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Aiming to Inhibit the Progression to Renal Insufficiency
— Forty Years Together with Rats —

Fujio SHIMIZU

Niigata Seiryo University

Abstract

Masugi nephritis, induced by Masugi et al, demonstrated that immune reactions in glomeruli
caused renal lesions. It was induced by injection of heterologous antiserum produced against
whole kidney homogenates. In order to analyze the responsible immune reactions causing renal
lesions, two methods were applied. The first one is the approach from the antigenic side, that is,
the purification of antigen used for immunization and second one is from the antibody side,
namely, the application of the advanced technology for monoclonal antibody (mAb) production.
The group of the author succeeded in producing two kinds of proteinuria inducing mAbs, anti -
thy - 1 mAb1 - 22 - 3 and anti - rat nephrin mAb 5 - 1 - 6. Using the latter, we analyzed the pro -
teinuria mechanism and suggested the importance of the slit diaphragm in keeping the normal
glomerular permselectivity. Succeeding in cloning the rat homologues of podocin as well as of
nephrin, we demonstrated that such slit diaphragm - associated molecules are intimately related
to the acquired renal lesions too. Initiated by nephrin many new functional molecules associated
with podocyte function have been reported and such a complex is regarded as playing the roles of
signal transduction, essential for podocyte biological functions. These molecules are targets for
trials to prevent the proteinuria resulting in the amelioration of the progression of renal lesions to
the irreversible renal insufficiency.

Key words: Masugi - nephritis, monoclonal antibody, proteinuria, slit diaphragm, podocyte (vis-
ceral glomerular epithelial cell)
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Z DEALTHFE TORMBEHNE I 2005 4 10 A#HE
Me& Ay b THEINZE 5B HAFHES
HWEFEMrASICB ) 5 2 RiFHE “FRKRERFRE
IZRTEREROBRE I—-HFELELEZD
DTh5.

EBRERDOER L H X 5 BIZ2E &L 1930 F
ROD IZTFHEAAREZEE O BIE = H37IC
KO TEEERFEICRER IRV, BIWA Bz
X7y b)) OEFRAEHMB (FIAEYHF) I
HTELTZDO BHERNABMES AR5
5ZLICED ADEEBE LVIERBERIED
BRELCh IO FEREICEDIL - BREE
NERINEZEPHLNZEIN ZOFEER
iE FRAIIARFERR L D UT, NEDORERIKE &
N—HOTUVLF —EREL D Z & aik A HEERIC
LD ERT A DD LiEs LIFITHIE
NTWs. BELOBREBOMb-oTL 5L
IZBbihb.

RUZOBZERIZZORL -afEl cCEE X

BIRAVP O RTAYLERERIT L HIIEE
ICRBEA S, BORERFSVE 2+ B X
TR WERHHIZ, WK A B4 212572 > Tl
MEE OB MEDOZHHE L0 5 WbIXIEEHE
RARERAFEPHOWONZZ LA T, 2hi
ANE LU =z [ERROPRERFEM 2 E T 5 BOHEIC &
5t FE%H (Goodpasture FEMRHEE) DFHD XA
EHICZO/BICIHEE 2T DEEbND.
ZDHT=0) DFEAEERIBEOBRIEICL 26N 5
MEHPZ N BB 40 4F — REX ¥ %Sk
FHERY LELT “BEORLADES IO
SREMERE K. AR TRERICEBZ0ELVET
B HRXD S TED L 7-38220, horror autotoxi -
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DBRED, LU, BALENITAILEZ L
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—F, DRIFANSENRLTWEFE L L TRIE
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Complex Glomerulonephritis)” Ot&ETH 5. Z
NIEPFEOEA 2R THERBEE A, BRE

LU CHERREMIHRNGREA R E N5
7, FA DM #FzT L ZOBEEHITEERDE
WL RIC K 208 = Rh, WINPICEEE52
Ly, FEBREEH S B O BEIA H R
12k ZOEASEPERERMBIZIEE L CHETIZE
FEMIEORE AR LERISER T2V TH
5. BEED Z DHE O KT T & - 7z Dixon 2 5%
FEERBEIC L DRIET 2B ROKESIEZ O
Pl T2 LFRLAZZE BB >TKED
RIFAND LI AL LS. RURKGRIZIER
FARR TV ORERE & RBRIICETET 2 Z 213
RS % WD 7=, B 7= & BRORE L EH Xz
PO L EFBREEREO L L ICEAEENE LR
RENCERR IR TE AV E I ERE R
TR ERD W 72, ZOMEAENICEE AR S T
R FERBREZHBOREIC D60
ZHERITTHAKRZFZEIRIT “DWEREKEKE L%
ROWBEHEIZE, W E»rd Prvicksbhn,
U2 Lk U TR, RMIE, P E7 L TIER
W, e &L "R (voian)” & U TDIRASMBE
BOTRENEAI N LIGHFIN TS D,
EZATE D —DORBZREICKDER
M7= EEBERDREH Heymann FHE Y TH 5.
ERBIEEPNDOIZHRBIZLELEDTH
BZLILT, ZhIZHEREBEICLDERLSh
7z, BENE S IZHIRE L TEEBIfEibh T
D, BIEVHEEEE %, REPEEEEDETIL
EINTVE, ZhAS6DEFNLEHWTEILK
RE - WRIK & R 5 720 D F ik U CIRBUREID
5O PR RD 5 DB NE L END. Bl
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LR —RENBRBOEMNFHFELEAL TOE
TRNGED 57z, I3 PRE 2R <IEE
TESLAGE AR EREIAICIXERARRE L ko 2
RYVRTFFABBIICT v M5 T528T
BRI 2 FHEE 12 B & 5 B T OVHESL 3R
EN7z0 WHbWBEHBERTHE. LrLis -
CHERR B INE» 722 L8 B> TEEMIZE
KEDBDBEZALE>TOEVDIZHAANE
LTAREERETH 5. Hilkfllr 507 7a —F
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Mo Tz,

& Z A THRBOFIZEROBETUR DN D 7=
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1) mAb1-22-3 (i Thy-1mAb) IZ&KDE

X hBmEeE D

Sy PANDO—EFEETVHWS Thy-1 8L &
AN IO —BME X Y ¥ ¥ 2 v A BENEE
KOPFERINS. P EROBITHERE 2 BT
7=z 2EREETF L EFE—REEET LR
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W3, ZORRBREELES 2 HFH L LB YFEE
& LT 2004 1213 7, 2005 FFICiE O WMAEE X
N3,

2) mAb5-1-6 (TS v b X 7Y ¥ mAb) I

X OEH I N BRRES)

mAb 5-1-6 FHEIZX D T v MTEERSKAEM
RAFERAFROI —BYETIX B 2 HEH L EARIE
FEANS., Iy bXx 7Y VUARY v MECEET
H5ZEEHLNIZINT.

ERERERAEBMERFICEL LG T 50
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BAIRY IR SZ = ick 85T 1),
EHIZmAb 5-1-61Cx9 57 v M RBIRZ
MPEIZBE U T#ET L 7= & Z A, Sprague - Dawley
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FERELEDY, 6 HRIZEQROER I S MDR
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D7) VOFEEN, HB0EEBOTEL ZF
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LIZBEBICES T 50MEBKRTHID 2 v

FMRBEEE T E OB BT, ZORDEH
REBANDBEEIZ D EMEBEN B DD D % 1
PRIGH AR RS BRIZIEE > T,

EZEHELE Ty b X TV VERERIEL, ThAD
mAb5-1-6 JIGHETH B Z L ZHE 22T 3
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W3, 27D FEREBICET 3 EERME
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vitro 2* 5 in vivo N7Z2 5 NIZEEREI» 5 & b\
DREROBAMEDOKET BFE T 5N 5.
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¥ ZE EHEBFL QNS kORI DR
DEZIE “BHREIAANETZES S &3, HKRDEHEA
IZI3ES 230 d” LEIERTED, HEE
B e FERBIOBIEEIZFE L 720,

B
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£, F A Y Freiburg X% Hygiene Institut: Arnold Vogt
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