KXc—19

FEZMREDRERX FREARERNE) ARAREESE
k2 445 A 3 1 HIUE

BEAES : 13802
HIER - EBHME ()
FFZSHEAR - 2009~2011
EEEE 21592223
WZERER (FIX) HBHREODFHEEERE A TF=a ) VESEBD in utero HAEHNF]
fRAT

Molecular analysis of glaucoma—developing mechanism: Investigation
of an OPTN-interacting protein
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OPTN Z &G iektERDBlE & b EENHEHITE 5,

WFFER R OME (3£30) : Among OPTN-interacting proteins, we screened those which are
expressed in retina, and carried out the functional analysis. A solute carrier family protein
SLC4A2 was particularly analyzed because we found the protein is involved in the vacuole
formation which has been reported to have a certain relation with the protein quality
control system and ER stress. We found an amino acid substitution p.G26E of SLC4A2 in a
glaucoma patient family and various differences between an oridinary type p.26G and a
variant p.26E regarding the behavior. The differences included changes in the intracellular
localization, fragmentation of SLC4A2 itself in p.26E but not in p.26G, and less extent of
vacuolization in p.26E than in p.26G. From this, it was suggested that SLC4A2 plays some
roles in the protein quality control. Furthermore, it was even possible to speculate that the
insufficient formation of vacuoles caused by the amino acid change G26E is responsible for
the onset of glaucoma. Our new finding on the function of OPTN in the protein quality
control system may relate to the OPTN-containing inclusion body observed in the tissues of
amyotrophic lateral sclerosis (ALS) patients.
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