{2 N L AR EDEL 7R ZLA R LA DV #ITT DR E, ~ U AT
TICHIET LV E T A= AL ZHENT D587 Vv—7

FRET —~
1. [E{bx kL2 & SOD ICT 2 a1%E]

BHFIEEITHUERE ) DB AR THEBET 2 SODIZ A B L C, ANfintEsE B & o
BRRAT L CN D, IEMEMEOREARMTHD I Far FU TIiIZiE, £ TOMET
SOD223 A L., Befb-fileib /N7 o R & AL By 22 G N IZ PR > T 5, Cre-loxp
VAT K O TR AR 72 SOD2 K~ 7 A ZEH LT, &% Oz B0
T, X by FU T CTORRL-PLERIL /N T > A OB EM: 2 5~ 7-, BLRIEVOIL,
IEEN SRR OB A TIZATPASIEIC L 25 /1R T, B CliigfiEry hU—
7 WEREIC LA EERED (K1), WEHS CITMIas EE T o A eI X DR
BEMEL ., @R oD nEetEZe b & BHELL Tz, FEERIS, #RE Tk
IZSOD2N DT Z Lt BB EFE L TW D AREERH 5,

- ] ST ) O TP -‘w"_“w
’ ¢ - - - - - -~
s S0 & ‘ o s
\ v - ) ’ - < A ] 5 ‘_ N “A.f A._”‘ f*y

§:;f 1i?

o

1 CE IR 5 SOD2 K~ 7 2 O KERE#iE. 5 » Al O~ o 258 % (/)
ERARORA~ T 2FG % Ch). FMEHEDORENHEZISRO LN D,

235 3CHR

1. Shimizu, T., et al. Model mice for tissue-specific deletion of the manganese superoxide
dismutase (Mn-SOD) gene. Geriatr Gerontol Int 10, S70-S79 (2010).

2. Kuwahara, H., et al. Oxidative stress in skeletal muscle causes severe disturbance of exercise
activity without muscle atrophy. Free Radic Biol Med 48, 1252-1262 (2010).

3. Nojiri, H., et al. Cytoplasmic superoxide causes bone fragility owing to low-turnover
osteoporosis and impaired collagen cross-linking. J. Bone Miner. Res. 26, 2682-2694 (2011).

4. Morikawa, D., et al. Cytoplasmic reactive oxygen species and SOD1 regulate bone mass during
mechanical unloading. J. Bone Miner. Res. 28, 2368-2380 (2013).

5. Shibuya, S., et al. Palladium and platinum nanoparticles attenuate aging-like skin atrophy via
antioxidant activity in mice. PLoS One 9, ¢109288 (2014).

6. Kobayashi, K., et al. Mitochondrial superoxide in osteocyte perturbs canalicular networks in the
setting of age-related osteoporosis. Sci. Rep. 5, 9148 (2015).

7. Koike, M., et al. Mechianical overloading causes mitochondrial superoxide and SOD?2
imbalance in chondrocytes resulting in cartilage degeneration. Sci. Rep. 5, 11722 (2015).



[7 v g ~—JRI BT D iFoE]

7»7A47*¢AMD)®ﬁ%%ﬁ’%%TéAﬁ®j¢%ﬁ%%%b’?
DI, T X BREHZS IR DB RE & R w2 g7z, & ORER,
AB42 D 22-23 fEITIR W T X — UMiE & A HimEtt GEME = i~ —) & .25-26
MAZBNWTH — U AEiEE BT 5 BEEOMER GEFEtEa s R~—) OFEE
Aol (K2), AEEa v AR~—1d, AD OREIFRICEETHY ., A
BHIRIERIERNC 720 9 DB Z biLD, EBE, B2 A~ =T DR
K THRIEFRIEZITV, BT~ T ZAOFRAREEORIE 2B 52 LT,

A smras DR fERAR
p-secretase | y-secretase
¥ y i
H,N o 3 COOH
APP ’
1 10 20 30 40
DAEFRHDSGYEVHHQKLVFFAEDVGSNKGAIIGLMVGGVVIA
M35
B

B2, AB42 Otz A~ —. (A) AB42 DPEA L 7 X/ FRRLS. (B) AB42 DML = 27k
~— (b)) BLOFE#HEME=F~— (F)

235 3CHR

1. Murakami, K., et al. Monoclonal antibody against the turn of the 42-residue amyloid B-protein
at positions 22 and 23. ACS Chem Neurosci 1, 747-756 (2010).

2. Murakami, K., et al. SOD1 (copper/zinc superoxide dismutase) deficiency drives amyloid 3
oligomerization and memory loss in a mouse model of Alzheimer’s disease. J. Biol. Chem. 286,
44557-44568 (2011).

3. Watanabe, K., et al. Superoxide dismutase 1 loss disturbs intracellular redox signaling, resulting
in global age-related pathological changes. BioMed Res. Int. 2014, 140165, (2014).

4. 1Izuo, N., et al. Brain-specific superoxide dismutase 2 deficiency causes perinatal death with
spongiform encephalopathy in mice. Oxid. Med. Cell. Longev. 2015, 238914, (2015).

5. Murakami, K., ef al. Monoclonal antibody with conformational specificity for a toxic conformer
of amyloid (342 and its application toward the Alzheimer's disease diagnosis. Sci. Rep. 6, 29038,
(2016).

6. Izuo, N., et al. A Toxic Conformer of A 42 with a Turn at 22-23 is a Novel Therapeutic Target
for Alzheimer’s Disease. Sci. Rep. 7, 11811, (2017).



