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総 括····································································································································· ホ－ 1 
(１)培養細胞内における抗ウイルス作用 ········································································· ホ－ 6 
１）抗ウイルススペクトル ······························································································ ホ－ 6 
２）各種測定法による抗ウイルス活性の検討······························································· ホ－ 7 
３）抗ウイルス作用に対する処理時間の検討······························································· ホ－10 
４）抗ウイルス作用持続性の検討 ·················································································· ホ－11 

(２)動物モデルにおける抗ウイルス作用 ········································································· ホ－13 
 



１）性器感染に対する作用 ······························································································ ホ－13 
２）皮膚感染に対する作用 ······························································································ ホ－14 
３）全身感染に対する作用 ······························································································ ホ－18 

(３)推定作用機序 ················································································································· ホ－22 
１）Penciclovir のリン酸化の推移 ··················································································· ホ－23 
２）Penciclovir のリン酸化体の感染細胞内での安定性 ··············································· ホ－26 
３）ウイルス DNA ポリメラーゼに対する阻害作用 ···················································· ホ－28 
４）HSV-2 DNA 鎖伸長に対する阻害作用····································································· ホ－29 
５）DNA 合成に対する阻害作用····················································································· ホ－31 

(４)代謝物の抗ウイルス活性 ····························································································· ホ－33 
(５)耐性株に対する検討 ····································································································· ホ－34 
１）Acyclovir 耐性株に対する penciclovir の抗ウイルス活性······································ ホ－34 
２）耐性獲得に関する検討 ······························································································ ホ－35 

２．一般薬理試験 ······················································································································ ホ－36 
(１)一般薬理作用 ················································································································· ホ－36 
(２)代謝物の一般薬理試験 ································································································· ホ－40 

 
へ．吸収，分布，代謝，排泄 

総 括 ·········································································································································· へ－ 1 
１．被験物質及びその定量法 ·································································································· へ－ 7 

(１)被験物質························································································································· へ－ 7 
(２)定量法····························································································································· へ－ 7 
１）放射能の測定法 ·········································································································· へ－ 7 
２）血漿，尿及び胆汁中 ファムシクロビル及び代謝物の測定法····························· へ－ 7 

２．動物における成績 ·············································································································· へ－ 8 
(１)吸収································································································································· へ－ 8 
１）ラット単回経口投与 ·································································································· へ－ 8 
２）ラット反復経口投与 ·································································································· へ－ 9 
３）イヌ単回経口投与 ······································································································ へ－10 
４）吸収部位の検討 ·········································································································· へ－11 
５）吸収率 ·························································································································· へ－11 

(２)分布································································································································· へ－12 
１）臓器・組織内濃度 ······································································································ へ－12 
２）全身オートラジオグラフィー ·················································································· へ－14 
３）胎盤・胎児への移行 ·································································································· へ－18 
４）BRL42359，penciclovir の in vitro 蛋白結合及び penciclovir の in vitro 血球分配 ·· へ－21 

(３)代謝································································································································· へ－23 
１）ラット血漿中代謝物 ·································································································· へ－23 
２）イヌ血漿中代謝物 ······································································································ へ－25 
３）ラット尿中代謝物 ······································································································ へ－27 
４）イヌ尿中代謝物 ·········································································································· へ－28 
 



５）ラット，イヌ糞中代謝物 ·························································································· へ－28 
６）代謝経路の検討 ·········································································································· へ－29 
７）BRL42359 の代謝に対する阻害効果の検討···························································· へ－32 
８）薬物相互作用の検討 ·································································································· へ－33 
９）肝薬物代謝酵素系に対する作用 ·············································································· へ－35 

(４)排泄································································································································· へ－37 
１）ラット ·························································································································· へ－37 
２）イヌ ······························································································································ へ－38 
３）乳汁中移行 ·················································································································· へ－38 

３．ヒトにおける成績 ·············································································································· へ－39 
(１)健常人における検討 ····································································································· へ－39 
１）単回投与時の体内動態 ······························································································ へ－39 
２）食事の影響 ·················································································································· へ－41 
３）反復投与時の体内動態 ······························································································ へ－43 
４）日本人と欧米人における体内動態の比較······························································· へ－44 
５）欧米人における生物学的利用率 ·············································································· へ－46 

(２)高齢者における検討 ····································································································· へ－47 
(３)日本人腎機能低下者及び欧米人腎障害者における検討 ········································· へ－49 
１）日本人における検討 ·································································································· へ－49 
２）欧米人における検討 ·································································································· へ－51 

(４)欧米人肝障害者における検討 ····················································································· へ－52 
(５)他剤との併用時の体内動態 ························································································· へ－53 
１）シメチジン併用投与時の体内動態 ·········································································· へ－53 
２）アロプリノール併用投与時の体内動態··································································· へ－54 
３）テオフィリン併用投与時の体内動態 ······································································ へ－55 
４）ジゴキシンの体内動態への影響 ·············································································· へ－56 
５）プロメタジン併用投与時の体内動態 ······································································ へ－57 

４．製剤の生物学的同等性 ······································································································ へ－58 
(１)臨床試験に用いた製剤の溶出試験による検討 ························································· へ－58 
(２)健常人における生物学的同等性試験 ········································································· へ－61 
１）250 mg 楕円形錠／円形錠 ························································································· へ－61 
２）250 mg カプセル／円形錠 ························································································· へ－62 

 
ト．臨床試験 

総 括 ········································································································································ ト－  1 
１．臨床試験成績 ···················································································································· ト－ 10 

(１)第Ⅰ相臨床試験 ··········································································································· ト－ 10 
１）単回投与試験 ············································································································ ト－ 10 
２）食事の影響試験 ········································································································ ト－ 11 
３）反復投与試験 ············································································································ ト－ 12 

(２)前期第Ⅱ相試験 ··········································································································· ト－ 15 
 



１）症例内訳 ···················································································································· ト－ 17 
２）患者背景 ···················································································································· ト－ 17 
３）臨床成績 ···················································································································· ト－ 18 

(３)後期第Ⅱ相試験（用量検索試験） ··········································································· ト－ 23 
１）症例内訳 ···················································································································· ト－ 26 
２）患者背景 ···················································································································· ト－ 27 
３）臨床成績 ···················································································································· ト－ 29 
４）まとめ ························································································································ ト－ 35 

(４)第Ⅲ相比較試験（アシクロビル錠を対照薬とした二重盲検比較試験） ··········· ト－ 36 
１）症例内訳 ···················································································································· ト－ 40 
２）患者背景 ···················································································································· ト－ 41 
３）臨床成績 ···················································································································· ト－ 43 
４）まとめ ························································································································ ト－ 52 

(５)追加第Ⅲ相試験（アシクロビル錠を対照薬とした二重盲検比較試験） ··········· ト－ 53 
１）症例内訳 ···················································································································· ト－ 61 
２）患者背景等 ················································································································ ト－ 65 
３）臨床成績 ···················································································································· ト－ 69 
４）まとめ ························································································································ ト－ 87 

(６)海外臨床試験 ··············································································································· ト－ 88 
１）海外第Ⅲ相試験007（アシクロビル錠を対照薬とした二重盲検比較試験） ··· ト－ 88 
２）海外第Ⅲ相試験 008（プラセボ錠を対照薬とした二重盲検比較試験） ·········· ト－103 
３）海外第Ⅲ相試験 008 追補 

   （プラセボ錠を対照薬とした二重盲検比較試験追跡調査）························· ト－117 
２．本邦で実施した臨床試験成績のまとめ ········································································ ト－126 

(１)有効性のまとめ ··········································································································· ト－126 
１）申請用法・用量における成績（追加第Ⅲ相試験）············································· ト－126 
２）申請用法・用量以外における成績 ········································································ ト－132 

(２)安全性のまとめ ··········································································································· ト－134 
１）副作用 ························································································································ ト－134 
２）臨床検査 ···················································································································· ト－142 
３）安全性判定 ················································································································ ト－143 

(３)高齢者における検討 ··································································································· ト－145 
１）有効性 ························································································································ ト－145 
２）安全性 ························································································································ ト－146 

３．海外の安全性情報 ············································································································ ト－153 
(１)免疫機能正常患者を対象とした試験 ······································································· ト－153 
(２)免疫機能低下患者を対象とした試験 ······································································· ト－155 
(３)市販後安全性情報 ······································································································· ト－157 
(４)安全性に関する公表論文 ··························································································· ト－162 

４．単純疱疹 ···························································································································· ト－164 
(１)臨床試験の概要 ··········································································································· ト－164 
 



(２)安全性のまとめ ··········································································································· ト－164 
 

 
◎効能･効果，用法･用量，使用上の注意(案)及び設定根拠 

(１)効能･効果及び設定根拠 ····························································································· ト－167 
１）効能･効果 ·················································································································· ト－167 
２）設定根拠 ···················································································································· ト－167 

(２)用法･用量及び設定根拠 ····························································································· ト－169 
１）用法･用量 ·················································································································· ト－169 
２）設定根拠 ···················································································································· ト－169 

(３)使用上の注意(案)及びその設定理由 ······································································· ト－171 
 
◎毒薬・劇薬等の指定審査資料のまとめ 

毒薬・劇薬等の指定審査資料のまとめ············································································ ト－180 
 
 
 


	10089800_22000AMY00002000_R100_1
	10089800_22000AMY00002000_R101_1

