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Chronic kidney disease (CKD) is a national health issue, currently affecting

13 million people in Japan. However, there are no specific therapeutic agents available at present
so CKD is treated with dietary measures. Disease progression leads to severe kidney impairment and
dialysis is required. In addition, CKD is one of major risk factors for arteriosclerosis, which can
lead to myocardial and cerebral infarction. In order to develop a new treatment approach for CKD,
researchers first focused on a matricellular protein, CCN2, which is one of the factors responsible
for kidney fibrosis, and examined its function in detail. The results show that CCN2 works on
tubular epithelial cells in the kidney to alter their pathological function, leading to the
development of CKD. This research could be used as a springboard for the development of new
treatments approaches for CKD.
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0 CIEAR <, A7 DIEREDO Y AT R L0 | BT AEY & R < R IZ BEE
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DAKTEYA P IA VICESREZY T THEZED TET, Tx 25O 8E < OFFEERM .
TGF- 81 (transforming growth factor—f) NEIEZFHEET S CCN2 23, B F.0Lm 7%
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oz IXFFICIEMEAL - FEERME LRI EA T D CON2 AN EE R RE 2 B2+ 2 L 2 50

WL CE D, BEE TCOON2 OZFMIZFEE SN TE LT, MRHESEMIE O JH BEME o4 L.,
T4 7 ax s F o REOMBAREE LA TS VR EDEERNTFLEEZMANTS
matricellular EH & LCEAT D EEZ LN TS, Ml 5 b REHEOHE M FV TV D D3,
CCN2 / v 7 70 b~ ANMERETIZ L D HAERBIE L 72 5780, F ORERN /2% E % in vivo
TAEAT 2 Z L3R S TE 7z, CON21X 4 DDE YV 2 — W EN B2 Y | Fx L in vitro
DB THEEY 2— /L& KB LT ZEHA CON2 2 W TRt ORE R, SIS EER R E 4T
— DN TV D ARENEZ RIR T 5T — X 2 457-, £Z T Cre UV 22— F T LoxP
OFMEZIEBINZ IV HF 4T 22— & KIE LT ABRA CON2 2 FF BRI DEfn WAL~
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Tov, BT T VTR LINEI R O R S T,
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PLEORIED S CON2 OFERIHNIE, BERNE O &7 & 3 B ML B B EF Rt O BAREE & 4
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(1) BFgeD 4 rEAE
CON2 |23 H U T8 (Chronic kidney disease: CKD)., AP &2 (Acute kidney
injury: AKI) OIREEEBIET D,
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O CON2 DIEHI R D

B MR T 7 L~ T A % T CON2 DB R L ~DIERBEF 2 L, &Y = — LVHL)
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@ AMEBREEIZRBIT D CON2 D& E|OfE
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ET IV TOBHMACEITME S D Z L 2R L TWD, RENCHT 5 72D E S
TORBEEBLET HEITE 4 FY 2 — VBRI 2 (edE (R TRSE(L 23 i) -2 B8 & fif B
THUEND D, RFRHIFINIC, EEROBBMELE T LV E2 B, RERFI TRIEZEIIL, KIE
HEMED D WM EEDOR O R B % - E &H RT-PCR (reverse transcription
polymerase chainreaction) JE &, FETAMMAINCE 4T 22— L RBIZEID AT TS
EEZOLNDEITHONWTHLNIT S, 72, CCN2 & DBHEAHRE STV D MAPK (mitogen—
activated proteinkinase) ., CON2 2MEM AT 5 & I35 T6F-B 1 1ZBD 5 Smad &, i
PR L ~DRE B ER SN TV A Wint/ B —catenin ZDEK L FFIRERIZE L Ty A& v
7'vy METHHT 5,
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FALZH SN L, EOFFHINC & DM T CON2 DIER Z4m#H 3 5 D A RN Z iEtT 5,
*FSP1: fibroblast specific protein 1; yGT: y-glutamyltranspeptidase
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BOTREE S STV ARET VI OWTIE, AR Ie0 R F B 5 O $ARTE — 1 L 5 23ME
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twist, HMGA2(high mobility group A2) &\ o 7=BEMRIC & DIEME(LRAIE LRI~ — T —
Z TR IR Sa RHm 9 5,
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{EEMER+ & LT TGF- B 1. CCN2, RIEAEMEIRF & LT TNF-a (tumor necrosis factor—a ).
TL-18 (Interleukin—1p8). NLRP3 (NOD-like receptor family, pyrin domain containing 3).
PAT-1 (plasminogen activator inhibitor—1). FJAFNEEE & L T Typel-, typelll-collagen,
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Refenrence % GAPDH (glyceraldehyde—-3-phosphate dehydrogenase) & 93,
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receptor — related protein 6), GSK-3 8 (glycogen synthase kinase-3f3). «-—catenin.



Smad2/3. ILK (integrin—linked kinases). FAK (Focal adhesion kinase) XUV »E{bHT
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HIRILLRT2> 5 whole CCN2 O JRANE ERGHIRREF ) ) » 7 T 0 h~ T AKX DB E{T-> Tz
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CON2. Expui/mfx vy 2 (%5 4 £ 2 — )L/KHR) O CON2 FBLE XA~ 20 (%) CON2 &
UUO 7thd

ay UIRI 2-week

5

5/6 Nx 12-week
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N=7, Mann—-Whitney U test *p<0.05
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