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IMMUNOLOGICAL FACTORS FOR CHRONIC REJECTION
AND THE METHODS FOR THE PREVENTION
OF CHRONIC ALLOGRAFT NEPHROPATHY

Shiro TAkaHARA
From the Department of Urology, Osaka University Graduate School of Medicine

For the prevention of the immunological chronic rejection, HLA-DRBI allele matching, enough
immunosuppression in the induction phase and pathological diagnosis by non-episode and protocol

biopsy are the effective methods.

For the prevention of the non-immunological chronic rejection, treatments for hypertension,
hyperlipidemia and hyperfiltration are the effective treatments.

(Acta Urol. Jpn. 48: 683686, 2002)
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1) M#EAEM : Class 11 BIEFOF 0, DRBI
allele DAD—HCRYLEHEENFBOSIL I LA
HBELTWwaY (Fig. 1). $2&%ETE, 2T
DRBI allele # —H &€ L LEIE% L, —ED allele
P—BH L TONERFESRIFCHLZ EAHBEL
TEY, BEBETOHOL LY b 7= LIE500A
BETHITHL I LHHAER TS (Fig. 2)?
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Fig. 1. DRBI allele compatibility and graft survival

(Ichikawa Y, et al.: Transplant Int 8: 421-
425, 1995 1) Hok:).
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Fig. 2. Amino acid residues mismatch of the DRBI first domain on
transplant pairs (Takahara S, et al.: Transplant Proc 28:

1255-1256, 1996k b fkir) .
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Fig. 3. Proportion of patients free from biopsy-

confirmed acute rejection (Kaplan-
Meier analysis) (Margreiter R, et al.:
The Lancet 359: 741-746, 2002 X V) 4k
).

2) +A R 19795, P 7 u XK v hER
RICAWOAEBRI—RICAEL. 20%, 572
TQYAR, 3375/ VEOBEIZL > TERRE
DFAERIZET L, BHEHKLIS HICmLE L2 (Fig
3) 3)

3) Non episode biopsy # & U'FE B4 : Table
1 iZ non episode biopsy TORBHUME R+ RT.
B, BERIEEEE LD VY Vs R,
MOEPDRR RO RFIIHITT A5, D non
episode biopsy 21 b BT R % 820 % VEFEIZ AR L 72
HRTHE. EREBEML I VNI RL LD o72100
PArb 6, BEHERSPLI Z70ZK) Y H B0
o0 AL HEBNE, FREDOHER L EORE
MRAZDTVLEY bhbhul, S5IC—%KEA
T, BERTTETT2EEECRMICBNT hET
Ao, BHE%K2HAEE | FHICEHEB AR 2 BT

Table 1. Pathological findings on non-episode
biopsy

Biops - - — - . -
datce;) 0~1 1~2 2~3 3~4 4~5 5~ Total
Number 7 5 6 4 4 3 29
l.n.p 2 2 1 5
2. AR-b 4 2 3 2 11
3.CR 1 1
4 IgA

nephropathy 2 2
S.n.p

mini. type 2 1 2 1 1 1 8

mild type 2 3 2 2 2 2 13

Biopsy date: years after transplantation, n. p: normal
findings, CR: chronic rejection. Kyo M, Hatori M,
Takahara S, et al. : Transplant Int 11(suppl) : 100-103,
1998 & 1) #oks:) .

LTwa, R ) BEOERK G2 EOFR 23D T
VAP DR TIIREZMN AT LIEETHY, =
NODRERIZL - THREIRFORSELHEL, #
MEORMAZEICBIFLILNTES,

FRIBFHRTICL BFH : EREFWTFRBER
TELTD, 1) BIEDT> Fa—j, 2) KED
¥ hua-=)b, 3) EERMAEN 2 Y PO —)b, 4) hyper-
filtration DFfiE, FUFICEETH 5.

1) BILEDT Y b — )b BRIESOBRER L L
TERLHAVLNRTHE DI Ca BHiHITH L. BEM
ETdh % IUEH 130 mmHg UL FI2F 5756, 1~ 9
BEOBER M5, F£—BIREL LTI, Ca
THEIPBESEAENTVEY, S r7axR) o082
U AZADMAREIIET L o SBREII I3
B2ETH bhbhidgE—BRELLTE 7oy
A—zH, THREEMEIELNLZ VIR Ca K
A ZEML TV 5.
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2) REOD Y FO— )b —RICEEISE (KE
YO - VIZRMBIAS . L LERBEL ~ 2
71 AR IEFMREOF A RLRYEE T 2E8VWE LR E,
FRERMSH LS, HET 220 ATIRE LT
WEAIZH Y, 54307k CIRETIUEHRTT 515
BV, FIZARPLARIIED 5 2 BRHET, R
DHTII 2 S EHREL, Sk —2hoEdhmicg
B EERRETLESEYNTHS.

3) BIRMEN T Y b — )L : BT L X570 — i
fEVE, HICHRMBEOLMEBEEIENLATTCRL,
BPHEIEMNIC 25| &2 L, FOREBETEERY
BSED. BUABELHERT IO ILAT
0 —)UE & RERERGE % EEFEN E CRT sl
b, ol R7u— )Vl - RIS EOEE
fbn70iiz, 2) ORE - KEREYERTHI &
WUHEHTIEDH A, FRTLI 7O XRY U EH
BITI380% L EDIEFIASE 2 L A5 0 — VILE & %
5. fF?D HMG-CoA BILERIHEIE (simbastatin)
wHIZLDavATU— MEBLU M) 7)Y FE
HAEEICETLTWS (Fig. 4. L4 L HMG-CoA
BTBEEEERIIL a8 P iRELEE S
BIE DD ) M FIBIERE I IEE A BT 5.

4) Hyperfiltration DFF5 : fWE* EFEILL TH
REBTVTI VEESGBEICEAZENH L. bhbh
IXRHETR, 6 BIC 1 EOMEET, UBBERTOR
RS I EETATI VERNEL TS, BRE
B MERE 21 hyperfiltration DIEFEF HAYL LT ACE
FEXEZ#HS5 LT\ 5. ACE HEZ X, HHMsik
IR T A Z &2 X » T hyperfiltration DEIE % 1T
I, —HF 78N lg LEDEFIZBWT,
ACE HEFERGIZID—B Y 23788 KTL, B
Wi (/MiEZ L 75 =) »E L5 (Fig.
5).
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Fig. 4. Total cholesterol level, triglyceride level
and the effect of the administration of
HMG-CoA inhibitor (HiALEmM, =F%E
BE, 134 : S HOFEH 10: 77-83, 1997
&0 R .

TROFESEIIAR SN TS, 16IE LT, &0
BEE,PLFHEN/ FTY720 IE apoptosis &R 1)
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2) Hepatocyte growth factor (HGF) : HGF 3%
BERLBERLETLTA YA 2 THEHH, BRM
E LR OMREEEEOB X L. LFREOLE
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Fig. 5. 24 hour urine protein level, renal function and the effect of
the administration of ACE inhibitor (Oka K, Takahara §,
et al.: Nephrol Dial Transplant 15: 689-695, 2000 & 1) ik

).
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Fig. 6. A: Effect of the administration of hepa-
tocyte growth factor on rat model to
prevent chronic rejection (urine pro-
tein). B: Effect of the administration
of hepatocyte growth factor on rat mod-
el to prevent chronic rejection (graft sur-
vival rate) (312 Azuma H, Takahara
S, et al.: J Am Soc Nephrol 12: 1280-
1292, 2001 & b $5okr) .

B GE FL RER L, BHER4EM, Vo v
Y+~ b human HGF %##%5 L, @M Rt
TAHEMBEARE LA, 20— VEETIIEREZILE
HEL D & vy REBEDTHDEH, HGF HREHT
FF U RIZBD TR (Fig. 6A). BOEER
b HGF & 5.#0F & 2%\ (Fig. 6B). 7/-a> b
O — VEEOHBETE, AEELHMBIROESE LD
TwhbAS, HGF HEHTIHIFE A CEREL T A
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