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W R OMEEL (F530) : To investigate the physiological functions of TAR DNA-binding
protein 43 kDa (TDP-43), we established TDP-43 conditional knockout (cKO) mice and
evaluated the validity of disease models for amyotrophic lateral sclerosis (ALS). As a
result of the autoregulation, TDP-43 mRNAs were recovered to wild type levels in various
tissues of heterozygous TDP-43 KO (Tardbp”") mice. This recovery would prevent from the
emergence of abnormal phenotypes. On the other hand, TDP-43 mRNA level in unfertilized
oocytes obtained from heterozygous mice was reduced by half. This haploinsufficiency
would account for the delay of early embryonic development. Because homozygous (Tardbp ")
mice died by early post—-implantation stage, we established neuron-specific KO
(Tardbp/'**  NSE-Cre") mice using NSE39—Cre mice. Neuron—specific KO mice showed sever
neurological phenotypes with a median survival of 20 days. Pathologically, chromatolysis
and abnormal-shaped mitochondria, characteristic features of ALS, were observed in lumbar
motor neurons.
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ik (E1.5) #H453 5, 2 MIaHIIRLLRE O
BE 13 mW 55, IEAE (E3.5) LIBRORG
% ES ¥ 7213 DME B2t 2 F W CTHT - 72,
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