AR | mfiksmss H11 - 12% - 20054

FAR—=V « AV TFNT v bOEITERREICET 2%

Study on the pathogenesis of progressive nephropathy in Osborn-Mendel rats
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Abstract. Histopathological examination on the kidneys of 129 Osborn-Mendel rats aged 3 to 35 weeks
revealed that tubulo-interstitial lesions including cellular infiltration and fibrosis developed with age and were
associated with irreversible glomerular lesions such as segmental sclerosis and capsular adhesion following
podocyte injury. Inflammation was first initiated by T-lymphocyte infiltration at 5 weeks of age in male rats
and was associated with infiltration of B-lymphocytes and macrophages later on. The macrophages were far
less than lymphocytes among the infiltrating cells. A half of the infiltrating lymphocytes was CD8-positive
ones. In female rats the population of the infiltrating cells was similar to that in male rats but the severity of the
tubulo-interstitial lesions was less intense. The expression of genes and their products of ICAM-1 and MCP-1
in the renal cortex of male rats was increased with age. Immunohistochemistry showed that the expression of
MMP-1 was decreased and that of its inhibitor, TIMP-1 was increased in the cortex with age. Urinary excretion
of TIMP-1 and several chemokines such as MCP-1 was detected in the early age of male rats and their change

in excretory amount with age was seemed to be in accordance with those in the serum.

B B

FAR=Y - AUFN (OM) v M, #HEE
I AER 6B O BHOAREEITTRD 5
N, BEZIEERNWEARTZEL, M0 K CEMRE
BEICERT S, AT v POBFEEIMMBOT v biC
RO LD BRBEERSEEEICHEL T, Z0EAT
PR )BNEVWIEHERE->TnE, KT v +D
BEEE CILRME - BEEE IR E AT
L, REME LM ORE & RICERICHETT S,
b FRERBRTIE, BEAROBEBEE~OESH
SPICEND0HY Y, KF v MZBVWTLERR
PEEIZHICONRMEMEEENSEEICRS Z
Enh, BEARDPEAEOHEITE - BEELHEET S
bokEZONL, 4, b bORFKEBLDER

B 7% EATE L RME - MEREEOREISHE ICHE
LTWABIEARRENTEY Y, RE - BERE
EDOFE - ERBFEOBED, BEHEBREDOHERE
DHRBICEETHIENAONE L) hoTz, %
72, BICBWTHMERELEAEOERE, E1T
AEE S B EIRB ST 5B Y KAFZE, o T
v FORMICHB L CREHICEEEGREFIEL,
BEBEAESICETTA0M T v N OEBREITEEE
WCERET DT, ME~NOKIEMEBEEOFEE&L 7
DIREENER, BEGELORERE L EBERF
DIFEPIEA I ETHIDTH D, P16 EEIZH)
P REREICEIZE L, BHEICEMET Mo RY
alb—a 2R, MRREICEDLLTFES
AV, BEDTTLZORMGTREHARBLZBEL 72,
F72, RBNDOH A P I A VHHIIC DWW T D T



FAR—Y - AVFLT Y b OETFHEEEC T 2 111

alfulululul

HE CD8 CD3 ED1 CD45R HE
A

Figure 1. Immunostaining for cell markers of lymphocytes and
macrophages on the serial sections of the rat kidney.
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Figure 2. Photomicrographs of immunostaining for CD3 (a), CD 8(b) and CD45RA (c) in the same field. The kidney of 25-

month-old male OM rat.
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Fig. 3. Changes of infiltrating cell population in the renal
intersititum with age. Male OM rats.
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