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Rab GTPase molecules regulate distinct intracellular membrane transport pathways. Rab8 have been

thought to regulate polarized transport pathway from TGN to plasma membrane in MDCK cells and
cultured neurons. Mammalian genome have similar two genes encoding Rab8a and Rab8b. Tissue
distribution of them showed distinct pattern from each other. Rab8a highly expressed in intestine and
kidney and Rab8b expressed in brain much higher than Rab8a. To investigate their physiological roles, we
generated knockout (KO) mice of the both genes. As our previous report, Rab8aKO mice are born as
wild-type littermates, however they die at 3 weeks old due to severe'abnormality in nutritional absorption
from intestine caused by mislocalization of apical membrane proteins and microvillus atrophyin
enterocytes.Moreover,Rab8a/Rab8b double mutant mice showed increased defects in Rab8aKO
enterocytes, whereas no overt abnormality in other tissues.

On the other hand, recently rab8 is suggested to be essential for the cilliogenesis and intraflageller
transport. However the structures of cilium in many organs such as trachea, renal collecting duct, and
olfactory epithelium appeared normal in Rab8a/Rab8b double mutants.

These data suggest that two rab8 molecules cooperatively regulate the polarized transport in intestinal
epithelia.




