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研究成果の概要（和文）：本研究では、特定のHLA多型と強く相関する薬剤副作用の発症機序解明を目指し、その基盤
となるべき研究材料である、HLA発現細胞及びHLA発現トランスジェニック(Tg)マウスの作製を行った。細胞については
、piggyBacトランスポゾンを利用しHLA-A*33:03、A*31:01、B*15:02、B*58:01発現細胞を、Tgマウスについては独自の
Tgマウス作製法を用いてHLA-A*33:03とA*31:01発現マウスを作製することに成功した。薬剤投与による肝障害への影響
を調べているが、現時点までに有意な結果は得られていない。今後、薬剤代謝産物候補の投与を行うなどして更なる解
析を進めたい。

研究成果の概要（英文）：Recently, it has been revealed that adverse drug reaction is highly associated 
with specific HLA alleles. However, its pathogenic mechanism has still not been elucidated and the 
resources such as HLA-expressing cell lines and mice remained to be developed. This study established 
systems for high-throughput generation of cell and mouse resources suitable for analyses of HLA-dependent 
adverse drug reactions. Utilizing original vector and piggyBac transposon system, several cell lines each 
expressing HLA-A*33:03, A*31:01, B*15:02, and B*58:01 were established. The resultant cell lines 
exhibited high and stable expression of HLA. We also generated HLA class I transgenic (Tg) mice with 
pronuclear injection-based targeted transgenesis (PITT) method established in our laboratory. By using 
cloning vector developed by BAC modification, we generated HLA-A*33:03 and HLA-A*31:01 Tg mice. The 
experiments addressing pathogenic mechanism of HLA-related adverse drug reactions are currently underway.

研究分野： 遺伝子工学・実験動物学

キーワード： トランスジェニックマウス　薬剤副作用　HLA　肝障害
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