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WZem oM (fns0) « v 258 SOD1 (G93A. G127TGGG (G127X) . G85R, DI0A) Z#H T 5
transgenic (Tg) ¥ 7 A TIXWT 4L b FREFIR BT KLV A RIS HE D> 72,6934 & DIOA
1% SOD1 JEMEERATIZ I\ THIBIFPED S < . G127X & G8BRITHAMEME, T2 5 SOD1
TEMEIZBE G LR WREIZR IO FAED R S iz, $ELY IAAIZES 592 Steap2, Ctrl,
Cox17, Atoxl (FW-2ND Tg ¥ 7 AFHMTHAEITHM, SPRMIZEEET 5 AtpTa IZAE
WK TF LW e, GI3A ~ 7 A CIXHRESIE B 1B EMEFIIC EH LTz, £ SoDl %
HT 5 ALS TIEHA A NIRFDONARA A~—D—E LTEHTH D Z ENRBI NI,

WFFERE B DA EL (3530) : Using the mouse strains G127TGGG (G127X), G85R, DI0A, and GI3A,
which express SODI mutants with different copper—binding abilities, we showed that copper
dyshomeostasis is common to these SOD/ mutants. Copper contents bound to the SOD1 active
site varied considerably between SODI mutants: G93A and D90A SOD/ mutants have higher
affinity to copper ions at their active site, whereas the affinity to copper ions are
lower in G127X and G85R SODI mutants. Irrespective of the affinity, all the SOD/ mutants
upregulated Steap2, Ctrl, Cox17, and Atoxl, and downregulated Atp7a, which resulted in
copper accumulation in spinal cords of the mice. We propose that copper dyshomeostasis
is common to SODI mutation—linked ALS, and could be useful as a biological marker for
the diagnosis.
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