The role of chemokine in human nephritis and
basic research of anti-chemokine therapy in
experimental nephritis model
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RMEREREICSIT 2 RFTHEHAME SR (MHC) classll 3 2 WV 3ESE ST ORI E F4
ha A ¥ & <2y -interferon (IFN), tumor necrosis factor (TNF) -o. & D BIE # #5f L C & 7.
TORR, V=T ABGRERRETHEEHHBFRICBVTRERN CH 2 RAS FEHRS
B VI ARERMEARE AN 2 & T A ¥y aflifa Elc 2B h S BBt 33 4
M A YA LFE LIMHC-classIl & $EE - FORFAHIET 2 2 & 855 MM L7, SE4E,
BRI (= BT B SETEHIRY O AT interleukin-8 (IL-8) & 5 Vi monocyte chemotactic and
activating factor (MCAF /MCP-1) R EDTEAA Vil L o THEREND Z EACREIZEHS A &
B, RERRIIBILrEIA Y OBEBESRRINTE:, L L., BAREED BN
FRAIERB BT 5 KEROTFFERD 2 WiIvro 77 — S0k - 58T 27T 5
A YDRFIDWTERZEAE LAV E V. ZITRFEOEME LTEHEL MEEICB T
BTENAVOBEX I DFMIIRFTTLILICLD, B FBEIZBIASYEN A > DEE
L ESTH I E T MRIIZTRD 72, FIEHCHR BRI TR T S R 500 % A
T DA 2 FEOFH I U T %2 5% 5 72,
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AROBHELTL) EEL FVBRIBIATEHA L OBES X WS+ 5 2
CED, B MNERIBITLTEDA v OBREEFESPETL, FOHEE LTEEL V&
RIZBFAMF 2S5 TIRP T EDA VAEEERME L O LWTEEBIT275TH4 0%
REER LNV E L Kiluanseript L NV THRET T 5. 2) MARCEERRLGHSAERE
TheHwTHy €A A Y EEOFMEICE T A LB L LTEBE O— Y5 B0
Zru—YEHETACLH s E2h 4 v EEOSH (2BUA) %5 EN (88LLE)
WMRTHRET A LRI LA, T ISR, 2 & O B Ec ) L TEiE+ 5

| . & NERIZBUFL 7 TH A4 226 NIESESTFORRFESEMHRET

EMNERIIBIBFEHIA VHEORE L LT, £ FERICBITANISES S DR SE
interleukin(IL)-8 7% & UFZmacrophage chemotactic activation factor (MCAF) % %5 X F 52 I BE 24015
FRELISA) ICE DEIEL, CORBEMERFTREZLCICEBEEERT 04 NS &HEiLE
BRI Lz, SHIBERMEELEVT, FEHSA VDBIIBITARBESEAL AL
DFEFIIEREREEZEIMMEI L 2 BEARSEMICHRET L. 2512, transcript (mRNA)
L~V O 3EI i in situ hybridization 2 W TRE L7z, (HAT, e BRI BUTE7 TS
1 VEIEORANBH 2O PIIEESFFLOLEE LT NEERMEEENT, ¥4 4
Y RBEMLICBIT A EEEF ST (GMP-140, VCAM-1, ICAM-1) RI % REMESF Y 1o fEE
L, RIVEE & REE - R E ORE T ILERRET L 72,

SRR, WP T TR E B S0 SR R R LR R, Te AT O S A 2 2
WLV — T AR 487 5 U IS RE R O BB RO SO L2 SR FP -84 EE ) b HL A5 & 41
. S HIIMCAFMCP-1b b — 7 246 (WHOIIL - IV 1) % & CNIEEE DR #1085 it
T UZIgABEED B I BRI B 48, BEEERIGIC BV TRPREN LR L, R
LB LI mRNAL & NI M IRATER E Nz, & OMCAF/MCP- 13835 1 BRI [ 2 %
L b UIICDOSIHIEHER /w7 0 7 7 — VORM EEOHIE 2R LA, B 5 I12F- PEHET
HMECLDRF T EHA L DEEPRLY, IATEZFNCE DL, WIRGILR % Go7:
SV R ER RS — BT, RUEBESAE L EF R & LT O R P IL-8E b o Ha
ERL, TOFRBICELTHRCOMROEEL EOEEEZ D7/, S 5IREEY
WAIL-S LA BRI IS BT B EPEHIE L & ICHMER (1FdEk) BEEMHEEE R L.
—J, REREREL AZAF Y FI LAOBERBREIEGT L, BENICLEEOREDLS
CIEBREET 270 Tt LAMCAFMCP-1 A5EE E & & 1285 3. »d b B,
BB TENA VEESEL HEERDYE REENEL) 2REEL, RhrEsA >
MEDERIIBEE LTOEHATH B I L 2R LT WA (YokoyamaH, et al., J Leuk Bio] 63:
493-499, 1998.) & 5|2, MEMOIFEEEREBEFNIC BV TR FEotaxin® % 57572 (Wada
T, et al., Nephrol Dial Transplant 14: 76-80, 1999.) . .

MALEE 7F &£ DRETIE, ARIREITBIT ACD62p, ICAM-1ZH & FRFIL-87% & U iE
TNF- ¢ I HILERRFE % 0 ) 2UAAREEECBOTAEL, IhEFFLATEEST
DILFE L~V TOEIND D SH7- (Yokoyama H, et al., Nephron 76: 425-433, 1997, Segawa
C, et al., Kidney Int 52; 1054-1063, 1997.) .
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. ¥ Hh 4 EEOEFENRT

SHEETHEARETREILRE LR LIZEY AR B TEEICTHENET L, REEFRe
BT T2 FRIAEDERTH Y, BEFEMICIIEIEERSAESATERET2Y .
CNETIIY 4 AF—, TEF (Wistar-Kyoto, WKY) T v M IZDEDOPAIKEEEE 4%
BETHIEICE D PR AR AREERELOBRIERIND Z L AHIBI LT
227 0Ty VERBEATIIETRRE o /oI - SR AARES S 5 &
EBDICHEIK - w7077 -V EdLEs 5 EBMRBOTHEAN~NORBEZHFHE L, B3k
T 07 7= VUNBERE  BERBIEELRHFIATEZISONATVSEY . L L, FA
HEREMERORE - EREBICBITAER - <7077 -V OBRHA~OERES L Ui
LML BTIRETOLZARATHS.

AT, B - =077 —V0ENL - HH{LEFTHS Monocyte chemotactic and
activating factor/monocyte chemoattractant protein-1 {MCAF/MCP-1) {(343F&#98kDa, 767 3 ./
e DR AIREEN - A~ VEAMDOTF AL MLy (FEAAL V) T, e OWBERT P
A MH A4 CHECE D EERUMRE TH DY L SEREIL UDMMESEM - NS - BN
MR - e wo L DA SEESNEZ LD LTWAE ™Y K5z,
BEAEMETHSE 25> £y AHBPRME LISV TYS 427 —104 %> (interleukin,
I-1) , FEEEEFEIEF (tumor necrosis factor, TNF) -a EV o 2 REHT A PA A 2120
DL LU EEREIC L YMCAFMCP- 1P EESNA Z EFRESNTE Y, BEBE~DES
PSS TR BE, S5 MBI AR EERS 4128V TMCAF/MCP-1 D
B L URTL AN TOIFEBRAE 4, FOREBEMEMEH s Ty Y o ma

THMTe MVERIZBOT LB EIT TOMCAFMCP- 15D S L E L & QIR
MCAF/MCP- 1A —3 L THERS LRI DR E 2 B S L SRS T 3 17
TP LA L, EHRERMESAORIE - GERABICBABE - v 07— VDR -
G172 T MCARMCP-1 DR EHLR 22+ I B S Ty iz, 22T, 2254
WBIHHIE - w79 77— UOEM - i LISIE 7o TMCAFRMCP-1 D Z B & 42125 5
HESTWKY Z v MIREHRIERERERE TR Z R L, BI2BIT AMCAFMCP-158H & i
MCAF/MCP-1 L4 512 X BB EHEt L 7.

WEB L UHE

1. 7 v FMCAF/MCP-1% 5 USNIZHIMCAF/MCP-131 & ) 45 5L

FOY Y 7OE—5 — L pel BEIEF'Y 2 GAMPSCEV-1NY ¥ — 2 AV TRBEICT v
FMCAFMCP-1% I &7z, v FMCAF/MCP-1cDNA'® 13 1) R4 %5 (lipopolysaccharide,
LPS) TR L7 v b BlEMAE 5> 5RNA % it LRT-PCRIEIC THEE L 722, HB101XHB
BIZEAL, 3-4 Y F—L 727 VEE MO B T37C, 4BFRMESE Lz, BE_LIE% 460000
ERTI105E- 0L, LB %E25% L 2 #EE&EpHT.5, 10mM b ) RIERE#EM@ C2RIBeH L7z, £
BT CpHS.0IAR L, ~%) ¥ 7H O —X 4 (Pharmacia-Biotech, Uppsala,
Sweden) TEkEHL, IMIETLT M) Y A&FpHTS, 0.02MY) Y EEF M) T LABREHTHHL
2. WHIEE HIZFPLCY A7 4 (Pharmacia-Biotech) ® 2 —/3—w— 2127 )V jEE %
FuL%EL, pH7.5 0.02M") VBT MY T LARE R TS L7-. 5083 Pharmacia-LKB AR >
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T2248Y AT LD ~2%Y) 5T L (TSK Heparin-5SPW, Tosoh, BE) ® vy, #EiEF 1+~
AREILO~ IMDBEQARE T 27 7/2pH 7.5, 0.02M ) Y B+ M) Y ABER AL LY. 25
N7 B DMCAF/MCP- 113 SDS-PAGEBITIC X o TRIE L7z, BEMIZALNY VT
37 3 BAWIZE Y, MCAFMCP-1EFIE L7 19,

TH¥FBLU 7T F B/ HIMCAFMCP-15if& i i 2. 7 v F MCAF/MCP-1% # L Fhiz
DR LBIEL TR, REMYBLUVEEEYIrCMEL 2B 7274 AN T A
(Pharmacia-Biotech) # A\ TIgGHam % FEE L /-,

2. HEREEEZ S CIZHMCARMCP-1HE RGO #lZE

MBS v R MCAF/MCP-1DiE 1 (3 Matsushima 59 DREIZHE-TT v P OXREEZ H
THIZELZ. SumDILzFTEHRH I ==L RIH—FKi:4 MNEATHETON-BERO—F
\CHEZR%, A CHEEZ T v FMCAF/MCP-18 X UHIMCAFRMCP-1#if& % AN, 37C, 905
BRL&E7:. RISRIERIE=Z—-1 B H—KAS MNEEZAF /- L TEHEL, Fu¥
Y iR IR LI s S A hEME L, X510, SiBEDHIMCAFMCP-1H14E
AW THRHEE T RE L. | '

3. PL7 v P AKRGEEEIRIARD T

7 v M ARERREEIEIE Krakower & Greenspon B 17 DI HE - TOHEL 72, 2 HAL7-REK
FEEEZ BARBRROETIHOEE L. AoNMBIREET v F OLSGEER
Wino THURICIEE S 5 2 &Lz MR EZLTAE THREEL, LTOERICHCWA, HEE
2R ERETLADIIYHFMEL T v FRMERB LU HEFRICE VBRI L 72,
{0 ERA BN AT AT T 1256°C LT Dk U Al % {0 L 72,

4. PR EREEIEIRETRINE 22 7 L DVER

JER L. ILHEDMEWKY F v b (FAF+— A - ) o5— H0 & v, il I
()2 VB, HR) , HHHKTHE LS. WKYT v MIFRSRERERER A2
SOMAE 0. ImlZIXE T 52 &L D PIAIRGERBE RIS £ ERLOAE LA o
DEEPIMCAFMCP- 1R (DUFHURIEEEE) F /213 EW Y FigG (LU HIRTE) FH24
2.5mg % L BLEIEK 0.5m UM L THIRMICTRS- L7z, 1 70— 7 K6l & L 433, 6,
14B L US6HEICERL, MiELR o TIZEMEE /2. OB — VB £ERAT B &
VBRI 24 M ER L 72,

EER2. BARBERDOHMCAFRMCP- AN R LR T 5 BEITER 1 & FBICHAR
BEEEREEELAZERL, 0B LU07 HEIZHMCAFMCP-1HiA % # 55 52@% 55
EBREE T HBDRIZHMCAFMCP- 1% 553 5 B SHEL 8 L. R
PORERMAEREIERBE L E2EHRL, 0BLIUCTHEKEEYFIGEES L. wiho
HOEREEMBEHICER LER] LRBEORHT 1T 7.

5. HRF ARG |

(1) MEFEHMEIC L A8 FHEEO—I210%F V<) VIZTEZEL ST 71 V124
BLA:% BUYLBIVERED v 7 (perodic acid Schiff, PAS) $f L, AIfEiconTHl
BRI 1T o 72, ARERRMAMAEL, 10D EOAREZEE L ATEIBL Do
MR e LTERLA, LARERELBELLEOARELBHEN L, BHRELTEL
72, SRERATEILIZPASEEME A v £y L EE D RIKEIC KD B EE 0%, 070 525%LLT, 25
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P H50%ELT, 50 575%ELTF, 15051006 T O b D% #NF10,1,2,3, 4L 2374
LIE—A 27 DAREMEE T £NFNNO, N1, N2, N3, N4 (#%50f8) &L, DTostas
THEEE R T 272,

AFRMAEIE(LA 37 =(0XNO+1 XNI1+2XN2+3 XN3+4 X N4) / 50

(2) REMAGREICIIME  BABO—NOHEEERE FIA4TAR - T T8
HLzzn-AFH LY FER, 74 A5 2 PTissue-Teky 27 4 (Miles, Naperville,
USA) 12&DeumicBE) L7z, MRREFEO~ —% — & L THPCNAYIE (Leinco Technologies
Inc., St. Louis, USA) , HIK - <7077 — UOME#IIEE L THRED-1H4 (gG1, BMA
Biomedicals Ltd., Switzerland) , ') ¥ /S8R~ —% — & L THICDSHIE (1eGl, Cedarlane,
Ontario, Canada) % V> T & 4 Bl #HE 7. 30O A4k BEL e {ERIRE % SR 3R
BB 7: 0 D TR, 612, A VYT UETLA LAY (fluorescein isothiocyanate,
FITC) $REEHL 74 FIgGHiiR, $1T v MeGHLfF, $F v FC3HifK (Organon Teknika -
Corporation, Burligame, USA) (240 74 F1eG, 7 v MeG, CIDAIEADITER0: 2L,
1 BE, 2. hEE, 3 BELEOIARB CEEEMIITE LY aTEL ..

(3) BEFEAMBIC L BIRE | BHBO—HII25% 7 VI — VT LT FIZTHREZE L,
49%F A I LAIRITTHERBERE Lok, TRy 7812 (SRS, SR (CfaHn Lty L, B
By Zo— 0, JIUVERRICE DoESE L otk BYSEMSE (HTH600E, HX) THE

L7, . ‘
(4) MCAF/MCP-1 D REMBFENIRE | "B RET OMCAF/MCP-15E BT S si@ mr 1o B
W TIIMCAFMCP- UK Z W 7T EF o —EFF o TRA ) T+ 2T 7 7 —F
(Alkaline-phosphatase conjugated avidin-biotin complex method, ABC-AP) #£ (Vectastain
ABC-AP kit, Vector Lab, Burligame, USA) 12X 2 S0EHER I ZTMEI LAY . &, N
RETND) 7+ 2777 —EEEIZ LIV —LRmic hEZEL 7.
6. |MAR, WHEREESE, 7L T7F= 0l
R — T4 IR L2 R O — 3% Al T200X e, S0, il Gt LI 73
eRELLRE, LEZ-70CTAZE CRELL. REABEIY O Ao —LL vy FiEioT
Mg Lzt REEIZ4BEEEE L LTHRLA, MERESEE (blood urea nitrogen,
BUN) , 7 V7 F=VIZEEENE (B, HFE) KLoTWEL:.
7. BRFMCAFMCP-1DHIE
OB 7 — VT4 ER L RO—E % Vv T200X g, 59/, ZiRTHE.O LIRS
eBRE LM, EEE-0CTHEE TRIEL 7. BIEIRELISAIEIC X D fTo 7. FER<
A 2707l —F% ) (Nunc, Roskilde, Denmark) (2315 v P MCAFMCP-17" AE /J & 00—
TR AL, ABEMAACT—MRE S22, &7z Ve k@ L2, Iy b
MCAFMCP-17 R 70—+ Lk E M. BEREDE, TLVAIV T+ AT 75—
BRI ¥ FLeGY FHAEEME, IMYIY /=73 Y (pHIS) (Z1mgmlY) ¥ Bp-=
PO 72— VeI L EETHBE S, BRE, wLF T LA M) —F— 2 THERE
(405nm) ZiiTE L7z, 7% BEEREIZ40pgmITH 7. REE DY T—HMCAF/MCP-1
HEE L LTEL .
8. HEEtaLEE



ETER O B HIIE D 2 v iR %E, Wilcoxon singned rank #87E 3 & (FANOVARE TIT o 7z,
fafgeR (p) H0.05L T2 b o THBECHE L. 2B, BEIIFY RIS R pe
1. HIMCAF/MCP-1FUho EALFEENH] © #l# 2 Z v P MCAF/MCP- 1 i B RIFTEIC IR
T AR LiEEE R L2, F72, FIMCAF/MCP-1HTA L IR MR IR T v §
MCAF/MCP-11235F 5 hfliEHE % 7R L7, BT FHMCAFMCP-191F (IgG& LT
100pg/ml) (FAHLZ T v FMCAFMCP-1 10ng/ml (I E100%F1) DFE(LIEHEZ 50 %0 L
oS, EEY FGIlRIRNR RO -7 (E1) .

150

1
100 L ' l

50 1

Oﬂ
MCAFMCP-i | 2 3 4 5 6 7 8

(ng/ml) 0 [ 10 100 1O 10 10 10

anti-MCAF/ control
MCP-1 Ab 0 0 0 0 1 10 100 1¢G

(ng/ml) 100pg/mi

Cell Number/field (:x400)
|_|

2. PUAEMRIE M 2 O ES | YRR R B R 25T LcE £ 7 v F T
MCAF/MCP-1PL/EE 55, WEBEO Wb REREEERISHE » 728tk 0 7 7 FlgGitH &
Wt T v FeG, C3 LEEEDMIRILE SF — v ERL, FEEWFHLTS 74 F1gG,
Sy FgG, C3DLBIIVTNOMBHEICELRORP o7, ~

3. EE1 AR EEERE A EREOPMCAF/MCP- 1P REIR 512 & 5 RE
(1) FeZTameEis L 250 | FRBECIIEARE S HEITARKEBIIBWTERME, %
EMBEEETRO- (FEL1) . —F, BEAEER, FIMCAF/MCP-1HUKE BI#HSH TiEE,
A - X EET v b EFRE, REREANOBEREBIIEETH Y, EAEETE
WDl otz 2510, HRECIIEASE BB LBV TEHLENER, BIEHRE, +
BB e E L. —F, EBETRE X CEREREIIE LERE O PIMCAFMCP-151F
HEHSID L > TEBIIREL 2. AFEREMEE, PCNA, ED-1EEMIEE S L UFCD8
A ORS T, SRENEAEREIHERLU6 BBICBW TRIKEARMEE,
PCNAMS AN, ED-1BMEHAEOVTRLHYEE T v MIEL TEINL T (wihd
p<0.01) . 7, COSEMMMIIEAEEIABICHMLALND (p<0.01) , 6 HEITHE
-8



WA LTz, —7, SRIREABAME, PCNA, ED-1IBMEAIIEII VT4 L B Ao rs
MCAF/MCP-1LIF RIS L » TERER 3 BE, 6 HE LD ITH30%80H & iz,
CO3Z AR RE OIS SN o7: (R1) . BLAERI4H B OB TILBIE S
%, SRERMEPIPCNA, ED-1BHEAIR S I B T b S A S i MCAF/MCP- 15 L ELE
XS BROBICEEEZRO Lo/ (BIRMHZ, HIMCAFMCP-13 ki 5.0
0.12£0.03 ; xfFBEF, 0.18+0.03 | PCNARGIEMIAEEL, HIMCAF/MCP-1HiKiE 58, 3.0204/

AERAR ) ATHERE, 2304 SRERME D ED-1MHAREL SR, SUMCAE/MCP-13LAS 50, 4.3+07
[FRERIE  ATEREE, 4.1£0.6 SRERR) .

Table [. Inhibition of pathological changes in the early phase by anti-MCAF antibodies.

Day 3 Day 6
Nomal rat
Control [pG unti-MCAF Ab  Control lgG  anti-MCAF Ab
b a
Crexcentic formution % 0 133210 FAIES R IWVESS W EL3
Totl cell number hEE- B REY=1.) S.62.0 b 136,462 nsdx6 *
el sfglomerilus
4 I}
PCN A-positive cells 1LR=05 4.1=0.2 2902 69202 47203
wells/glemeralus .
) h i}
EX Lpasitive cells - LR 11 =42 7.2240.1 [N ENE DX i)
cells/glomerulus
CDB-posilive cells n2z0m 2.7=02 2400 1A= Li=nl

cell/glonerulus

Values are piven iz 2 SEM,
Stanistival sitlyses ane heved i bifained 1o el ANOVA W i Pl 0% b PRI compansd o eontenl TG inzatad rais

(2) n;-J BT & B G L v B E C B T U Ty b TSR R R i g
EORIGIIRBO LN o7z, FIRIEES6 HBICB W TIE TN TOABEEE UL gt 2Bl &

TR, & CITERM I MLER M I O S R AR BB I 28 TRl & 2ol BB 72, — ), 4l
I HUMCAF/MCP-1HLR B 115 5.8 T 1R SRR R B Effﬂ'ﬁtt@:ﬁlﬁdilﬂ%fa&b, I E TR
ELLERR I IZ BT LRROBMEIZRETH - 12

(3) MCAFMCP-1D %M | " 4452 3 B H OB TOMCAF/MCP-1 D58 % 6 55 4138
FFAVIZEFAM L 72, MCAF/MCP- L ATRIKN, MUEPIRANG, FRAE LRl 5 & O e
RICBHETH o7z, S0, REMABEEIZHAVHT v PMCAFMCP-17H ¥R 70—
TP T3, BEOHBEZ T v FMCAF/MCP-1% BV 7= UL Tl AT R 3k
L, CORBEHRIIMCAFMCP-1IERWYTHAZ LA LY, ABIEES v F Tl
MCAFMCP-1 5B B TH o 7. |

(4) ZERRICHT 2B RELRHTIMCAFMCP- A ER RS 0OME  FET v FOER
RiZ125%1.0mg/HTH o7-. *BEOIBL UV 6HEOEIRIFERE ML (3 HE,
324x68mg/H, 6 HE, 448x72mg/H, FhEFN, p<0.001) , BEEREON
MCAF/MCP-1U45 510 & o TEBRBEHIZIEE 5 v FOL RVICF TERICKE L2 (3
HE, 12.9%t3.0mg/H, 6 HEH, 15.4%35mg/H, TNFh, p<0.001) (H2) . SLEEL
148 B ORE TIZVIMCAFMCP- 1 LA E S H B L UHBECHEEEY T o2 (1

-9-



MCAF/MCP-1HU 4% 558, 78.7+24.8mg/H ; *FFBEE, 59.4+129mg/H) .

p<0.00
1
p<0.001
607

" p<).00] p<0.00 ]
%:
= 507
= -
=) 407
B
2 .
X 30
g
=
=%
g
§
£
=

anti-MCAF/MCP-1 Ab  control IgG  anti-MCAFRMCP-1 Ab  control I2G

Control Day 3 Day6

(5) BEHREERIIMCAFMCP- LB EIZE 2 L 2 B OB RE B X USRERRL
IR R B RENCS6H H OMAE R S OISR R % & 5 & 3 REECIABRETI{L 2 o
7 0.95%+0.19 EEVARBEFIELEERD 2. L L, BRAEREOHIMCAF/MCP-13 45 [
SAZ & D ATRAEECITABREELZ 27 0472006 EBZIHEB SN, XS ERRELEK
FEORSICL > THEICGESN:. WEETIIBUND LR, UBE 7 L7F=> 217
7> ADMTT RO, PN 12 X » THEReDI LA S (22) .

Table 2. Improvement of laboratory dala and glomerulosclerosis on
day 56 by anti-MCA F/MCP-1 antibodies.

Admunistration on day o

Control 1eG anti-MCATF
Urinary prolein 5
(me/24 hours) 1737 £ 224 635+ 332
24hour Cer b
(ml/min) 0.9 4 0.10 1.23 4 008
a4
Blood ureu nitrogen
(mg/dl) 332+ 20 245+ 26
a
Glomerular sclerosis ’
095+ 0.19 0.47 £ 0.06

{index/glomerulus)

Values are given as mean = SEM.
Statistical analyses are based on unpaired 1-test or Wikooxon singned runk test: a, P<O3, b, p=0,06
compired to control IgG-treated rats.

(6) JREMCAF/MCP-1D&E} | EH T v b DR EMCAF/MCP-UEE IZ R EREL T Th -
2. BREERZDRFMCAF/MCP-114 3 HHI2785+588pg/H L ¥8iNL, #D#268+187pg/
BACEA LA, 14HE ES6HBICBUBMUE (FR2N391+250pe/H, 365+292pg/
H) (H3) . —F, BREEMIMCAF/MCP- 1514 ME B#% 5 B TR FMCAF/MCP-11% 3
HH2374+715pg/H, 6 HES560+350pg/H, 14H H1242+683pg/H, 56H H 1611+1093pg/
HEWMBELEFEDONNS — V2R LD, WThICBWILEETH - 72,
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ERIIBWTEREER ICHIMCARMCP-IHLEHRS 25352 L4 ), BRERE3B
LU6 HEDEBRKIKA, MEFENLEB X US6H BEOEBARRD, B0, AR
fbomwdriEsii, LarL, BREE4HEOERR, M0 BILIIFEE RO %
Porz. £IT, BRER4HEOEARED, MEFHNUET HAIIEE2 2T o 7.

35‘.5)'§4|| 7L I(DHI’JIHHJLMCAF/MCP EIINE N s W st 11 E R B L Y p L

e
RERIANEH O FAEIEEE (48.019.3%) (EXTHREE (69.1+£2.0%) 2L THEL ﬁMM
SNz F7o, HRREAERT HE @AMMQ&MGHM%*&%quME%f il

BRI REEE & FAR T Y BNk ﬁ@%ﬂ%#ot.%ﬁwLMHﬁﬂ VERIE D
PCNA£$C>H>Ww&nH@;iﬂ?#*'rtﬁﬂ e DMIZEzHO R,

Table 3. Effects of anti-MCAF/MCP-1 antibodies on crescentic formation, ED-I and
PCNA positive cells in glomeruli and urinary protein excretion on day 14.

anti-MCAF/MCP-] antibodies administration

control 1gG

onday Oand 7 on day 7
Crescentic formation % g | +9 48.04+93 ’ 67.3£3.0
b
PCN A-positive cells 23404 32406 4.2+0.3
cells/glomerulus ’ ) T o
EDl-positive cells 41406 2.9+05 8.1£0.6
cells/glomerulus R
Urinary protein 59.4£129 54.5+18.8 57.3%5.3

maafelayy
T ey

Values are given as mean = SEM.
Statistical analyses are based on ANOVA test. a, P<0.05: b. P<0.01: ¢. P<0.005, compuredto control [gG-treated rats.
d.P<0.001 compuared to treated with anti- MCAF/MCP- 1 antibodies on day 7.
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—7, BIES5E TIZPCNASL L U ED-1HMIIgE D W b 25 BRI L THEEIC
L7, BREEI4BENDEBRID2EIIZSFS L URBZFSHETEN E£N54.5218.8mg/
H, 47.3£53mg/H TH Y, HEEMDS9.4£12.9mg/HIZHE L TEHRIEBNEFHO Lo
7z (&3) .

INITREMSELIVIZESHICBITS L MAREKEAB LI UERTLEEFTVEEHICE
WRRENOBORREVREES L, TORBRERLRREAZE LTI esmbhTnb
20788 X510z, LUK RHTNF- « PUEA0 4 5 BILEKIEE 2513 5 2 L ARE X
NTWBEDY | WEFRDF A b A4 2 b EEORNIELERIR 2  BREKEEIC o
EMERFOFEESTH ST L —F, BEATVFy L4008, ARR, BEE
MEG VTN DB - v 7077 -V DEMEEFTHAMCAFMCP-1%EL L7, o
EEPILB TS KEEST A P42 (IL-19°TNF-a) OEBRTEFALNEBEREFLT
B E MBS MCAF/MCP-1 % BIRT 5 Z P HRESNTWS P72 | 8542, Kifgics
WTINE TI-1RPTNF- o EBER A F A -7 —TH A LHBELTWAWKYT v hEBHK
TR B 4T 70 THRERES L ORI EMEICMCARMCP-1 28I L T 5 2 L % iRl
ROWCHERR L 72, <R T, IMCARMCP-1HURE AR 512 X WED- 1M HER - w707 7 —
VEEFH30%IFI Sl DEOERIVEKEFVIIBVWTLBRHRTEELEINS
MCAF/MCP-12°ED-1[5 MBIk - v 707 7 —VRBEICEELRHREZ R/ L TW5BH I & HEE
ANz, LaL, SEDOHMCAFMCP-13EIZ L AED-1BHESE - v 707 7 —VREOI
TEh Y 5T e d o7z, 2OMIZL, T30 - ICHRR G- R 90T d » 72 W gtk
BEETELZVLOD, SHF THRE SR TS EERNTOPRIEROKED S I3HkEs
T D Thol-b#ILNE, &I ATIATIEHARNIREESFLIZBVWTYS, i
MCAF/MCP- 13RI BER - v/ 07 7 — VRHEZLICIRITE o2 5,
IR w707 7 — VRBEIZIEMCAE/MCP-1 D & 7% 5 FIL-1 RTNF-a CHEAEFFE SN 5
monocyte chemoattractant protein (MCP) -2,3, regulated upon activation in normal T cells expressed
and secreted (RANTES) , macrophage inflammatory protein (MIP) -1a, 2 E stz
MCAFMCP-1LHD 751 4 » DRSBTS, 255 0-F DB O34 % O ek
REEZ LN

HIMCAF/MCP-131K$% S5-I3ED- 1M ERK - ~ 707 7 - VREZIHT 2D AL 5T 3 H
B LU 6 HEHDAIRAAPCNARGHEMREE bR 2 €72, PCNAIHIREE OG> HM
A TARICBE NI ER CTHIBAIROKETSH Y, ED-IREEK - v/ 7077 —
VDA LT BEBEMIETH B AT XY AR o« FIRHBEMEICLREBT LI L
PHESNTWVEEY | SEEE S N7 FIMCAF/MCP-1HiRIC & 5 PCNAMEERIAE ¥ o
WBHEER - w707 7 —VOREDE L LT 005 REMEOERLE EIH L Ty A ek
AR ATIREEZONS, EIAT, EH~/ 077 -3 74 VYV — LBEEDTW
RA—)S—F Y4 FOEE?Y [T h A T MREEBERTF (platelet-derived growth
factor, PDGF) iz EMEMEFMHESGERF (basic fibroblast growth factor, bFGF) &\ 7z
A Xy AAIANER T OBEEZRET A EBHLNTWE M | SEIOHKREHIBE W
TED- 155 5 WISPCNABRB AT S < P 2 TABEPEMBER LB L2 &k, 2
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577077 — UEHEALEMIC & APDGF, bFGFEEDET &/ LAEMAE A4 v £ A48
DHEFEMH) % b 7-6 LA-WREEDZEZ 5N D, TR 5D HD HBEIHOMCAFMCP-1% 4
Lice oo 77— TVDEELIEZNIZE [ ZFEWTE U A BEAEMBEOERL - BiIoBnT
YERLZRFTH Y, 25 5MCAFMCP-1DINENTIR B D & 72 & 3848 O B EHA M
DBEEDIBEHIFN O FRHTH AEEIRES NS,

ECATRREREFLVOHFHE L TRESNTWA L 29 CDSBEMETY ¥ /S A EAIR
(B8 L TIEsT BB L FIMCARMCP- 1Kt 51 L OFICE2 B o7, THIET
MCAF/MCP-1DHEREMICBIT A T ) » SEREHEFRE SN TV 227 | 2@okstH
LizA &b IDEFNIZBVTIEMCAF/MCP-112CD8ME: ) Bk DR E B E T 2 &
ZRFTRNWIEPHEMSI N, SHICCDSBUTHEEICELIEALREVE DDOERE
DEEPHBEN LUENZ NI LY, ZOWKYT v MIATEEEBH AR L
B ACDS T NESII OV TIE R S IIRFILELEZ LI NS,
KIFFIZBNTHEETREFRIIWKY T v MIABAREEBERAHB AT IO
MCAF/MCP-13ifFME#HxSI12E ), 6 HEZ TOBEAREZELICIFIL, »256F B
THRENENREZRE LA THS. FE, ETHMSERICIBVTLRBMEEN T 4
te LA R 2GR DRI EASIFIFFE S ITEI & T B Y PIMCAFMCP-1 Hikic & b -z dlm o
ZALDHIR S NATREREL oS, ZOEF L L TMCAF/MCP-1138Ik - w207 7 —
PhoDT AV~ LAEEORFWR A —/—F XF A FOBEXHMT A2, 8512,
INODFUWIERBEOWEIIMZ TEFEARARB L U LEAR*EE L ELR % HR
LoBI e EaNTEY, JIMCAFMCP-IHIKIED» 22 HER - w70 77— LDkl
Mz L TEH LA NSRS L2 ATH MUERE R 2 9 7 4 F AR ERRE 4%
TETIWIIB T PUIL-SHIHAT LA O /L g8l A 2 o A RBA 2L 05 2 &
PHRESNTBY"Y, PrEr2EERIFNLBFTRITHTHLLODTTH A ¥ HELRREH
RIS EBEND 52 WIIHENIECES L TVwAI EEZRTINDEEZ LN S, X508
BERFOVIMCAFMCP-HEEA S LY, TOEFLCTELL56H BOELRE, BEfE
BT B LURREA(L2HIR SN 2 &, REO< 7 07 7 — i L AR 10y 2 5
HBERET O TETEESNLIPIATH S, BT ABORAKRD BWVITFNIZET
BTNT IV, $- b7 X272y, )ERER, #EL VoS ITEENIZH B T,
MCAF/MCP-1, T F&) -1, PF YR 74— 3 V7 RERTF (transforming growth factor,
TGF) -p, {&HHE, 54V —ABELEOERFEEME %4 L CARREFE(LE L O
BRELELZILIMONA LN | BARFD L OATREDIBHEREF
ThrLELILL, SROEFIIVPOEAROTLL2IFINREIC 7 2 BHREEICE
ERNMER L7 RIS S,

& A TERFFEI BV TRANDOMCAF/MCP-1HE# 134 BBEE It~ THIMCAF/MCP-1$14k
RGHETHENMEMER L. JOEKCHE LBRERE RS SN/ JIMCAFRMCP-1H1ED
It A9 A T4 b (unpublished data) , #HH i1 MCAF/MCP-1/4TMCAF/MCP-1#i
BHEEEPRP IS SN 2507 BEL TV AWTERENGETE L2\, LaLids, 3
MCAFMCP-1HLIERIZ G ICE DTS hDATF 4 T 7 4 — v 7 24 LBEFTO
MCAF/MCP-1EEA DI L7- TRt bl s b, EB, JIMCAFMCP-13ifkiZ L 5
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MCAF/MCP-1DmRNAZRRERE I ME SN TE DY | AR TEERTICEE S,
MCAF/MCP-17°#1 72 e MCAF/MCP-1 DA X EREDH 5 VI HERICHIRIT 5 L 5 e E45S
D, IMCAFMCP-1HERZDRT T AT 74— 8w 2 #¥ElL7- 72001 5 :
MCAF/MCP-1EEE DG L 72T el E 2 515, T O S 7-MCAF/MCP-1D/E, &
CIBEEREADHSICE L TS BRI REEEEEI S NS.

B LIZHIMCAF/MCP- 1L %2 SO 12y A 4 VIEEOBRICA*E2 2  TiEE 3T~ &
Rz, MYHEORBIIB W TEAERERB LU 7 BB OS2 IMCAF/MCP-1 Hifk % 5.
L T & HPIMCAF/MCP-1 Hifk & & (35 L 2 Wi BEEIC L LED-1, PCNAMEMEMNE o % B AP

~DOEEIE, ERARBIRRIZES o788, 7 HEHOADBEIAES TIEED-],
PCNARG MR O AIKEANDEBIIL LABEL S TH 5. T NITHMCAF/MCP-1 Hiik

EREEREICES T 5 EPBRIGIIIEFICEETH LI L2 RTHRTH b, B4k
RIEZDDOMCAFMCP-1% AL 7B - v 2707 7 —VRE, EH{LFIBEAREE, ERICE
SERLGME 2L TR IEETEL TS, JARAREBRENMAKICILES v FEAAKE
BEE RISTLARFERERN RS EZ» SFPHROBE 2 HLICELESER S (8]
), Jv FoOyuEELS, REAEORELHEDTNMZ ML TELIEHT S (E24E) .
7 B B ®ADPIMCAF/MCP-1 Hifk %% 5 TIXHEL - w2 07 7 — SO - iE8A{L 250
END LI L - TEVHEDOBEREEOEIANEN, 148 HIZED-1, PCNAR MG O 1N
CROLRRENHL. /2, BIK . v ro07 7 —-Y0RE - EM{LIZIEMCP2, MCP-3,
RANTES, MIP-1a, 37 EDMOEAFIHESLTEBN, BLAREERZIZMCAFMCP-1D{ER
AT A LI 2T, THASIHE - w07 7 — SR - T LI AL T
DIEHIG R 2 FHEL, ED-1, PCNAGHEAZOR MMM IE5 & LiEls s,

AT BWT T v bW £ dtH - B IZ BT AMCAFMCP-1% f L 7T %%
BHOHEIK - v~/ 177 — ORI  FELOEER &, HIMCAFMCP-1IIA % BV 734
ENA VEFEEOFBESEH I N, SNUEBROBY LRI TN 2 TH S
MCAF/MCP-1 & ISR i 15l 55 2 & TR OB R AEOFHERO L & TX S 5T
MEMZ/RIFIREEZ OGNS, 4, MCAFMCP-1%2IZ L E LTy EA 4 28 E LA
LT E0A CEDIRBMEE OB LTRSS NE Z LA E 5,

2 i
MAREERBEENAZzHOCCER LTy MEAAEREERE RIS v ¢
MCAFMCP-1 V¥R 7 0 —F LV HfilEzHET 2 LICL NER - w7077 -V 0RE -
(i 7 TMCAFMCP- 1D RENZ DV THRET L, TSR % 2 7-.

1. BREEFOFIMCAFMCP-1 Jifkiz5ic L), Bk w7077 -V DR - &ML
PIHI SN, BEREHOEQROTEE LI & B ERROBH 23R 7.

2. BREEREOHMCAFMCP- #5131 B RERES6H BEOAIEKMLZHEL, B
HEELREFL 7.

3. BREE3 HEOAIRE, MENEMIE, RMAE FEMRKIZS W TMCARMCP-15%3]
HREAMFIIEFE S 1, FREPEMCAF/MCP-1DHE N % 526 7.

4. BREERB L7 B HDE2EOHMCAF/MCP-1 HifA S I BE & LB L2 B
TEREIZE #3E0 724, EHAR, ED-13 L UPCNABEMEEII BV TIIELZBDO L o 7.
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—71, BREER T HHOFIMCAFMCP-1 HLAFRS 128V TIEARF NS EEE <, BED1
% HUIZPCNARG ARG DIE N % 82 72,

5 [ SCER

1} ChurgJ, Bernstein J, Glassock RJ. Renal Diseases: Classification and Atlas of Glomerular
iseases, 2nd ed, p133-135, Igaku-shoin Ltd, Tokyo, 1995

2) Kawasaki K, Yaoita E, Yamamoto T, Kihara I. Depletion of CD8 positive cells in nephrotoxic
serum nephritis of WKY rats. Kidney Int 41; 1517-1526,'1992

3) Nishikawa K, Guo YJ, Miyasaka M, Tamatani T, Collins B, Sy MS, McCluskey RT, Andres G.
Antibodies to intercellular adhesion molecule 1/lymphocyte function-associated antigen 1 prevent
crescentic formation in rat autoimmune glomerulonephritis. J Exp Med 177: 667-677, 1993

4) Rollins BJ, Stier P, Emst TE, Wong GG. The human homologue of the JE gene encodes a
monocyte secretory protein. Mol Cel Biol 9: 4687-4695, 1989

5) Yoshimura T, Robinson EA, Tanaka S, Appela E, Leconard EJ. Purification and amino acid
analysis of two human monocyte chemoattractants produced by phytohemoagglutinin-stimulated human
blood mononuclear cells. J Immunol 142: 1956-1962, 1989

6) Matsushima K, Larrsen CG, DuBois GC, Oppenheim JJ. Purification and characterization of a
novel monocyte chemotactic and activating factor produced by a human myelomonocytic cell line. J Exp
Med 169: 1485-1490, 1989

7} Brown Z, Strieter RM, Neild GH, Thompson RC, Kunkel SL, Westwick J. IL-1 receptor
antagonist inhibits monocyte chemotactic peplide 1 generation by human mesangial cells. Kidney Int 42:
95-101, 1992

8) Rovin BH. Tan LC. LDL stimulates mesangial fibronectin production and chemoattractant
expression. Kidney Int 43: 218-225, 1993

9) Schmouder R, Strieter RM, Kunkel SL. Interferon-g regulation of human cortical epithelial -
cell-derived monocyte chemotactic peptide-1. Kidney Int 44: 43-49, 1993

10) Stahl RAK, Thaiss F, Disser M, Helmchen U, Hora K, Schloendorff D. Increased expression of
monocyte chemoattractant protein-1 in anti-thymocyte antibody-induced glomerulonephritis. Kidney Int
44: 1036-1047, 1993

11) Tang WW, Feng L, Mathison JC, Wilson CB. Cytokine expression, up-regulation of interceliular
adhesion molecule-1, and leukocyte infiltration in experimental tubulointerstitial nephritis. Lab Invest 70;
631-638, 1994

12} Rovin BH, Rumancik M, Tan L, Dickerson J. Glomerular expression of monocyte
chemoattractant protein-1 in experimental and human glomerulonephritis. Lab Invest 71: 536-542, 1994

13) WadaT, Yokoyama H, Su SB, Mukaida N, Iwano M, Dohi K, Takahashi Y, Sasaki T, Furuichi
K, Segawa C, Hisada Y, Ohta S, Takasawa K, Kobayashi KI, Matsushima K. Monitoring urinary
levelof monocyte chemotactic and activating factor reflects disease activity of lupus nephritis. Kidney Int
49:761-767, 1996 :

14) Yokoyama H, Wada T, Furuichi K, Segawa C, Shimizu M, Kobayashi K, Su S, Mukaida N,
Matsusima K. Urinary levels of chemokines (MCAF/MCP-1, IL-8) reflect distinct disease activities and

-15-



phases of human IgA nephropathy. J leukoc Biol 63: 493-499, 1998

15) Better M, Chang CP, Robinson RR, Horwitz AH. Escherichia coli secretion of an active chimeric
antibody fragment. Science 240: 1041-1043, 1988

16) Yoshimura T, Takeya M, Takahashi K. Molecular cloning of rat monocyte chemoattractant
protein-1 (MCP-1) and its expression in rat spleen cells and tumor cells. Biochem Biophys Res
Commun 174: 504-509, 1991

17}y Krakower CA, Greenspon SA. Localization of nephrotoxic antigen within the isolated renal
glomerulus. Arch Pathol 51: 629-639, 1951

18) Wada T, Yokoyama H, Furuichi K, Kobayashi K, Harada K, Naruto M, Su S, Akiyama M,
Mukaida N, Matsushima K. Intervention of crescentic glomerulonephritis by antibodies to monocyte
chemotactic and activating factor MCAF/MCP-1). FASEB J 10: 1418-1425, 1996.

19) Wada T, Tomosugi N, Naito T, Yokoyama H, Kobayashi K, Mukaida N, Matsushima K.
Prevention of proteinuria by the administration of anti-interleukin 8 antibody in experimental acute
immune complex-induced glomerulonephritis. J Exp Med 180: 1135-114, 1994

20) Wada T, Yokoyama H, Tomosugi N, Hisada Y, Ohta S, Naito T, Kobayashi K, Mukaida N,
Matsushima K. Detection of urinary interleukin-8 in glomerular diseases. Kidney Int 46: 455-460, 1994

21} Camussi G, Tetta C, Bussolino F, Turello E, Brentjens J, Montrucchio G, Andres G. Effect of
leukocyte stimulation on rabbit immune complex glomerulonephritis. Kidney Int 38: 1047-1055, 1990

22) Mulligan MS, Johnson KJ, Todd III RF, Issekutz TB, Miyasaka M, Tamatani T, Smith CW,
Anderson DC. Ward PA. Requirement for leukocyte adhesion molecules in nephrotoxic nephritis. J Clin
Invest 91: 577-587, 1993

23) Ehido J. Go'mez-Chiarri M. Oriti'z A, Bustos C, Alonso J. Go'mez-Guerrero C, Go'mez-Garre
D, Lo'pez-Armada MJ, PlazaGonzalez E. Role of tumor necrosis factor-a in the pathogenesis of
glomerular diseases. Kidney Int 43: Suppl 39, $59-S61, 1993

24) Baggiolini M, Dewald B, Moser B. Interleukin-8 and related chemotactic cytokines-CXC and CC
chemokines. Adv Immunol 55: 97-179, 1994

. 25) Jones ML, Mulligan MS, Flory CM, Ward PA, Warren JS. Potential role of monocyte
chemoattractant protein 1/JE in monocyte/macrophage-dependent IgA immune complex alveolitis in the
rat. J Immunol 149: 2147-2154, 1992

26) Kurki P, Vandelaan M, Dolbeare F, Gary J, Tan EM. Expression of proliferating cell nuclear
antigen (PCNA)/cyclin during the cell cycle. Exp Cell Res 166: 209-219, 1986

27y Lan HY, Nikolic-Paterson DJ, Mu W, Atkins RC.Local macrophage proliferation in the
progression of glomerular and tubulointerstitial injury in rat ant-GBM glomerulonephritis. Kidney Int
48: 753-760, 1995

28) Johnson RJ, Iida H, Alpers CE, Majesky MW, Schwartz SM, Protzl P, Gordon K, Gown AM.
Expression of smooth muscle cell phenotype by rat mesangial cells in immune complex nephritis. J Clin
Invest 87: 847-858, 1991

29) Nolasco F, Cameron IS, Harrley B, Coelho A, Hildreth G, Reuben R. Intraglomerular T cells
and monocytes in nephritis: Study with monoclonal antibodies, Kidney Int 31: 1160-1166, 1987

-16-



30) Carr MW, Roth SJ, Luther E, Rose SS, Springer TA. Monocyte chemoattractant protein 1 acts as
a T-lymphocyte chemoattractant. Proc Natl Acad Sci USA 91: 3652-3656, 1994

31) Johnson RJ, Couser WG, Chi EY, Adler S, Klebanoff SI. New mechanism for glomerular
injury: Myeloperoxidase-hydrogen peroxidase-halide system. J Clin Invest 79: 1379-1387, 1987

32) Nathan CF. Secretory products of macrophages. J Clin Invest 79: 319-326, 1987

33) Burton C, Harris K. The role of proteinuria in the progression of chronic renal failure. Am J
Kidney Dis 27: 765-775, 1996 o

34} Wenzel U, Schneider A, Valente AJ, Abboud HE, Thaiss F, Helmchen UM, Stah] RA.
Monocyte chemoattractant protein-1 mediates monocyte/macrophage influx in anti-thymocyte
antibody-induced glomerulonephritis. Kidney Int 51: 770-776, 1997

The role of monocyte chemotactic and activating factor/monocyte chemoattractant
protein-1 in rat experimental crescentic glomerulonephritis

We investigated the pathophysiological roles of a potent macrophage (M¢ ) chemotactic cytokine
(chemokine), monocyte chemotactic and activating factor / monocyte chemoattractant protein-1
(MCAF/MCP-1), in an animal model of crescentic glomerulonephritis. Administration of a small dose
of nephrotoxic sera induced severe proliferative and necrotizing glomerulonephritis with crescentic
formation leading to glomerulosclerosis in Wistar-Kyoto rats. To clarify the role of activation and
infiltration of M¢ in glomerulonephritis, we administrated anti-MCAF/MCP-1 antibodies.
Anti-MCAF/MCP-1 antibodies decreased urinary excretion of protein on day 3 and 6 to normal levcels.
Anti-MCAF/MCP-1 antibodies also decreased the number of M¢ in glomeruli, crescentic formation and
the fusion of epithelial cell foot process in nephritic rats. Furthermore. anti-MCAF/MCP-1 dntibodies
remarkably reduced glomerulosclerosis and improved renal dysfunction as well as the amounts of
proteinuria on day 56. MCAF/MCP-1 protein was detected immunohistochemically in glomeruli,
vascular endothelial cells, and tubular tissue cells in the injured kidney, but not in the normal kidney.
Urinary excretion of MCAF/MCP-1 significantly increased in nephritic rats, especially in
anti-MCAF/MCP-1 antibodies treated rats as compared with normal rats, or control IgG treated rats.
Furthermore, to clarify the effect of MCAF/MCP-1 on M¢ activation after the induction of
glomerulonephritis, we administrated anti-MCAF/MCP-1 on day 0 and/or 7. The serial administration
of anti-MCAF/MCP-1 antibodies on day 0 and 7 did not reduce crescentic formation, PCNA- or
ED-1-positive cells as compared with those of the single administration on day 0. The single
administration of anti-MCAF/MCP-1 antibodies on day 7 increased PCNA- and ED-1-positive cells as
compared with control IgG treated rats. These results suggest that MCAF/MCP-1 essentially
participates in the impairment of renal functions associated with crescentic glomerulonephritis by
recruiting and activating Mé in the early phase. The intervention of MCAF/MCP-1 would be a key
treatment of glomerulonephritis in future. |

Key words  crescentic glomerulonephritis, rapidly progressive glomerulonephritis, MCAF/MCP-1, -

monocyte/macrophage, chemokine
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ERBRAEFNVICBITESENA VB AS TRy 04 VEEOEBNMET L LT
Wistar KyotoF v F 2381) A HGBMITAE £ % HW T, HIMCAFMCP-IEEEN R
gt L7z, HIMCAF/MCP-1HA = FIGBMELE & AR S T4 Z C X Ny~ a7 7 — ¥
BEO25%E & FEASREREQOIHIZ b2, BECHRB F TOEERIG 2EFE L.
& HIIRESOH H OBREEET % o IR ERMEE(LD 2 DFE@EiRSIC X ) #pf| s 7.
—7, BEERT O BICHIMCAFMCP- 1A EZ MEH 5 \WILBINRS Lzns, BERTH
HOAOHEESETIIBAEREUIBIIBITA R/~ 07 7 — VREMITBE &L 1
BLTHECEMLZ., I DB AR CEAS NLAMCAFMCP-12%, B RBSERHOE -
vru7r—VRE - EEEENLTERAERMTRORE - ERABICEEHE % X
72LTWAZ EDHER &N, X5, BEIOHMCARMCP-1FLMEZ & DB LD R AN
Lzo ek EHh A 2B FETAHLWEROEENTR SN, 61, ¥ M
RICBIAYEIA VEREESRTFORST L L TEEBTRIZBITSHIL-8, MCAF/MCP-1,
Eotaxin & CD62p (P-selectin), ICAM-1% TR ME(L % o IS EERERENMAE ICL DR
HEHWIEME (M) RELHEE L. RPMCAFMCP-HE L — 7 2AF % (WHOIV E) 7%
LUIEEDREL Y ET L ABREICB VT LR L, RAUE L& %P0 IImRNA T
LI EERBAFER SN, 5 IAIKEKICBIT ACD62p, ICAM-1 L IL-3FRIT B MEE
Haft) SHPEAREREIBVTEL, ThEFTLATEESTOMEL NIV TOHH
MARD bz, B SIZHBENOIFREEE RSBV TR PEotaxinD M A Rz, T &
D MZBOTHYED A BB WIEAPHEGE T-OMW G ZEIR AN EE X HRN T

BT, EARARESESMEES 86:689-694, 1997., Yokoyama H & Wada T, Nephrol Dial

Transplant14 [suppl ]; 39-41. 1999)
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