BW) 

Epididymis 
(R+L) 

mg(mg/lOOg BW) 

Absolute 

2001 
2002 
2003 
2004 
2005 
2006 

1
7
3
0
8
6
 

2
2
3
3
2
2
 

4
5
1
3
3
9
 

2
2
3
3
3
2
 

5
2
4
3
1
5
 

4
5
6
6
6
5
 

5
2
8
3
0
9
 

6
7
5
5
7
5
 

.

.

.

.

.

.
 

1
1
1
1
1
1
 

3
8
1
2
5
7
 

6
6
6
5
7
6
 

.

.

.

.

.

.
 

1
1
1
1
1
1
 

8
0
9
5
5
6
 

2
4
1
0
4
2
 

．
．
．
．
．
．
 

3
3
3
3
3
3
 

9
6
9
0
8
7
 

3
7
4
0
8
4
 

4
3
4
4
3
4
 

8
2
0
0
6
5
 

2
6
1
1
9
5
 

4
3
4
4
3
4
 

7
8
9
0
4
2
 

6
3
5
1
8
0
 

8
7
8
8
7
9
 

Mean 
S.D. 

8

4

 

2
 

9

4

 

2
 

7

7

 

5
 

3

7

 

6

0

 

・
 

1

0

 

1.64 
0.08 

3.27 
0.14 

417 
32 

410 
31 

827 
61 

Relative 

2001 
2002 
2003 
2004 
2005 
2006 

6
6
8
9
9
8
 

5
7
8
8
8
7
 

2
3
6
7
6
5
 

1
1
1
1
1
1
 

3
4
0
1
6
4
 

4
4
4
4
4
4
 

.

.

.

.

.

.
 

0
0
0
0
0
0
 

3
3
1
1
7
7
 

4
4
4
4
4
4
 

．． 
0
0
0
0
0
0
 

6
6
1
2
3
1
 

8
8
8
8
9
9
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

5
5
3
8
5
5
 

1
9
1
0
0
2
 

1

1

1

1

1

 

112 
92 
104 
111 
107 
127 

7
7
7
8
1
2
 

2
8
1
1
1
5
 

2
1
2
2
2
2
 

Mean 
S.D. 

7

1

 

8

1

 

5

2

 

ー 3

2

 

4

0

 

．． 
0

0

 

0.44 
0.03 

0.87 
0.05 

110 
10 

109 
11 

219 
21 



Appendix 153 

Animal 
number 

3001 
3002 

Absolute 3003 
3004 
3005 
3006 

Mean 
S.D. 

3001 
3002 

Relative 3003 
3004 
3005 
3006 

Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Male 

Dose (mg/kg) : 150 

Body weight Brain Thymus Heart Liver Spleen Kidne ｛ Kidney 
(R (L) 

B-6355 

Kidney 
(R+L) 

g g(g/lOOg BW) mg(mg/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) 

399 2.13 691 1.16 12.94 0.70 1.37 1.40 2. 77 
350 1.95 402 1.17 10.88 0.58 1.54 1.42 2.96 
351 2.05 367 1.12 12.74 0.61 1.49 1.49 2.98 
381 1.98 485 1. 21 12.00 0.72 1.43 1.42 2.85 
377 2.02 550 1.18 11.09 0.54 1.48 1.48 2.96 
346 2.05 604 1.10 9.97 0.58 1.29 1.43 2.72 

367 2.03 517 1.16 11.60 0.62 1.43 1.44 2.87 
21 0.06 123 0.04 1.16 0.07 0.09 0.04 0.11 

0.53 173 0.29 3.'24 0.18 0.34 0.35 0.69 
0.56 115 0.33 3.11 0.17 0.44 0.41 0.85 
0.58 105 0.32 3.63 0.17 0.42 0.42 0.85 
0.52 127 0.32 3.15 0.19 0.38 0.37 0.75 
0.54 146 0.31 2.94 0.14 0.39 0.39 0.79 
0.59 175 0.32 2.88 0.17 0.37 0.41 0.79 

0.55 140 0.32 3.16 0.17 0.39 0.39 0.79 
0.03 30 0.01 0.27 0.02 0.04 0.03 0.06 



B-6355 

Appendix 154 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Male 

Dose (mg/kg) : 150 

Animal 
number 

Adrenal 
(R) 

mg(mg/lOOg BW) 

Adrenal 
(L) 

mg(mg/lOOg BW) 

Adrenal 
(R+L) 

mg(mg/lOOg BW) 

Testis 
(R) 

g(g/lOOg BW) 

Testis 
(L) 

g(g/lOOg BW) 

Testis 
(R+L) 

g(g/lOOg BW) 

Epididymis 
(R) 

mg(mg/lOOg BW) 

Epididymis 
(L) 

mg(mg/lOOg BW) 

Epididymis 
(R+L) 

mg(mg/lOOg BW) 

Absolute 

3001 
3002 
3003 
3004 
3005 
3006 

2
7
0
0
2
5
 

2
2
3
3
2
2
 

5
1
1
1
5
0
 

2
3
3
3
2
3
 

7
8
1
1
7
5
 

4
5
6
6
4
5
 

6
5
4
2
0
8
 

6
6
5
5
7
4
 

．
．
．
．
．
．
 

1
1
1
1
1
1
 

5
1
9
3
5
8
 

6
6
4
5
6
4
 

．． 
1
1
1
1
1
1
 

3.31 
3.26 
3.03 
3.05 
3.35 
2.96 

2
0
4
0
9
1
 

1
8
0
0
0
2
 

4
3
4
4
4
4
 

399 
371 
395 
373 
400 
382 

1
1
9
3
9
3
 

1
5
9
7
0
0
 

8
7
7
7
8
8
 

Mean 
S.D. 

6

4

 

2
 

9

3

 

2
 

5

6

 

5
 

1.59 
0.09 

1.57 
0.08 

3.16 
0.17 

404 
14 

387 
13 

791 
24 

Relative 

3001 
3002 
3003 
3004 
3005 
3006 

6
9
9
8
7
9
 

6
8
9
8
6
7
 

2
7
7
6
2
6
 

1
1
1
1
1
1
 

2
7
4
0
5
3
 

4
4
4
4
4
4
 

．．． 

0
0
0
0
0
0
 

1
6
2
0
4
3
 

4
4
4
4
4
4
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

3
3
6
0
9
6
 

8
9
8
8
8
8
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

3
9
5
5
8
2
 

0
0
1
0
0
2
 

1
1
1
1
1
1
 

'100 
106 
113 
98 
106 
110 

3
5
8
3
5
2
 

0
1
2
0
1
3
 

2
2
2
2
2
2
 

Mean 
S.D. 

7

1

 

8

1

 

5

2

 

ー 4

2

 

4

0

 

．
 

0

0

 

0.43 
0.02 

6

5

 

8

0

 

．． 
0

0

 

110 
7 

6

6

 
。
ー 216 

12 



Appendix 155 

Animal 
number 

4001 
4002 

Absolute 4003 
4004 
4005 
4006 

Mean 
S.D. 

4001 
4002 

Relative 4003 
4004 
4005 
4006 

Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Male 

Dose (mg/kg) : 750 

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney 
(R) (L) 

B-6355 

Kidney 
(R+L) 

g g(g/lOOg BW) mg(mg/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) 

362 2.04 530 1.11 14.07 0.68 1.54 1.53 3.07 
322 1. 99 455 1.00 10.23 0.63 1.51 1.49 3.00 
342 1.97 509 1.19 11.93 0.66 1.46 1.49 2.95 
329 2.10 374 1.12 11.79 0.56 1.62 1.67 3.29 
298 1.88 610 0.94 10.41 0.72 1.49 1.57 3.06 
345 2.04 535 1. 04 11.93 0.68 1.43 1.40 2.83 

333 2.00 502 1.07 11.73 0.66 1.51 1.53 3.03 
22 0.08 80 0.09 1.38 0.06 0.07 0.09 0.15 

0.56 146' 0.31 3.89 0.19 0.43 0.42 0.85 
0.62 141 0.31 3.18 0.20 0.47 0.46 0.93 
0.58 149 0.35 3.49 0.19 0.43 0.44 0.86 
0.64 114 0.34 3.58 0.17 0.49 0.51 1.00 
0.63 _205 0.32 3.49 0.24 0.50 0.53 1.03 
0.59 155 0.30 3.46 0.20 0.41 0.41 0.82 

0.60 152 0.32 3.52 0.20 0.46 0.46 0.92 
0.03 30 0.02 0.23 0.02 0.04 0.05 0.09 



B-6355 

Appendix 156 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Male 

Dose (mg/kg) : 750 

Animal 
number 

Adrenal 
(R) 

mg(mg/1.00g BW) 

Adrenal 
(L) 

mg(mg/lOOg BW) 

Adrenal 
(R+L) 

mg{mg/lOOg BW) 

Testis 
(R) 

g(g/lOOg BW) 

Testis 
(L) 

g(g/lOOg BW) 

Testis 
(R+L) 

g(g/lOOg BW) 

Epididymis 
(R) 

mg(mg/lOOg BW) 

Epididymis 
(L) 

mg(mg/lOOg BW) 

Epididymis 
(R+L) 

mg(mg/lOOg BW} 

Absolute 

4001 
4002 
4003 
4004 
4005 
4006 

6
4
6
5
4
0
 

2
2
2
2
2
3
 

7
6
9
7
7
9
 

2
2
2
2
2
2
 

3
0
5
2
1
9
 

5
5
5
5
5
5
 

6
0
8
3
4
6
 

6
6
5
3
6
4
 

．． 
1
1
1
1
1
1
 

8
0
2
4
6
4
 

6
6
6
3
5
4
 

．
．
．
．
．
．
 

1
1
1
1
1
1
 

4
0
0
7
0
0
 

3
2
2
6
2
9
 

.

.

.

.

.

.
 

3
3
3
2
3
2
 

9
0
8
0
3
9
 

9
1
1
9
4
3
 

3
4
4
3
4
3
 

2
6
4
9
9
3
 

7
2
7
9
3
5
 

3
4
3
3
5
3
 

1
6
2
9
2
2
 

7
3
9
8
8
9
 

7
8
7
7
9
6
 

Mean 
S.D. 

6

2

 

2
 

8

1

 

2
 

3

3

 

5
 

1.55 
0.13 

1.54 
0.13 

3.09 
0.25 

400 
35 

411 
68 

810 
96 

Relative 

4001 
4002 
4003 
4004 
4005 
4006 

7
8
8
8
9
8
 

7
7
8
8
8
9
 

5
6
6
6
7
7
 

1
1
1
1
1
1
 

6
0
6
0
5
2
 

4
5
4
4
5
4
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

6
0
7
1
2
2
 

4
5
4
4
5
4
 

．
 

0
0
0
0
0
0
 

2
9
4
1
7
4
 

g
9
9
8
0
8
 

.

.

.

.

.

.
 

0
0
0
0
1
0
 

0
7
2
9
9
8
 

1
2
2
1
4
9
 

1
1
1
1
1
 

3
2
9
1
1
2
 

0
3
0
2
8
0
 

1
1
1
1
1
1
 

3
0
2
0
0
1
 

1
6
3
4
3
0
 

2
2
2
2
3
2
 

Mean 
S.D. 

8

1

 

8

1

 

6

1

 

ー 7

5

 

4

0

 

・
 

0

0

 

6

4

 

4

0

 

．． 
0

0

 

0.93 
0.10 

121 
17 

125 
30 

246 
46 



B-6355 

Appendix 157 A 28-day oral toxicity study of 4-Hydroxydiphenylrnethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Female 

Dose (mg/kg) : O 

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney Ki(Rdn+Ley ) 
Animal (R) (L) 
number g g(g/lOOg BW) mg(mg/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/100g BW) g(g/lOOg BW) g(g/lOOg BW) 

1101 224 1. 79 584 0.75 6.64 0.55 0.80 0.78 1.58 
1102 200 1.82 451 0.68 5.48 0.43 0.70 o. 71 1.41 

Absolute 1103 227 1.84 292 0.74 6.18 0.47 0.71 0.81 1.52 
1104 202 1. 71 352 0.67 5.47 0.36 0.74 0.75 1.49 
1105 244 1.86 426 0.82 6.81 0.61 0.82 0.82 1.64 
1106 197 1. 74 526 0.67 5.46 0.40 0.74 0.72 1.46 

Mean 216 1. 79 439 0.72 6.01 0.47 0.75 0.77 1.52 
S.D. 19 0.06 108 0.06 0.62 0.09 0.05 0.05 0.08 

1101 '0.80 261 0.33 2.96 0.25 0.36 0.35 0. 71 
1102 0.91 226 0.34 2.74 0.22 0.35 0.36 0.71 

Relative 1103 0.81 129 0.33 2.72 0.21 0.31 0.36 0.67 
1104 0.85 174 0.33 2.71 0.18 0.37 0.37 0.74 
1105 0.76 175 0.34 2.79 0.25 0.34 0.34 0.67 
1106 0.88 267 0.34 2.77 0.20 0.38 0.37 0.74 

Mean 0.84 205 0.34 2.78 0.22 0.35 0.36 0.71 
S.D. 0.06 55 0.01 0.09 0.03 0.02 0.01 0.03 



Appendix 158 

Animal 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Female 

Dose (mg/kg) : O 

Adrenal Adrenal Adrenal Ovary Ova(Lry ) O(vRa+Lry ) Uterus 
{R) (L) (R+L) (R) 

number mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) 

1101 34 35 69 34.2 37.7 71.9 384 
1102 32 30 62 36.6 33.9 70.5 660 

Absolute 1103 46 48 94 36.8 34.0 70.8 332 
1104 26 29 55 36.0 38.0 74.0 340 
1105 30 36 66 47.0 39.3 86.3 446 
1106 29 32 61 28.7 37.9 66. 6 464 

Mean 33 35 68 36.6 36.8 73.4 438 
S.D. 7 7 14 5.9 2.3 6.8 121 

1101 15 16 31 15.3 '16.8 32.1 171 
1102 16 15 31 18.3 17.0 35.3 330 

Relative 1103 20 21 41 16.2 15.0 31.2 146 
1104 13 14 27 17.8 18.8 36.6 168 
1105 12 15 27 19.3 16.1 35.4 183 
1106 15 16 31 14.6 19.2 33.8 236 

Mean 15 16 31 16.9 17.2 34.1 206 
S.D. 3 2 5 1.8 1. 6 2.1 68 

B-6355 



B-6355 

Appendix 159 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Female 

Dose (mg/kg) : 30 

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney Kidney 
Animal (R) (L) (R+L) 
number g g(g/lOOg BW) mg(mg/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) 

2101 201 1.66 508 0.77 5.35 〇.91 0.63 0.63 1.26 
2102 232 1.94 513 0.80 5.96 0.50 0.91 0.96 1. 87 

Absolute 2103 199 1.90 515 0.71 5.49 0.52 0.91 0.80 1. 71 
2104 198 1. 78 420 0.70 5.97 0.41 0.82 0.85 1.67 
2105 204 1. 78 361 0.64 5.70 0.47 0.84 0.81 1.65 
2106 204 1.89 397 0.71 5.56 0.45 0.80 0.85 1.65 

Mean 206 1.83 452 0.72 5.67 0.54 0.82 0.82 1.64 
S.D. 13 0.10 68 0.06 0.25 0.18 0.10 0.11 0.20 

2101 0.83 253 0.38 2.66 0.45 0.31 0.31' 0.63 
2102 0.84 221 0.34 2.57 0.22 0.39 0.41 0.81 

Relative 2103 0.95 259 0.36 2.76 0.26 0.46 0.40 0.86 
2104 0.90 212 0.35 3.02 0.21 0.41 0.43 0.84 
2105 0.87 177 0.31 2.79 0.23 0.41 0.40 0.81 
2106 0.93 195 0.35 2.73 0.22 0.39 0.42 0.81 

Mean 0.89 220 0.35 2.76 0.27 0.40 0.40 0.79 
S.D. 0.05 32 0.02 0.15 0.09 0.05 0.04 0.08 



Appendix 160 

Animal 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Female 

Dose (mg/kg) : 30 

Adrenal Adrenal Adrenal Ova(Rry ) Ova(Lry ) O(vRa+Lry ) Uterus 
(R) (L) (R+L) 

number mg(mg/lOOg BW) 19g(mg/100g BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) 

2101 23 27 50 26.9 26.7 53.6 381 
2102 28 31 59 61.5 41.6 103.1 370 

Absolute 2103 32 31 63 42.7 51.2 93.9 340 
2104 32 30 62 33.9 29.9 63.8 422 
2105 37 40 77 33.1 38.4 71.5 588 
2106 33 36 69 41.6 48.3 89.9 355 

Mean 31 33 63 40.0 39.4 79.3 409 
S.D. 5 5 ， 12.1 9.8 19.3 92 

2101 11 13 25 13.4 13.3 26.7 190 
2102 12 13 25 26.5 17.9 44.4 159 

Relative 2103 16 16 32 21.5 25.7 47.2 171 
2104 16 15 31 17.1 15.1 32.2 213 
2105 18 20 38 16.2 18.8 35.0 288 
2106 16 18 34 20.4 23.7 44.1 174 

Mean 15 16 31 19.2 19.1 38.3 199 
S.D. 3 3 5 4.6 4.8 8.2 47 

B-6355 
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Appendix 161 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Female 

Dose (mg/kg) : 150 

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney Kidney 
Animal (R) (L) (R+L) 
number g g(g/lOOg BW) mg(mg/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) 

3101 200 1. 75 372 0.70 5.80 0.30 0.71 0.70 1.41 
3102 176 1. 75 370 0.57 4.60 0.44 0.63 0.63 1.26 

Absolute 3103 184 1.85 264 0.65 5.09 0.37 0.80 0.76 1.56 
3104 213 1. 81 550 0.84 6.10 0.51 0.89 0.94 1.83 
3105 223 1.80 551 0.73 6.94 0.52 0.86 0.91 1.77 
3106 177 1.82 339 0.62 4.99 0.37 0.72 0.68 1.40 

Mean 196 1.80 408 0.69 5.59 0.42 o. 77 0.77 1.54 
$.D. 20 0.04 117 0.09 0.86 0.09 0.10 0.13 0.22 

3101 0.88 186 0.35 2.90 0.15 0.36 0.35 0.71 
3102 0.99 210 0.32 2.61 0.25 0.36 0.36 0.72 

Relative 3103 1.01 143 0.35 2.77 0.20 0.43 0.41 0.85 
3104 0.85 258 0.39 2.86 0.24 0.42 0.44 0.86 
3105 0.81 247 0.33 3.11 0.23 0.39 0.41 0.79 
3106 1.03 192 0.35 2.82 0.21 0.41 0.38 0.79 

Mean 0.93 206 0.35 2.85 0.21 0.40 0.39 0.79 
S.D. 0.09 42 0.02 0.16 0.04 0.03 0.03 0.06 



Appendix 162 

Animal 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Female 

Dose (mg/kg) : 150 

Adrenal Adrenal Adrenal Ovary Ovary Ovary Uterus 
{R) (L) (R+L) (R) (L) (R+L) 

number mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW} mg(mg/lOOg BW) 

3101 31 33 64 25.7 34.1 59.8 374 
3102 26 31 57 37.8 33.5 71.3 512 

Absolute 3103 34 33 67 37.5 42.5 80.0 309 
3104 33 35 68 29.6 36.6 66.2 331 
3105 37 43 80 42.5 50.8 93.3 365 
3106 31 30 61 35.2 34.5 69.7 518 

Mean 32 34 66 34.7 38.7 73.4 402 
S.D. 4 5 8 6.1 6.8 11.8 91 

3101 16 17 32 12.9 17.1 29.9 187 
3102 15 18 32 21.5 19.0 40.5 291 

Relative 3103 18 18 36 20.4 23.1 43.5 168 
3104 15 16 32 13.9 17.2 31.1 155 
3105 17 19 36 19.1 22.8 41.8 164 
3106 18 17 34 19.9 19.5 39.4 293 

Mean 17 18 34 18.0 19.8 37.7 210 
S.D. 1 1 2 3.6 2.6 5.8 65 

B-6355 
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Animal 
number 

4101 
4102 

Absolute 4103 
4104 
4105 
4106 

Mean 
S.D. 

4101 
4102 

Relative 4103 
4104 
4105 
4106 

Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Female 

Dose (mg/kg) : 750 

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney 
(R) {L) 

B-6355 

Kidney 
(R+L) 

g g(g/lOOg BW) mg(mg/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) 

245 1.82 358 0.79 8.15 0.41 0.92 1.00 1.92 
206 1.74 331 0.64 5.90 0.39 0.73 0.72 1.45 
150 1.66 301 0.52 4.86 0.39 0.66 0.61 1.27 
197 1. 79 445 0.62 5.72 0.45 0.73 0.68 1.41 
220 1.76 363 0.71 6.79 0.37 0.88 0.91 1. 79 
182 1.83 274 0.58 5.95 0.32 0.75 0.72 1.47 

200 1. 77 345 0.64 6.23 0.39 0.78 0.77 1.55 
33 0.06 59 0.10 1. 12 0.04 0.10 0.15 0.25 

0.74 146 0.32 3.33 0.17 0.38 0.41 'o. 78 
0.84 161 0.31 2.86 0.19 0.35 0.35 0.70 
1.11 201 0.35 3.24 0.26 0.44 0.41 0.85 
0.91 226 0.31 2.90 0.23 0.37 0.35 0.72 
0.80 165 0.32 3.09 0.17 0.40 0.41 0.81 
1.01 151 0.32 3.27 0.18 0.41 0.40 0.81 

0.90 175 0.32 3.12 0.20 0.39 0.39 0.78 
0.14 32 0.01 0.20 0.04 0.03 0.03 0.06 



Appendix 164 

Animal 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After administration period) 

Sex : Female 

Dose (mg/kg) : 750 

Adrenal Adrenal Adrenal Ovary Ova(Lry ) Ovar ｛ Uterus 
(R) (L) (R+L) (R) (R+L 

number mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) 

4101 36 38 74 47.2 49.5 96.7 389 
4102 22 23 45 34.6 34.3 68.9 404 

Absolute 4103 25 25 50 40.6 29.6 70.2 365 
4104 26 28 54 30.3 33.2 63.5 594 
4105 29 30 59 30.0 34.4 64.4 287 
4106 30 28 58 33.2 36.1 69.3 326 

Mean 28 29 57 36.0 36.2 72.2 394 
S.D. 5 5 10 6.7 6.9 12.3 107 

4101 15 16 30 '19.3 20.2 39.5 159 
4102 11 11 22 16.8 16.7 33.4 196 

Relative 4103 17 17 33 27.1 19.7 46.8 243 
4104 13 14 27 15.4 16. 9 32.2 302 
4105 13 14 27 13.6 15.6 29.3 130 
4106 16 15 32 18.2 19.8 38.1 179 

Mean 14 15 29 18.4 18.2 36.6 202 
S.D. 2 2 4 4.7 2.0 6.3 62 
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Appendix 165 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After recovery period) 

Sex : Male 

Dose (mg/kg) : O 

Body weight Brain Thymus Heart Liver Spleen Kidn(Rey ) Kidn(Ley ) Ki(dRn+Ley ) 
Animal 
number g g(g/lOOg BW) mg(mg/lOOg BW) g{g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) 

1007 399 2.13 421 1.20 11.38 0.67 1.38 1.48 2.86 
1008 434 2.14 710 1.22 11.99 0.83 1.63 1.62 3.25 

Absolute 1009 491 2.11 406 1.38 14.82 0.59 1.43 1.57 3.00 
1010 477 2.09 520 1.62 12.32 0.80 1.51 1.55 3.06 
1011 405 2.11 630 1.31 11.13 0.75 1.30 1.27 2.57 
1012 436 2.09 463 1.40 12.37 0.78 1.49 1.49 2.98 

Mean 440 2.11 525 1.36 12.34 0.74 1.46 1.50 2.95 
S.D. 37 0.02 122 0.15 1.32 0.09 0.11 0.12 0.23 

'1007 0.53 106 0'.30 2.85 0.17 0.35 0.37' 0.72 
1008 0.49 164 0.28 2.76 0.19 0.38 0.37 0.75 

Relative 1009 0.43 83 0.28 3.02 0.12 0.29 0.32 0.61 
1010 0.44 109 0.34 2.58 0.17 0.32 0.32 0.64 
1011 0.52 156 0.32 2.75 0.19 0.32 0.31 0.63 
1012 0.48 106 0.32 2.84 0.18 0.34 0.34 0.68 

Mean 0.48 121 0.31 2.80 0.17 0.33 0.34 0.67 
S.D. 0.04 32 0.02 0.14 0.03 0.03 0.03 0.05 
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Appendix 166 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After recovery period) 

Sex : Male 

Dose (mg/kg) : o 

Animal 
number 

Adrenal 
(R) 

mg(mg/lOOg BW) 

Adrenal 
(L) 

mg(mg/100g BW) 

Adrenal 
(R+L) 

mg(mg/lOOg BW) 

Testis 
(R) 

g(g/lOOg BW) 

Testis 
(L) 

g(g/lOOg BW) 

Testis 
(R+L) 

g(g/lOOg BW) 

Epididymis 
(R) 

mg(mg/lOOg BW) 

Epididymis 
(L) 

mg(mg/lOOg BW) 

Epididymis 
(R+L) 

mg(mg/lOOg BW) 

Absolute 

7
8
9
0
1
2
 

0
0
0
1
1
1
 

0
0
0
0
0
0
 

1
1
1
1
1
1
 

9
1
7
1
6
5
 

2
3
3
3
2
2
 

2
5
9
9
0
7
 

3
3
3
2
3
2
 

1
6
6
0
6
2
 

6
6
7
6
5
5
 

6
3
1
9
1
8
 

6
1
6
1
6
1
 

.

.

.

.

.

.
 

1
1
1
1
1
1
 

2
8
7
3
6
9
 

6
7
5
1
6
7
 

.

.

.

.

.

.
 

1
1
1
1
1
1
 

8
1
8
2
7
7
 

2
5
1
3
2
5
 

.

.

.

.

.

.
 

3
3
3
2
3
3
 

556 
623 
548 
441 
548 
564 

3
2
6
6
6
5
 

6
8
0
8
5
3
 

5
5
5
3
5
5
 

1119 
1205 
1054 
827 
1104 
1099 

Mean 
S.D. 

0

4

 

3
 

2

4

 

3
 

2

8

 

6
 

1.60 
0.21 

1.59 
0.24 

9

5

 

1

4

 

．． 
3

0

 

547 
59 

521 
71 

1068 
128 

Relative 

7
8
9
0
1
2
 

0
0
0
1
1
1
 

0
0
0
0
0
0
 

1
1
1
1
1
1
 

8
8
8
6
7
6
 

7
7
8
6
6
6
 

5
5
5
3
4
2
 

1
1
1
1
1
1
 

2
0
3
5
0
1
 

4
4
3
2
4
4
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

1
1
2
4
1
1
 

4
4
3
2
4
4
 

.

.

.

.

.
 

0
0
0
0
0
0
 

2
1
5
9
1
2
 

8
8
6
4
8
8
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

139 
144 
112 
92 
135 
129 

141 
134 
103 
81 
137 
123 

0
8
5
3
3
2
 

8
7
1
7
7
5
 

2
2
2
1
2
2
 

Mean 
S.D. 

7

1

 

7

1

 

4

1

 

ー 7

7

 

3

0

 

．． 
0

0

 

7
7
 

3

0

 

．
 

0

0

 

3

4

 

7

1

 

・
 

0

0

 

125 
20 

120 
23 

245 
43 
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Animal 
number 

4007 
4008 

Absolute 4009 
4010 
4011 
4012 

Mean 
S.D. 

4007 
4008 

Relative 4009 
4010 
4011 
4012 

Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After recovery period) 

Sex : Male 

Dose (mg/kg) : 750 

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney 
(R) (L) 

B-6355 

Kidney 
(R+L) 

g g(g/lOOg BW) mg(mg/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) 

433 2.01 682 1.38 12.98 0.88 1.74 1.87 3.61 
362 1.96 359 1.15 9.61 0.64 1.26 1.41 2.67 
476 2.16 415 1.26 14.59 0.66 1. 51 1.57 3.08 
378 2.12 347 1.22 10.04 0.55 1.38 1.45 2.83 
449 2.18 539 1.28 12.68 0.77 1.52 1.58 3.10 
369 2.00 456 1.16 9.66 0.73 1.25 1.32 2.57 

411 2.07 466 1.24 11.59 0.71 1.44 1.53 2.98 
48 0.09 127 0.09 2.11 0.11 0.19 0.19 0.38 

0.46' 158 0.32 3.00 0.20 0.40 0.43 0.83 
0.54 99 0.32 2.6・5 0.18 0.35 0.39 0.74 
0.45 87 0.26 3.07 0.14 0.32 0.33 0.65 
0.56 92 0.32 2.66 0.15 0.37 0.38 0.75 
0.49 120 0.29 2.82 0.17 0.34 0.35 0.69 
0.54 124 0.31 2.62 0.20 0.34 0.36 0.70 

0.51 113 0.30 2.80 0.17 0.35 0.37 0.73 
0.05 26 0.02 0.19 0.03 0.03 0.04 0.06 
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Appendix 168 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After recovery period) 

Sex : Male 

Dose (mg/kg) : 750 

Animal 
number 

Adrenal 
(R) 

mg(mg/lOOg BW) 

Adrenal 
(L) 

mg(mg/lOOg BW) 

Adrenal 
(R+L) 

mg(mg/lOOg BW) 

Testis 
(R) 

g(g/lOOg BW) 

Testis 
(L) 

g(g/lOOg BW) 

Testis 
(R+L) 

g(g/lOOg BW) 

Epididymis 
(R) 

mg(mg/lOOg BW) 

Epididymis 
(L) 

mg(mg/lOOg BW) 

Epididymis 
(R+L) 

mg(mg/lOOg BW) 

Absolute 

4007 
4008 
4009 
4010 
4011 
4012 

1
8
9
9
4
8
 

3
2
2
2
3
2
 

5
6
0
2
9
0
 

3
2
3
3
3
3
 

6
4
9
1
3
8
 

6
5
5
6
7
5
 

3
6
9
4
4
5
 

7
6
7
5
6
7
 

.

.

.

.

.

.
 

1
1
1
1
1
1
 

3
1
0
2
3
9
 

7
7
8
5
6
6
 

.

.

.

.

.

.
 

1
1
1
1
1
1
 

6
7
9
6
7
4
 

4
3
5
0
2
4
 

.

.

.

.

.

.
 

3
3
3
3
3
3
 

583 
547 
605 
493 
578 
451 

5
2
1
6
4
2
 

8
5
6
0
3
8
 

5
5
5
5
5
4
 

1168 
1099 
1166 
999 
1112 
933 

Mean 
S.D. 

0

2

 

3
 

2

5

 

3
 

2

7

 

6
 

1.69 
0.09 

1.68 
0.10 

7

8

 

3

1

 

．． 
3

0

 

543 
59 

537 
38 

1080 
95 

Relative 

4007 
4008 
4009 
4010 
4011 
4012 

8
7
6
8
9
8
 

7
8
6
8
8
8
 

5
5
2
6
6
6
 

1
1
1
1
1
1
 

0
6
8
1
7
7
 

4
4
3
4
3
4
 

．
．
．
．
．
．
 

0
0
0
0
0
0
 

0
7
8
0
6
6
 

4
4
3
4
3
4
 

．
．
．
．
．
 

0
0
0
0
0
0
 

0
3
5
1
3
3
 

8
9
7
8
7
9
 

.

.

.

.

.

.
 

0
0
0
0
0
0
 

5
1
7
0
9
2
 

3
5
2
3
2
2
 

1
1
1
1
1
1
 

5
2
8
4
9
1
 

3
5
1
3
1
3
 

1
1
1
1
1
1
 

270 
304 
245 
264 
248 
253 

Mean 
S.D. 

8

1

 

8

1

 

5

2

 

ー 0.42 
0.04 

0.41 
0.04 

0.83 
0.09 

132 
10 

132 
12 

264 
22 



Appendix 169 

Animal 
number 

1107 
1108 

Absolute 1109 
1110 
1111 
1112 

Mean 
S.D. 

1107 
1108 

Relative 1109 
1110 
1111 
1112 

Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After recovery period) 

Sex : Female 

Dose (mg/kg) : O 

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney 
(R) (L) 

B-6355 

Kidney 
(R+L) 

g g(g/lOOg BW) mg(mg/lOOg BW) g(g/lOOg BW) g{g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) 

216 1.82 337 0.73 6.25 0.42 0.84 0.82 1.66 
203 1. 75 272 0.68 5.17 0.42 0.81 0.80 1.61 
238 1.89 361 0.73 6.65 0.45 0.93 0.92 1.85 
261 1.88 414 0.81 6.65 0.54 0.89 0.94 1.83 
235 1.80 345 o. 71 6.36 0.54 0.83 0.77 1.60 
228 1.88 474 0.73 6.27 0.42 0.84 0.84 1.68 

230 1.84 367 0.73 6.23 0.47 0.86 0.85 1. 71 
20 0.06 69 0.04 0.55 0.06 0.04 0.07 0.11 

0.84 156 0.34 2.89 0.19 0.39 0.38 0.77 
0.86 134 0.33 2.55 0.21 0.40 0.39 0.79 
0.79 152 0.31 2.79 0.19 0.39 0.39 0.78 
0.72 159 0.31 2.55 0.21 0.34 0.36 0.70 
0.77 147 0.30 2.71 0.23 0.35 0.33 0.68 
0.82 208 0.32 2.75 0.18 0.37 0.37 0.74 

0.80 159 0.32 2.71 0.20 0.37 0.37 0.74 
0.05 25 0.01 0.14 0.02 0.02 0.02 0.05 
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Appendix 170 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After recovery period) 

Sex : Female 

Dose (mg/kg) : O 

Adrenal Adrenal Adrenal Ova(Rry ) Ovary Ovary Uterus 
Animal (R) (L) (R+L) (L) (R+L) 
number mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) 

1107 35 37 72 42.8 38.3 81.1 662 
1108 38 36 74 29.9 31.8 61. 7 403 

Absolute 1109 31 29 60 40.2 34.6 74.8 366 
1110 30 31 61 47.4 45.5 92.9 439 
1111 31 33 64 45.0 40.7 85.7 546 
1112 35 38 73 37.8 34.4 72.2 298 

Mean 33 34 67 40.5 37.6 78.1 452 
S.D. 3 4 6 6.2 5.0 11.0 132 

1107 16 17 33 19.8 17.7 37.5 306 
ll08 19 18 36 14.7 15.7 30.4 199 

Relative 1109 13 12 25 16.9 14.5 31.4 154 
lllO 11 12 23 18.2 17.4 35.6 168 
1111 13 14 27 19.1 17.3 36.5 232 
1112 15 17 32 16.6 15.1 31.7 131 

Mean 15 15 29 17.6 16.3 33.9 198 
S.D. 3 3 5 1.9 1.4 3.0 63 



Appendix 171 

Animal 
number 

4107 
4108 

Absolute 4109 
4110 
4111 
4112 

Mean 
S.D. 

4107 
4108 

Relative 4109 
4110 
4111 
4112 

Mean 
S.D. 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After recovery period) 

Sex : Female 

Dose {mg/kg) : 750 

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney 
(R) (L) 

B-6355 

Kidney 
(R+L) 

g g(g/lOOg BW) mg(mg/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) g(g/lOOg BW) 

199 1.86 333 0.63 5.06 0.37 0.72 0.70 1.42 
252 1. 75 505 0.79 6.72 0.50 0.80 0.84 1. 64 
202 1.85 364 0.75 5.82 0.48 0.78 0.79 1.57 
208 1.85 256 0.73 6.26 0.39 0.89 0.83 1. 72 
261 1.94 523 0.80 7.28 0.65 0.96 1.02 1.98 
224 1.89 234 0.82 5.67 0.44 0.89 0.92 1.81 

224 1.86 369 0.75 6.14 0.47 0.84 0.85 1.69 
27 0.06 122 0.07 0.79 0.10 0.09 0.11 0.19 

0.93 167 0.32 2.54 0.19 0.36 0.35 0.71 
0.69 200 0.31 2.67 0.20 0.32 0.33 0.65 
0.92 180 0.37 2.88 0.24 0.39 0.39 0.78 
0.89 123 0.35 3.01 0.19 0.43 0.40 0.83 
0.74 200 0.31 2.79 0.25 0.37 0.39 0.76 
0.84 104 0.37 2.53 0.20 0.40 0.41 0.81 

0.84 162 0.34 2.74 0.21 0.38 0.38 0.76 
0.10 40 0.03 0.19 0.03 0.04 0.03 0.07 



Appendix 172 

Animal 

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks 

Individual absolute and relative organ weight (After recovery period) 

Sex : Female 

Dose (mg/kg) : 750 

Adrenal Adrenal Adrenal Ova(Rry ) Ovary 
O(vRa+Lry ) Uterus 

{R) (L) (R+L) (L) 
number mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) mg(mg/lOOg BW) 

4107 27 27 54 29.8 29.6 59.4 381 
4108 35 37 72 41.8 41.0 82.8 450 

Absolute 4109 39 39 78 39.8 44.5 84.3 441 
4110 43 45 88 39.8 41.9 81.7 611 
4111 32 34 66 36.0 45.9 81.9 745 
4112 38 37 75 48.8 44.6 93.4 400 

Mean 36 37 72 39.3 41.3 80.6 505 
S.D. 6 6 11 6.3 6.0 11.3 143 

4107 14 14 27 15.0 14.9 29.8 191 
4108 14 15 29 16.6 16.3 32.9 179 

Relative 4109 19 19 39 19.7 22.0 41. 7 218 
4110 21 22 42 19.1 20.1 39.3 294 
4111 12 13 25 13.8 17.6 31.4 285 
4112 17 17 33 21.8 19. 9 41.7 179 

Mean 16 17 33 17.7 18.5 36.1 224 
S.D. 3 3 7 3.0 2.7 5.4 53 

B-6355 



B-6355 

Appendix 173(1/1) A 28-day oral to}fictty stu!}y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1001 Male O m~eriod 

Gross patholo窃：

All tissues 

Histopatholo窃：

Liver 

Prostate 

Spleen 

Not remarkable 

X~cuolatio!).,hepatQcyte,periportal: minimal 
Microgranuloma: minimal 

Cell infiltration, interstitial: minimal 、

Hematopoiesis,extra皿edullary:minimal, erythroid 

Following tissues : Not remarkable 

~drepal, Bone~BQne.marrow, femoral1 Bone+Bone.. marrow,sternal, Cerebellum 
Cerebrum, E!idid『is,Eye, Heart, Intestine,duodenum, Intestine,jejunum 
Intestine,i eum(e{er's patch), Intestine,cecum, Intestine,colon 
Jnte~tine,rectum1. Kidpey~ _iymnn.nQde,mes~ntertc; Lymph node,sμbmandibular 
Lunf(bronchus), Parath{roid,消ituitary,Sciatie nerve, Stomach 
~k~letal_ lJIU~Gle, femoral, Spinal cord,thoracic, Testis; Thymus, Trachea, Thyroid 
Urinary bladder 



B-6355 

Appendix 174(1/1) A 28-day oral to~ictty stu9y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1002 Male O m~eriod 

Gross pathology: 

All tissues 

Histopathology: 

Kidney 

Liver 

Skeletal muscle,femoral 

Not remarkable 

Regeneration,tubular: minimal 

Vacuolation,hepatocyte,periportal: rninirnal 
Microgranulomf: minimal 

Cell infiltration, interstitial: minimal 

Following: tissues: Not remarkable 

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cer,bellum 
Cerebrum, E!idid戸is,Eye, Heart, Intestine,duodenum, Intestine,Jejunum 
Intestine,i eum(eler's patch), Intestine,cecum, Intestine,colon 
Jnte~tine, _rectum-1 Lymph 119ge,llleseI).teric,_Lymph node,submandibular 
Lung(bronchus), Paratg沿roid,Pituitary, Pros[ate, Sciatie nerve, Spleen, Stomach 
Spinal cord,thoracic, Testis, Thymus,-Trachea, Thyroid, Urinary bladder 



B-6355 

Appendix 175(1/1) A 28-day oral to~i ctty study of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1003 Male O m~eri od 

Gross pathology: 

All tissues 

Histopathology: 

Kidney 

Liver 

Skeletal muscle,femoral 

Thyroid 

Not remarkable 

Regeneration,tubular: minimal 

Yacuolation,hepatocyte1periportal: minimal 
Microgranulo皿a:minimal 

Degeneration,muscular: minimal 

Ectopic thymus: mild 

Following tissues : Not remarkable 

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cer,bellum 
cerebrum, E!idid問is,Eye, Heart, Intestine,duodenum, Intestine,Jejunum 
Intestine,i eum(eter's patch), Intestine,cecum, Intestine,colon 
Intestine,rectum, ymgh node,mesenteric, Lym[hnode,submandibular 
Lung(bronchus), Parat沿roid,Pituitary, Pros ate, Sciatie nerve, Spleen, Stomach 
Spinal cord,thoracic, Testis, Th輝us,-Trachea, Urinary bladder 



B-6355 

Appendix 176(1/1) A 28-day oral to~i ctty·· stu9y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1004 Male O m~eri od 

Gross patholo窃：

All tissues 

Histopathol0窃：

Kidney 

Liver 

Prostate 

Spleen 

Not remarkable 

Regeneration,tubular: minimal 

Vacuolation,hepatocyte,periportal: minimal 

Cell infiltration,interstitial: mild 

Hematopoiesis,extra皿edullary:minimal, erythroid 

Following tissues : Not remarkable 

Adrenal, BonetBone marrow,femoral, BonetBone marrow,sternal, Cergbellu皿
Cerebr皿， E！idid関is,Eye,Heart,Intestine,duodenUDl,Intestine,JejunUDl
Intestlne,i eUDl(eter's patch), Intestine,ceeUDl, Intestine,colon 
Jnte$tine,rectUD11 Lymph il.Q(}e, !!l~Sel)teri c,_Lymph node,submandibμlar 
Lunf(bronchus), Paratklroid: Pituitary, Scia[ie nerve, Stomach 
~k~Ietal_ [!lU~Gle, femoral, Spinal cord,thoracic, Testis, Thymus, Trachea, Thyroid 
Urinary bladder 



Appendix 177(1/1) 

B-6355 

A 28-day oral to~ictty stu~y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1005 Male O mg/kg Day 29 End of administration period 

Gross ~: 

All tissues 

Histo~印：

Bone+Bone marrow,sternal 

Lung(bronchus) 

Prostate 

Spleen 

Not remarkable 

Degeneration,chondromucinous: minimal 

Appearance,alveolar macrophage: minimal 

Cell infiltration, interstitial: mild 

Hematopoiesis,extra皿edullary:minimal, erythroid 

Following tissues: Not remarkable 

~drenaL Bqne~Bone ml!,rrow,femorai, Cere~ellum, Cerebrllf!I, Epigidymis_,_Eye, Heart 
!ntesttne,duodenlll!! ,.lnt~stine1 j ejUIJU皿 Intest1ne, ileu皿 (Peyer'spatch) 
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney 
頃ph.node,mesenterie,L『phnode,Submandibular, Liver, Parath『°id,Pituitary 
~ciatic nerv_e, StQ!nach, _Sk~letal mµscl~, femoral; Spinal cord, thoracic, Testis 
Thymus, Trachea, Thyroid, Urinary bladder • 



Appendix 178(1/1} 

B-6355 

A 28-day oral toxicit}studyof 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2.. week 

Individual gross and histopathological findings 

Animal No. 1006 Male O mg/kg Day 29 End of administration period 

Gross~: 

All tissues 

Histopatholo窃：

Kidney 

Liver 

Lung(bronchus} 

Prostate 

Spleen 

Not remarkable 

Regeneration,tubular: minimal 

Vacuolation,hepatocyte,periportal: minimal 
Microgranulomf: minlmal 

Pneumonia,focal: minimal 

Cell infiltration,interstitial: mild 

Hematopoiesis,extra皿edullary:minimal, erythroid 

Following tissues : Not remarkable 

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum 
Cerebrum,門ididis, Eye, Heart, Intestine,duodenum, Intestine,jejunum 
Intestine,i eum（鳥er'spatch), Intestine,cecum, Intestine,colon 
Intestine,rectum! ymph node,mesenteric, L ph node,submandibular, Parath roid 
翡詈札Sciat1Cnerve, Stomach, SKeletaPIDUScle,femoral, Spinal cord,t{。racic
ymus, Trachea, Thyroid, Urinary bladder 



B-6355 

Appendix 179(1/1) A 28-day oral toxicit}study of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 2001 Male 30 m~eriod 

Gross pathology: 

All tissues Not remarkable 

Histopathology: 

~ues : Not remarkable 

Liver, Stomach 



B-6355 

Appendix 180(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 2002 Male 30 m~eriod 

Gross pathology: 

All tissues Not remarkable 

HistoQfilhQ!Q窃：

~ues: Not remarkable 

Liver, Stomach 



B-6355 

Appendix 181(1/1} A 28-day oral to~i cHy stu_dy of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 2003 Male 30 m~eri od 

Gross patholo昭：

All tissues 

Histopathology: 

Liver 

Not remarkable 

Vacuolation,hepatocyte,periportal: minimal 

~tissues: Not remarkable 

Stomach 



B-6355 

Appendix 182(1/1) A 28-day oral tm;icHy stup.y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 2004 Male 30 m~eri od 

Gross patholo双

All tissues 

Histopatholo窃：

Liver 

Not remarkable 

Microgranulorna: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 183(1/1) A 28-day oral to~ictty stu9y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 2005 Male 30 m~eri od 

Gross patholo研

All tissues 

Histopathol0窃：

Liver 

Not remarkable 

Microgranuloma: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 184(1/1) A 28-day oral to~i ctty stupy of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 2006 Male 30 m~eriod 

Gross pathology: 

All tissues Not remarkable 

Histopathology: 

Liver Microgranuloma: minimal 

~tissues: Not remarkable 

Stomach 



B-6355 

Appendix 185(1/1) A 28-day oral to~i cHy stu!}y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 3001 Male 150 m~eriod 

Gross patholo研

All tissues 

Histopatholo野：

Liver 

Stomach 

Not remarkable 

Hypertrophy,hepatocytic,central: mild 

Hyperkeratosis, forestomach: mini11Jal, limiting ridge 
Hyperplasia,squamous,limiting ridge: minimal 



B-6355 

Appendix 186(1/1) A 28-day oral to~i ctty stupy of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 3002 Male 150 m~eriod 

Gross patholo窃：

All tissues 

Histopathology: 

Liver 

Not remarkable 

Microfranuloma: minimal 
Hypertrophy,hepatocytic,central: mild 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 187(1/1) A 28-day oral toxicit;study of 4-Hydroxydiphenylmethanein rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 3003 Male 150 m~eriod 

Gross pathol0籾

All tissues 

Histopatholo窃：

Stomach 

Not remarkable 

flyperkeratosis, forestomach: mintll!aL ltmt ti!_lg ridge 
Hyperplasia,squamous,limiting ridge: minimal 

~ tissues : Not remarkable 

Liver 



B-6355 

Appendix 188(1/1) A 28-day oral toxi cit> studyof 4-Hydroxydiphenylmethanein rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 3004 Male 150 m~eriod 

Gross pathology: 

All tissues 

Histopathol0窃：

Stomach 

Not remarkable 

Hyperplasia,squamous,limiting ridge: minimal 

~ tissues : Not remarkable 

Liver 



B-6355 

Appendix 189(1/1) A 28-day oral to~i ctty stuμy of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 3005 Male 150 m~eriod 

Gross pathology: 

All tissues 

Histopatholo窃：

Liver 

Stomach 

Not remarkable 

Hypertrophy,hepatocytic,central: minimal 

Hyperplasia,squa皿ous,limitingridge: mild 



B-6355 

Appendix 190(1/1) A 28-day oral toxicit}. studyof 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 3006 Male 150 ml?.'/kl?.' Day 29 End of administration period 

Gross QMhQ1Q窃：

All tissues 

Histopathology: 

Liver 

Stomach 

Not remarkable 

Vacuolation,hepatocyte,periportal: minimal 

flyperk~ratosi s, forestomach: minill_lal 
Hyperplasia,squamous,limiting ridge: minimal 



B-6355 

Appendix 191(1/1) A 28-day oral to;ictty stu!}y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4001 Male 750 m~eriod 

Gross pathology: 

Intestine,cecum 

Stomach 

Other tissues 

Histopathology: 

Kidney 

Liver 

Spleen 

Stomach 

Dilatation, lumina: mild 

Thickening,wall,forestomach: mild 

Not remarkable 

Regeneration,tubular: minimal 

Y~cuolatiop,hepatocyte1 periportal: minimal 
Micro『anulorna:minimal 
Hypertrophy,hepatocytic,central: mild 

Hernatopoiesis, extramedullary: minimal, erythroid 

fiyperkeratosis,forestqrnach: mil9 
Hyperplasi a,squamous, forestomach~ mild 
Hyperplasia,squamous,limiting ridge: minimal 

Following tissues : Not remarkable 

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum 
Cerebrum, E!idid塁is,Eye, Heart, Intestine,duodenum, Intestine,jejunum 
Intestine,i eum(eter's patch), Intestine,cecum, Intestine,colon 
Jnte~tine, rectum_, Lymph noge, mesenter ic, _ Lymph nod~, submandibular 
Lunf(bronchus), Parat<froid, Pituitary, Pros[ate, Sciatie nerve 
~k~Ietal_ IJlU~Gle, femoral, Spinal cord, thoracic, Testis, Thymus, Trachea, Thyroid 
Urinary bladder 



B-6355 

Appendix 192(1/1) A 28-day oral t o~i ctty stu!}y of 4-Hydroxydiphenylrnethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4002 Male 750 rn~eriod 

Gross~窃：

Intestine,cecum 

Stomach 

Other tissues 

Histopathology: 

Bone+Bone marrow,sternal 

Liver 

Parathyroid 

Prostate 

Stomach 

Dilatation,lumina: mild 

Thickening,wall,forestomach: mild 

Not remarkable 

Degeneration,chondromucinous: minimal 

Microfranuloma: minim叫
Hypertrophy,hepatocytic,central: mild 

Cell infiltration,lymphocytic: minimal, interstitial 

Cell infiltration,interstitial: minimal 

Hyperkeratosis,forestqrnach: minJmal 
Hyperplasia,squamous,forestornach: minimal 
Hyperplasia,squa皿ous,lirnitingridge: minimal 

Following: tissues: Not remarkable 

Adrenal, Bone+Bone marrow,femoral, Cerebellum, Cerebrum, Epi9idymis, Eye, Heart 
!ntestine, duodenUl]!,. Int~stine j ejunu皿 Ii:ttestine,ile!!J!l(Peyer'spatch) 
Intestine,cecum, Intestine,colon, Intestine,rectu皿， Kidney
填ph.node,mesenterie,L『!hnode,submandibular, Lung(bronchus), Pituitary 
~~iatic nerv~, Spleen,. $keJetal mu$cl~,_femoral, • Spinal cord, thoracic, Testis 
Thymus, Trachea,-Thyroid, Urinary bladder 



B-6355 

Appendix 193(1/1) A 28-day oral toxi cit> study of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4003 Male 750 m~eriod 

Gross pathology: 

Intestine,cecum 

Stomach 

Other tissues 

Histopathology: 

Kidney 

Liver 

Stomach 

Skeletal muscle,femoral 

Thyroid 

Dilatation,lumina: mild 

Thickening,wall,forestomach: mild 

Not remarkable 

Regeneration,tubular: minimal 

Microfranuloma: minirnal 
Hypertrophy,hepatocytic,central: mild 

ffyperk~ratosi s, forestQmach: mil!} 
Hyperplasia,squamous,forestomach: mild 
Hyperplasia,squamous,limiting ridge: mild 
Degeneration,muscular: minimal 

Remnant,ultimobranchial body: minimal 

Following tissues : Not remarkable 

Adrenal, BonetBone marrow,femoral, BonetBone marrow,sternal, Cer,bellu皿
Cerebrum, E!idid停is,Eye, Heart, Intestine,duodenum, Intestine,Jejunum 
Intestine,i eum(eter's patch), Intestine,cecum, Intestine,colon 
Intestine,rectum, ym<hnode,mesenterie, Lym[h node,Subrnandibular 
Lung(bronchus), Parat沿roid,Pituitary, Pros ate, Sciatie nerve, Spleen 
Spinal cord,thoracic, Testis, Thymus,・Trachea, Urinary bladder 



B-6355 

Appendix 194(1/1) A 28-day oral toxicit}study of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4004 Male 750 m~eri od 

Gross pathology: 

Intestine,cecum 

Stomach 

Other tissues 

Histol!filhQlQ双

Bone+Bone marrow,sternal 

Liver 

Spleen 

Stomach 

Dilatation,lu皿ina:mild 

Thickening,limiting ridge: mild 

Not remarkable 

Degeneration,chondromucinous: minimal 

Hypertrophy,hepatocytic,central: minimal 

Hematopoiesis,extramedullary: minimal, erythroid 

Hyperkeratosis,forestomach: mintll]al 
Hyperplasia,squamous,limiting ridge: mild 

Followingtissues : Not rernarkable 

~drena+, Bqne~Bone mt1rrow,fernoral, Cerebellum, Cerebrum, Epi9idymis_,_Eye, Heart 
Intestine,duodenum, Intestine,jejunum, Intest1ne,ileumiPeyer's patch) 
Intestine,cecum, Intestine colon, Intestine,rectum, Ki ney 
頃Phnode,rnesenteric1しym加 node,subrnandibular,Lunf(bronchus), Parathyroid 
Pituitary, _Prpstate, Sciatlc nerve, Sk~letal muscle, femoral 
Spinal cord,thoracic, Testis, Thymus, Trachea, Thyroid, Urinary bladder 



B-6355 

Appendix 195(1/1) A 28-day oral toxicit;study of 4_Hydroxydiphenylmethanein rats with 
a recovery period of 2 week 

Individual gross and h~stopathological findings 

Animal No. 4005 Male 750 m~eriod 

Gross pathology: 

Epididymis 

Intestine,cecum 

Stomach 

Other tissues 

Histopatholo窃：

Epididymis 

Kidney 

Liver 

Lung(bronchus) 

Spleen 

Stomach 

Thyroid 

Focus,fellow: l present, 1eft 
caudal, 3x5mm 

Dilatation,lumina: mild 

Thickening,limiting ridge: mild 

Not remarkable 

Granuloma,spermatic: mild, cauda 

Regeneration.tubular: mild 

Hypertrophy,hepatocytic,central: mild 

Mineralization,arterial wall: minimal 

Hematopoiesis,extra皿edullary:minimal, erythroid 

Hyperkeratosis,forestqmach: minJmal 
Hyperplasia, squamous, fQrestomac~:_ miniJ!l~t 
Hyperplasia,squamous,limiting ridge: mild 
Remnant,ultimobranchial body: minimal 

Following tissues : Not remarkable 

Adrenal, Bone+Bone marrow, femoral, Bone+Bone marrow, sternal, Cerebellu皿
Cerebr皿 Ele,Heart,Intestine,duodenum, Intestine,je{unum 
Intest1ne,1 eum(Peter's patch), Intestine,cecum, Intes ine,colon 
Intestine,rectum, ym<hnode,mesenterie, Lymph node,subrnandibular, Parathyroid 
Pituitary, _Prostate・, Sciatic n~rve, Skelet~rmuscle, fernoral 
Spinal cord, thoracic, Testis, Thymus, Trachea, Urinary bladder 



B-6355 

Appendix 196(1/1) A 28-day oral toxi cit> studyof 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4006 Male 750 m~eriod 

Gross patholo窃：

Stomach 

Other tissues 

Histopathology: 

Kidney 

Liver 

Prostate 

Stomach 

Thickening,wall,forestomach: mild 

Not remarkable 

Regeneration_, tubular: minimal 

y~cuolatio!].,hepat9cyte1 periportal: minimal 
Microfranuloma: minimal 
Hypertrophy,hepatocytic,central: minimal 

Cell infiltration, interstitial: mild 

ttyperkeratosis,forestQmach: mil!} 
flyperpJasta,squamous, forestomac~~ mild 
Hyperplasia,squamous,limiting ridge: minimal 

Following tissues : Not remarkable 

Adrenal, Bone+Bone.marrow,femoral, Bone+Bone marrow,sternal, Cerebellum 
Cerebrum, E!idid悶is,Eye, Heart, Intestine,duodenum, Intestine,jejunum 
Intestine,i eum(e[er's patch), Intestine,cecum, Intestine,colon 
Intestine,rectum, ymkhnode,mesenterie, Lym[h node,submandibular 
Lunf(bronchus), Parat iroid, Pituitary, Scia ic nerve, S<leen
~k~Ietal_ JPU~Gle, femoral, Spinal cord, thoracic, Testis, Thymus, Trachea, Thyroid 
Urinary bladder 



B-6355 

Appendix 197(1/1) A 28-day oral to~i clty.. stu!}y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1101 Female O m~eri od 

Gross pathology: 

All tissues 

Histopathology: 

Bone+Bone marrow.sternal 

Liver 

Not remarkable 

Degeneration,chondrornucinous: minimal 

~acuolatio!l ,hepat9cyte1 periportal: minimal 
Microgranuloma: minimal 

Following tissues : Not remarkable 

~drenal, Bqne~Bone 皿~rrow, femora+, Cere~ellum! Cernbrlll!l-1 Eye1 Heart 
!ntesHne,duodenllJ!! ,.lnt~stine1 j ejlQ!um, JI)testine,ile!!皿{Peyer'spatch) 
Jnte$tin~,cecu皿， Intestine,colon, Intestine,rectu皿， Kidney
Ly皿phnode,Dlesenterie, L ph node,submandibular, Lung(bronchus), 0var 
Parathyroid, Pituitary,悶lat1cnerve, S<leen, Stomach, SKeletal muscぶ，femoral
Spinal cord, thoracic,・ Thymus, Trachea, Thyroid, Urinary bladder, Uterus 



B-6355 

Appendix 198(1/1) A 28-day oral to~ictty stu9y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1102 Female O m~eri od 

Gross pathology: 

All tissues 

Histopatholo野：

Liver 

Not remarkable 

Vacuolation,hepatocyte,periportal: minimal 

Following tissues : Not remarkable 

Adrenal, Bone+Bone marrow, femoral, Bone+Bone marrow, sternal, Cerebellum 
cerebrum, Efe, Heart, Intestine,duodenum, Intestine,je｛瓢um
Intestine,i eum(Pe{er's patch), Intestine,cecum, Intes lne,colon 
Intestine,rectum, idne, Lymph node,mesenterie，しymphnode,subrnandibular 
Lunf(bronchus), 0vary, tarathyroid, Pituitary, SClat1C nerve, Spleen, Stomach 
~k~letal_!!}U~Gle, f~moral, Spinal cord,thoracic, Thymus, Trachea,-Thyroid 
Urinary bladder, Uterus 



B-6355 

Appendix 199(1/1) A 28-day oral to~ictty stupy of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1103 Female O m~eriod 

Gross patholo昭：

All tissues 

Histopathology: 

Liver 

Lung(bronchus) 

Not remarkable 

Vacuolatioh,hepatocyte,periportal: minimal 

Hemorrhage,focal: minimal 

Following tissues : Not remarkable 

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum 
Cerebrum, Ele, Heart,Intestine,duodenum, Intestine,je.unum 
Intestine,i eum(Pe{er's patch), Intestine,cecum, Intes{ine,colon 
IntestineIrectum, idney，切ymphnode,Illesenteric, Lymph node,submandibular, 0vary 
Parathyrold, Pituitary, Sclat1c nerve, S<leen, Stomach, SKeletal muscle,femoral 
Spinar cord, thoracic,・ Thymus, Trachea, Thyroid, Urinary bladder, Uterus 



B-6355 

Appendix 200(1/1) A 28-day oral to~i city stu9y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1104 Female O m~eriod 

Gross patholo窃：

All tissues 

Histopatholo印：

Bone+Bone marrow,sternal 

Kidney 

Liver 

Not remarkable 

Degeneration,chondromucinous: minimal 

Re<eneration, tubular: minimal 
Fi6rosis,focal: mild 

Vacuolation,hepatocyte,periportal: minimal 

Following tissues : Not remarkable 

adrenal, Bqne~Bone mctrrow, femoral, CereQellum, Cernbru皿， Eye1Heart 
Intestine,duodenum, Intestine,jejunum, Intestine,ileum(PeyerIs patch) 
Intestine,cecum, Intestine,colon, Intestine,rectum, Lymph node,mesenteric 
頃ph.node,Submandibular,Luni(bronchus), 0vary, Parathyroid, Pituitar{ 
S_cfatic nerv~, Spl~en, _ $torna~li, Sk~letctl. muscle, femorar, Spinal cord, thoracic 
Thymus, Trachea,-Thyroid, Urinary bladder, Uterus 



B-6355 

Appendix 201(1/1) A 28-day oral toxicit;study of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1105 Female O m~eriod 

Gross patholo研

All tissues 

Histopathol0窃：

Liver 

Skeletal muscle,femoral 

Not remarkable 

Jacuolatio11,hepat9cyte,periportal: mild 
Microgranulomf: minlmal 

Degeneration,muscular: minimal 

Following: tissues : Not remarkable 

Adrenal, Bone+Bone marrow, femoral, Bone+Bone ・・marrow, sternal, Cerebellu皿
Cerebrurn, Efe, Heart,Intestine,duodenum, Intestine,je.unum 
Intestine,i eum(Pe{er's patch), Intestine,cecurn, Intesiine,colon 
Intestine,recturn, idne, Lymph node,mesenterie，しymphnode,submandibular 
Lung(bronchus), 0Vory, [arathyroid, Pituitary, Sclat1c nerve, Spleen, Stomach 
Spinal cord,thoracic", Thymus,-Trachea, Thyrold, Urinary bladder~ Uterus 



B-6355 

Appendix 202(1/1) A 28-day oral to~icity stu!}y of 4-Hydroxydiphenylmethane in rats with 
a-recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1106 Female O m~eri od 

Gross pathology: 

All tissues Not remarkable 

Histopathology: 

Heart Cardiomyopathy: minimal 

Following tissues : Not remarkable 

Adrenal, Bone+Bone marrow,fernoral, Bone+Bone marrow,sternal, Cerebellum 
Cerebrum, Ele, Intestine,duodenum, Intestine,jejunum 
Intestine,i eum(Peler's patch), Intestine,cecum, Intestine,colon 
Intestine,rectum, idne, Lymph node,mesenteric，しymphnode,submandibular, Liver 
Lunf(bronchus), 0vary, §arathyroid, Pituitary, SClat1c nerve, Spleen, Stomach 
~k~Ietal_ !])U~Gle, f~moral, Spinal cord, thoracic, Thymus, Trachea, -Thyroid 
Urinary bladder, Uterus 



B-6355 

Appendix 203(1/1) A 28-day oral to~i ctty stu!}y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 2101 Female 30 rn~eri od 

Gross patholo窃：

All tissues 

Histopatholo籾

Liver 

Not remarkable 

Microgranuloma: minimal 

~tissues: Not remarkable 

Stomach 



B-6355 

Appendix 204(1/1) A 28-day oral to;icHy stuμy of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 2102 Female 30 m~eri od 

Gross patholo野：

All tissues 

Histopatholo窃：

Liver 

Not remarkable 

Vacuolation,hepatocyte,periportal: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 205(1/1) A 28-day oral toxi cit> study of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 2103 Female 30 m~eri od 

Gross pathol0瞑

All tissues 

Histopatholo窃：

Liver 

Not remarkable 

Jacuolatiov,hepatQ~yte,periportal: minimal 
Microgranuloma: milo 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 206(1/1) A 28-day oral to~i city stu9y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 2104 Female 30 m~eriod 

Gross pathology: 

All tissues 

Histopatholo籾

Liver 

Not remarkable 

Vacuolation,hepatocyte,periportal: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 207(1/1) A 28-day oral toxi cit> study of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 2105 Female 30 m~eriod 

Gross pathology: 

All tissues 

Histopatholo印：

Liver 

Not remarkable 

Microgranuloma: mild 

~ tissues : Not remarkable 

Stomach 



Appendix 208(1/1) 

B-6355 

A 28-day oral toxicit> study of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 2106 Female 30 mg/kg Day 29 End of administration period 

Gross~窃：

All tissues 

Histopathology: 

Liver 

Not remarkable 

Vacuolation,hepatocyte,periportal: mild 
Microgranuloma: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 209(1/1) A 28-day oral toxicit> studyof 4-Hydroxydiphenylmethanein rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 3101 Female 150 m~eriod 

Gross pathol0籾

All tissues 

Histopathol0瞑

Liver 

Stomach 

Not remarkable 

~~cuolatio11,hepatocyte1 periportal: minimal 
Microgranulomf: minimal 

Hyperkeratosis,forestomach: minimal, 1imiting ridge 
Hyperplasia,squamous,limiting ridge: minimal 



B-6355 

Appendix 210(1/1) A 28-day oral to~i ctty stwly of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 3102 Female 150 m~eri od 

Gross patholo瞑

All tissues 

Histopathology: 

Not remarkable 

~ues : Not remarkable 

Liver, Stomach 



B-6355 

Appendix 211(1/1) A 28-day oral to~ictty study of 4-Hydroxydiphenylrnethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 3103 Female 150 mg/kg Day 29 End of administration period 

Gross QfilhQ!Q籾

All tissues 

Histopathology: 

Liver 

Not remarkable 

J~cuolatiO!l ,hepat9cyte1 periportal: minimal 
Microgranuloma: minlmal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 212(1/1) A 28-day oral to~i ctty stuμy of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 3104 Female 150 m~eriod 

Gross patholo窃：

All tissues 

Hi sto~: 

Not remarkable 

~ues : Not remarkable 

Liver, Stomach 



B-6355 

Appendix 213(1/1) A 28-day oral toxicit;studyof 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 3105 Female 150 mg/kg Day 29 End of administration period 

Gross~: 

Intestine,cecum 

Other tissues 

Histopathology: 

Liver 

Dilatation, lumina: mild 

Not remarkable 

Y~cuolatio!_l ,hepatocyte,periportal: minimal 
Microgranulomf: minlmal 

~remarkable 

Intestine,cecum, Stomach 



B-6355 

Appendix 214(1/1) A 28-day oral to~i ctt.Y stu9y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 3106 Female 150 m~eriod 

Gross patholo窃：

All tissues 

Histopathology: 

Not remarkable 

~ues: Not remarkable 

Liver, Stomach 



B-6355 

Appendix 215(1/1) A 28-day oral to~i ctty stu~y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4101 Female 750 m~eri od 

Gross pathol0瞑

Intestine,cecum 

Stomach 

Other tissues 

Histopathology: 

Bone+Bone marrow,sternal 

Kidney 

Liver 

Stomach 

Dilatation, lumina: mild 

Thickening,wall,forestomach: moderate 

Not remarkable 

Degeneration,chondromucinous: minimal 

Regeneration_, tubular: minimal 

Vacuolation,hepatocyte,periportal: minimal 

flyperkeratosis,forestQmach: mil9 
HYi>erplasi a,squamous, forestomach~ mild 
Hyperplasia,squamous,limiting ridge: mild 

Following tissues : Not remarkable 

~drenat, Bqne~Bone m~rrow, femotal, CereQellum, Cerebrum, Eye1 Heart 
Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyerls patch) 
Intestine,cecum, Intestine,colon, Intestine,rectum, Lymph node,mesenteric 
墳ph.node,Submandibular,Lung(bronchus), 0vary, Parathyroid, Pituitar芹
§ciatic n~rve,. ~plge~, Ske).~t~i mus~i e, f emorar, • Spinal cord, thoracic, Thymus 
Trachea, Thyroi d~ Urinary bladder, Uterus 



B-6355 

Appendix 216(1/1) A 28-day oral toxi cit> studyof 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2.. week 

Individual gross and histopathological findings 

Animal No. 4102 Female 750 m~eriod 

Gross pathology: 

Intestine,cecum 

Stomach 

Other tissues 

Histopathology: 

Liver 

Sto皿ach

Dilatation, lumina: mild 

Thickening,wall,forestomach: mild 

Not remarkable 

Vacuolation,hepatocyte,periportal: minimal 

ijyperkeratosis,forestqmach: mil9 
flyperpJasta,squamous, forestomac~~ minil!l~l 
Hyperplasia,squamous,limiting ridge: mild 

Following tissues : Not remarkable 

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum 
Cerebrum, Ele, Heart,Intestine,duodenUill,Intestine,je{unum 
Intestine,1 eum(Peier's patch), Intestine,cecum, Intes ine,colon 
Intestine,rectum, idne, Lymph node,mesenteric ，しYJ!l~h node,su2m~ndibular 
Lunf(bronchus), 0vary, tarathyroid, Pituitary, SClat1c nerve, Spleen 
~k~Ietal_ l!IU~Gle, f~moral, Spinal cord,thoracic, Thymus, Trachea,-Thyroid 
Urinary bladder, Uterus・ - • •• 



B-6355 

Appendix 217(1/1) A 28-day oral to~i city stu9y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4103 Female 750 m~eriod 

Gross pathology: 

Intestine,cecum 

Other tissues 

Histopathology: 

Bone+Bone marrow,sternal 

Kidney 

Stomach 

Dilatation,lumina: mild 

Not remarkable 

Degeneration・; chondromucinous: minimal 

Regeneration,tubular: minimal 

Hyperkeratosis,forestqmach: mil9 
flyperpiasta,squamous, forestomac~~ mild 
Hyperplasia,squa旧ous,limitingridge: mild 

Following tissues : Not remarkable 

Adrenal, Bone+Bone marrow,femoral, Cerebellum, Cerebrum, Eyei Heart 
!ntesttne,duodenlll1) ,_lnt~stine1 j ej unum, l l)testine, ile!l)Il (P~yer~s patch) 
Intestine,cecum, Intestine,colon, Intestine,rectum, Lymph node,mesenteric 
遼phnode,submandibular, Liver, Lunf(bronchus), 0var, Parathyroid, Pituitary 
SClatie nerve, Spleen, SKeletal musc e,femoral, Spina{ cord,thoracie, Thymus 
Trachea, Thyroif, Urinary bladder, Uterus 



B-6355 

Appendix 218(1/1) A 28-day oral to~ictty stu9y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4104 Female 750 m~eriod 

Gross pathology: 

Intestine,cecum 

Stomach 

Other tissues 

Histopathology: 

Kidney 

Liver 

Stomach 

Skeletal muscle,femoral 

Dilatation, lumina: mild 

Thickening,wall,forestomach: mild 

Not remarkable 

Regeneration,tubular: minirnal 
Urinary cast,hyaline: minimal 

Micro『anuloma:minimal 
Hypertrophy,hepatocytic,central: minimal 

flyperkeratosis,forestomach: mintIIJal 
Hyperplasia,squamous,limiting ridge: minimal 
Degeneration,muscular: minimal 

Following tissues : Not remarkable 

~drenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum 
Cerebrum, Efe, Heart,Intestine,duodenum, Intestine,je{unum 
Intestine,i eum(Peter's patch), Intestine,cecum, Intes ine,colon 
Jnte~tine,rectum1 Lymph_node_,meseqte_ric,_Lymph node,submandibular 
Lung(bronchus), 0vgry, Parathyroid, Pituitary, Sciatie nerve, Spleen 
Spinal cord,thoracic", Thymus,・Trachea, Thyrold, Urinary bladder~ Uterus 



Appendix 219(1/1) 

Animal No. 4105 

Gross pathology: 

Intestine,cecum 

Stomach 

Other tissues 

Histopathology: 

Kidney 

Liver 

Stomach 

B-6355 

A 28-day oral toxicit}study of 4-Hydroxydiphenylmethanein rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Female 750 m虚 Day_ 29 End of administration Qeriod 

Dilatation,lumina: mild 

Thi ckening,w~ll, forestomach: mild 

Not remarkable 

Regeneration,tubular: minimal 

Hypertrophy,hepatocytic,central: minimal 

flyperkeratosis,forestQmach: milμ 
flyperplasta,squarnous, forestomacl)~ mild 
Hyperplasia,squamous,limiting ridge: mild 

lowin~ 

ellum 

儡
Spl~en 
a, -Thyroid 

nary bladder, Uterus 



B-6355 

Appendix 220(1/1) A 28-day oral toxi cit> studyof 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4106 Female 750 m~eriod 

Gross patholo町：

Stomach 

Other tissues 

Histopathology: 

Bone+Bone marrow,sternal 

Liver 

Stomach 

Thickening,wall,forestomach: mild 

Not remarkable 

Degeneration,chondromucinous: minimal 

Microgranuloma: minimal 

flyperkeratosis,forestomach: milc_l 
Hyperplasia,squamous,limiting ridge: minimal 

Following tissues : Not remarkable 

adrenal, Bqne~Bone m~rrow, f emoral, Cere'2ellum, Cerebrum, Eye1 Heart 
Int estine,duodenUJ11 ,.Int~stine1 j ej uI1um, Intestine,ilellffi(Peyer's patch) 
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney 
Lymph node,mesenterie, L『phnode,submandibular, Lunf(bronchus), 0var 
Parathyroid, Pituitary, Clatie nerve, Sgleen, SKele al muscle,femora{ 
Spinar cord, thoracic, -Thymus, Trachea, Thyroid, Urinary bladder, Uterus 



B-6355 

Appendix 221(1/1) A 28-day oral toxicit> study of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1007 Male O m~eri od 

Gross pathol0窃：

All tissues 

Histopathology: 

Liver 

Not remarkable 

Microgranuloma: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 222(1/1) A 28-day oral toxi cit> study of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1008 Male O m~eri od 

Gross patholo研

All tissues 

Histopatholo窃：

Liver 

Not remarkable 

Microgranuloma: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 223(1/1) A 28-day oral to~ictty stu!}y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Gross~窃：

All tissues 

Histopathol0窃：

Liver 

Individual gross and histopathological findings 

eriod 

Not remarkable 

Vacuolation,hepatocyte,periportal: mild 
Microgranuloma: minimal 

~ tissues : Not remarkable 

Stomach 



Appendix 224(1/1) 

Gross~研

All tissues 

Histopathology: 

Liver 

B-6355 

A 28-day oral toxi cit> studyof 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

eriod 

Not remarkable 

Microgranuloma: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 225(1/1) A 28-day oral toxicit!study of 4-Hydroxydiphenylmethanein rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1011 Male O m~eriod 

Gross pathology: 

All tissues Not remarkable 

Histopathology: 

~ues : Not remarkable 

Liver, Stomach 



B-6355 

Appendix 226(1/1) A 28-day oral to~i ctty stuμy of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Gross patholo印：

All tissues 

Histopatholo町：

Liver 

Individual gross and histopathological findings 

eriod 

Not remarkable 

Vacuolation,hepatocyte,periportal: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 227(1/1) A 28-day oral toxicit> studyof 4-Hydroxydiphenylmethanein rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4007 Male 750 m~eriod 

Gross patholo野：

All tissues 

Histopatholo研

Liver 

Not remarkable 

Microgranuloma: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 228(1/1) A 28-day oral to~i ctty stu9y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4008 Male 750 m~eri od 

Gross pathology: 

All tissues 

Histopathol0窃：

Liver 

Not remarkable 

Micro『anuloma:minimal 
Hypertrophy,hepatocytic,central: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 229(1/1) A 28-day oral to~i ctty stw.ly of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4009 Male 750 m~eri od 

Gross patholo瞑

All tissues 

Histopatholo研

Not remarkable 

~ues : Not remarkable 

Liver, Stomach 



B-6355 

Appendix 230(1/1) A 28-day oral toxicit> studyof 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4010 Male 750 m~eriod 

Gross pathology: 

All tissues 

Histopathol0窃：

Liver 

Not remarkable 

Microgranuloma: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 231(1/1) A 28-day oral to~ictty stuμy of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2"week 

Individual gross and histopathological findings 

Animal No. 4011 Male 750 m~eri od 

Gross pathology: 

Stomach 

Other tissues 

Histopathology: 

Liver 

Stomach 

Thickening,wall,forestornach: mild 

Not remarkable 

Vacuolation,hepatocyte,periportal: minimal 

Hyperkeratosis,forestQmach: minJmal 
Hyperplas ia,squa皿ous, forestomac~~ mild 
Hyperplasia,squamous,limiting ridge: minimal 



B-6355 

Appendix 232(1/1) A 28-day oral toxi cit> studyof 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4012 Male 750 m~eriod 

Gross pathology: 

All tissues Not remarkable 

Histopathology: 

Liver Microfranuloma: minirnal 
Hypertrophy,hepatocytic,central: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 233(1/1) A 28-day oral toxicit> study of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1107 Female O m~eri od 

Gross pathology: 

All tissues Not remarkable 

Histopathology: 

Liver Microgranuloma: minimal 

~tissues: Not remarkable 

Stomach 



B-6355 

Appendix 234(1/1) A 28-day oral toxicit> studyof 4-Hydroxydiphenylmethanein rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1108 Female O m~eriod 

Gross pathol0籾

All tissues 

Histopathology: 

Liver 

Not remarkable 

Vacuolation,hepatocyte,periportal: minimal 
Microgranuloma: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 235(1/1) A 28-day oral to~i ctty stwiy of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1109 Female O m~eriod 

Gross pathol0瞑

All tissues 

Histopatholo的：

Not remarkable 

~ues: Not remarkable 

Liver, Stomach 



8-6355 

Appendix 236(1/1) A 28-day oral to~ictty stu!}y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1110 Female O m~eriod 

Gross patholo町：

All tissues 

Histopathology: 

Liver 

Not remarkable 

Vacuolation,hepatocyte,periportal: mild 
Microgranuloma: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 237(1/1) A 28-day oral to~i clty stwiy of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1111 Female O m~eriod 

Gross pathol0窃：

All tissues 

Histopathol0窃：

Liver 

Not remarkable 

Yacuolatim1,hepatocyte,periportal: minimal 
Microgranuloma: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 238(1/1) A 28-day oral toxi cit> study of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 1112 Female O m~eriod 

Gross patholo野：

All tissues 

Histopathology: 

Liver 

Not remarkable 

Microgranuloma: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 239(1/1) A 28-day oral to~ictty stwiy of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No.. 4107 Female 750 m~eri od 

Gross pathology: 

Stomach 

Other tissues 

Histopathol0窃：

Liver 

Stomach 

Thickening, limiting ridge: mild 

Not remarkable 

Vacuolation,hepatocyte,periportal: minimal 

flyperkeratosis,forestoJ!lach: mintmal, Itmtti!lg ridge 
Hyperplasia,squa皿ous,limitingridge: minimal 



B-6355 

Appendix 240(1/1) A 28-day oral to~iclty stupy of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4108 Female 750 m~eri od 

Gross pathology: 

All tissues 

Histopatholo窃：

Liver 

Not remarkable 

Microgranuloma: minimal 

~ tissues : Not remarkable 

Stomach 



B-6355 

Appendix 241(1/1) A 28-day oral toxicit;studyof 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological f~ndings 

Animal No. 4109 Female 750 m~eriod 

Gross pathology: 

All tissues 

Histopathology: 

Liver 

Stomach 

Not remarkable 

~c;icuolatiol) ,hepatqcyte1periportal: minimal 
Microgranuloma~: minlmal 

Hyperplasia,squamous,limiting ridge: minimal 



B-6355 

Appendix 242(1/1) A 28-day oral to~i clty stwly of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4110 Female 750 m~eriod 

Gross pathol0窃：

All.tissues 

Histopathology: 

Stomach 

Not remarkable 

Hyperplasia,squamous,forestomach: minimal 

~ tissues : Not remarkable 

Liver 



B-6355 

Appendix 243(1/1) A 28-day oral to~ictty--stu9y of 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4111 Female 750 m~eri od 

Gross pathology: 

Stomach 

Other tissues 

Histopathology: 

Liver 

Stomach 

Thickening, limiting ridge: mild 

Not remarkable 

Vacuolation,hepatocyte,periportal: minimal 
Microgranuloma: minimal 

Hyperkeratosis,forestQmach: minjmal! limjting ridge 
Hyperplasia,squa皿ous,forestomach:minimal 



B-6355 

Appendix 244(1/1) A 28-day oral toxicit> studyof 4-Hydroxydiphenylmethane in rats with 
a recovery period of 2 week 

Individual gross and histopathological findings 

Animal No. 4112 Female 750 m~eri od 

Gross patholo窃：

All tissues 

Histopatholo瞑

Liver 

Not remarkable 

Vacuolation,hepatocyte,periportal: minimal 

~ tissues : Not remarkable 

Stomach 
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試験番号

試験表題

信頼性保証書 (1/3)

B-6355 

4ーヒドロキシジフェニルメタンのラットを用いた

2週間回復性観察を含む28日間反復経口投与毒性試験

本試験は以下に示す基準を遵守して実施され、たことを保証致します。

・ 「新規化学物質等に係る試験を実施する試験施設に関する基準について」
（平成 15年 11月21日：薬食発第 1121003号、平成 15・11・17製局第3号、

環保企発第031121004号、平成 17年4月 1日最終改正）

なお、調査は下記の通り実施致しました。

辛 9年g月 7日
株式会社ボゾリサーチセンター

信頼性保証部門責任者

試験における調査

試験責任者及び

調査項 目 調査担当者 調査 日 運営管理者への

報告日

試験計画書 2008年 7月 3日 2008年 7月 3日

作業予定表・ 2008年 7月 10日 2008年 7月 11日

コンピュータプロトコール

調製・被験物質の保存 2008年 7月 11日 2008年 7月 14日

被験液の濃度・均一性確認 2008年 7月 11日 2008年 7月 14日

群分け 2008年 7月 12日 2008年 7月 14日

体重・摂餌量測定•投与・ 2008年 7月 15日 2008年 7月 16日

一般状態の観察
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試験責任者及び

調査項 目 調査担当者 調査 日 運営管理者への

報告日

詳細な一般状態の観察 2008年 7月 17日 2008年 7月 18日

尿検査（尿量・色調・定性） 2008年 8月 6日 2008年 8月 7日

摂水葦測定 2008年 8月 7日 2008年 8月 7日

試験計画書変更書（1) 2008年 8月 7 13 2008年 8月 8日

機能検査・握力及び自発運動量 2008年 8月 8日 2008年 8月 11日

測定

採血・剖検 2008年 8月 12日 2008年 8月 13日

病理組織学検査（切り出し） 2008年 8月 29日 2008年 8月 30日

試験計画書変更書 (2) 2008年 9月 3日 2008年 9月 3日

中間報告書 2008年 10月 l日 2008年 10月 2日

試験計画書変更書 (3) 2008年 10月 14日 2008年 IO月 15日

試験計画書変更書 (4) 2008年 11月 27日 2008年 12月 1日

生データ（入荷～臨床検査、 2008年 12月 11日

器官重董測定） 2008年 12月 12日

2008年 12月 15日 2008年 12月 16日

最終報告書草案・図・表・付表 2008年 12月 11日

2008年 12月 12日

2008年 12月 13日

2008年 12月 15日 2008年 12月 16日
----------------.. -.. -..... -.. ----.... ------------------------------------------- ・・・『...*...................,.'・...............

改善確認 2008年 12月 17日 2008年 12月 19日

生データ（被験物質関係、 2009年 1月 23日

被験液の濃度・均一性確認、 2009年 1月 26日

剖検・病理、飼育関係） 2009年 2月 2日

2009年 2月 3日 2009年 2月 4日
------------------------------------------------------------------------------- •••••••••••• ••• • • • • • ···~· • •• •‘` °・...... ・............ ・ •-----------------* 

改善確認 2009年 2月 9日 2009年 2月 IO日

最終報告書 2009年 8月 7日 2009年 8月 7日
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プロセス調査

部門責任者及び

調査項 目 調査担当者 調査 日 運営管理者への

報告日

動物入荷 2008年 6月 2日 2008年 6月 3日

検疫・馴化、飼育管理 2008年 6月 2日 2008年 6月 3日

2008年 6月 6日 2008年 6月 9日

2008年 6月 9日 2008年 6月 10日

尿検査（沈査・浸透庄） 2008年 9月 3日 2008年 9月 4日

2008年 9月 4日 2008年 9月 5日

血液学検査・血液化学検査 2008年 9月 4日 2008年 9月 5日

病理組織学検査 2008年 9月 9日 2008年 9月 12日

（包埋・薄切・染色） 2008年 9月 9日 2008年 9月 12日

2008年 9月 9日 2008年 9月 12日
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