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The development of therapeutic strategies for chronic kidney disease targeting
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Although there is an unmet medical need in the treatment of kidney diseases,
the pathological mechanisms of kidney diseases remain to be elucidated. Previously, we found that
0ASIS is expressed in podocytes of murine kidneys. Therefore, in the present study, we examined the

pathological roles of OASIS in podocytes. OASIS was increased in cultured podocytes and murine
glomeruli by LPS treatment. Moreover, LPS- or diabetes-induced kidney dysfunction was reduced in
podocyte-specific OASIS knockout mice. Surprisingly, podocyte-specific OASIS transgenic mice showed

severe albuminuria, accompanied by increased podocyte/tubular injury and tubulointerstitial

fibrosis. Taken together, the upregulation of OASIS in podocytes contributes to disruption of Kidney
homeostasis.
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1. WHERAR S OE 5

2L R (CKD) 1XFRAED 8 N — ARBE L TWAERE & Sbiv, £ OIREOEEMEN
X HILTWD, LML b, CKD 250, BlsAE & LB REBEERIZE A L2,
RIS OB D72 FiizRIBFEIENORIENEE TH D, FFEHIX N E T, BB\ T
HEEEDSHH S ENTWARWERERF old astrocyte specifically induced substance (0ASIS)
W, ¥ UADCKD ETFNVETHBEEFT 528, 72, ZD0ASIS (TR YA MIFEBHT L&
HH LML TE L, AN A MIEROREREIZIS WO T, MiEERORE NN 77— L Tok
BlZH O MR TH D, H VA FORESCEEREIT, < OFRBOFREERICES T2 L5
ZHITWD, LU G, AR RYA MZEIT D 0ASIS D CKD 72 & DE IR A~ D B 513K
ATH D, AFZEIEL. A RV A MTBIT S 0ASIS OIFRREA TR E LR L, 15EERM & LT
DOFREMEEIBILT DI L2 B T 72,

(1) BER RV A S &AW Fat

~ 7 AEEERAR B A FRRIZ, 10~10° ng/mL DEED VKRR Y Y554 K (LPS) ZIML.
OASIS DFEA T = A Z T T 4 72X 0EHE LT-,

~ 7 AEEE R KA ML F 7 A LR % AN T 0ASIS ZRIFH S . DNA w1 7 a7 LA
BiTolm, TORERNDL, 2 U EORALTNS U MIRINRBEL 2 2R L,

Q)IFRREET N~ U AR BIE THE~ U A% HO Tt

B EBR T, KIRKFE LRI EREB S OEBO L LIiTo T2,

N RV A NEFEAY 0ASTS KHE (cKO) ~ T RZAER L, LPS 85, £ T BHRH/ A L7 b
V' (ST7) #%45 CHESRIEIERNER; DKD £ /L) [k W BREEL AL S, —ERmE, 1
W, R, BIREZEM L, &7 L7 F = AR AOMNT . & &1 PCR 12 L 5 KBS T8 5L
WL BEREEORE & §l L7,

F7o. AR R A MERA OASIS FIREEL (T6) w7 A ZAER L, Mk, R, BlEz2EM L, IR
BT NVT 22/ LT T = RO I ARAT I &0 R E O R & R L7,

4. RFFERRE
TROBEEICOWTIIREEMR T OO, T—XI3EET 5,

(1) A FHA MTIBWTOASIS IZLPS IC L W FBFE I NS

BRI A NS 0ASIS OFBFFE A B = R AEH LT B2, ~ 7 AEHRAE R A
RMZ LPS Z¥RIN L. OASIS OFH AN Lz, 7eds. 2EAIO 0ASIS I N Kui238] v H X4,
TEMAL L UCHRET 2 2 VBT D, KR, 0ASIS X, FRICIKHED LPS (2L ) 2R
TEMAL L S ICRBIFFE S L, OB AT LPS IR 6 T — 21225 Z L6 E
VS

F 72, LPS i toll-1like receptor (TLR)4 Z /L CHIAANIZ Y ZF N EARIET D T E0nmMbH
TW5, &I T, TLR4 BHEA| TAK-242 Z FIWCTRET L7z & 2 A, TAK242 |Z LPS (2 & 5 0ASIS @
REFHFELMHIT D52 ERALNE o7,

(2) cKO~ ™ 2 TlE, LPS°DKD EF/MZIIT AEHEEDIK TRl S5

N R A SO OASIS OBIRIETERRIC 52 DB it 57290, KO~ XA ZA/ER L, LPS %
10 mg/kg DHETEE Lz, 2B, LPSET VIR 7o —ELalBEEET L E LT SR
TW5, #5224 Bf%. RIAT LTI/ LT F=v, M7 VT F=fizllELl. £7-
RSB 24T o 72, ZFORER, KO~V ATiEar ba—<TU R LT, RPT LT
V)T LTF = I BB R o T b OO MIE S VT F = Ml A A =
L7z X BT, BEHAMEEITCOR R A b~—b—Das BB NS, cKo~wT AL a v
fa—L~T 2L DM TR KA MEFEIZETRD SN2 o72, —FH T, LPSIZ X5 IRMEE
ER KO T ATIFARBICHHI SN TWD Z ERHLNE R ST,

F 7=, DKD OJFREIEARIC TLRA 23 592 Z E SN TW\W5, £ 2T, KO~ A2 DKD %



FRIE, BEEOREZFMLZ, ZOME, LPSET /L LEBRIZ, DKDICLDMEYZ LT F
=2 O EFHN KO ETATITHEEICIH SN T, RPTAT I/ 7 VT F =2 iZid Rk
XRWIBAE B2 2o T, INZ T MREFAIIC S DED 12 L A IRAIAEEED KO~ 7 A TITHEIC
mElEn v,

(3) cKO ~ 7 AIZH1T B IRME S IHIEH X PRKCT 2403 %

FROFER LY R R A MZIBWT 0ASIS O FIICATE T 5 5K 723, RS EEICE S
L CWARTEEME 2484 L, OASIS @ Pt &2 EE L, BAEmicid, BEAF R A Morv o T
A VA% HVT 0ASTS #BEIRIL S, DNA~A 7 a7 LA #{To1r, FOFERNG . 2 50
EREEEHTHRFO S, M b RET D EEOH LR FICEH Lz, 72, HWEL D
B 2 R T 5728, A KA MC LIPS ZMLET A Z & T, 7 LA OFER & R F AN B E)
L. & HITLPS #& 5 KO =7 2 TH G I HBZE T 5K+ 28 0 iAFx, Protein Kinase C Tota
(PRKCI) Z#4H L7z, F72. cKO =7 2D JRH Tl PRKCI OFEH EH BB S5N7-, MA T,
BER PR M 2 W7o G & | LPS IZ K D IRMIESEFEN Y 2 v |k PRKCI 12 X 0 #1i] <
NAZERHLMNE o, ZHDDFREEND, LPS 5, KO < 7 2 TlX PRKCT OFEL |5
2 USRS 03 M S5 alREMES RIB S vT-,

(4) T6~TATIZRFTIVT I U AHEEDENZ I U O & T EEOBEENEELZIND

R VA D 0ASIS DIRREFERRIC 5 2 5 8B E & HITB%ET 5720, 16 ~ 7 A& /ERl L 7=,
FORER, I~ R Zay ha—~< 7 AZH_THERENMELS . F72 12 BEE TITH 4 E055E
T L7, 8, 12 AN TR TV I/ LT Fov a3 il 2 A, I AT
WBEBICEEZ T ERHLMMNE o7, &6, BEFFHEMEMITORE, EEOR N1 b
DRI R (REEREZ O MEMEE) PRoon/z, AT, RERE, v vV MU 7
0 — LAY ORE R RANE S ECIRME B ORRHE L b ITE L Ty,

(5) OASIS BREIBHOFEFIL. NNV A bOT 7 F U FRIEEAEZLZHT
B2 AR FY A M, Loy FUA R E VT 0ASTS ZimBEIZE X4 96 HEf#%. F-actin &Y
EAZ XV EHE L7z, £ OREE, OASIS FEIFEBUZ L V| Fractin OFBERIERDPHER I,

PL b, AHFZED SR R A MBI D 0ASIS DI FHIT., B E & IEHER OB Ic & 59
HTLEDWRENT, BE, b MREERBBREOBMEME AT, B FBYRRE L 0ASIS & o BEM: &
KEtHCTH D, 0ASIS ZHER & L= BRBIBHEDRBA~LREBIT TV FETH B,
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Acute kidney injury-induced ZBTB38 contributes to tubular cell loss.
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Pyro-drive jet injector (PJI) as a novel gene transfer approach to muscle tissues.
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OASIS in podocytes promoted tubular injury by suppressing PRKCI expression.
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Inhibition of transcription factor OASIS attenuated kidney fibrosis.
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Inhibition of OASIS in podocytes suppressed diabetes-induced kidney dysfunction
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