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Efficacy : Lessons Learned from Japan’s Nationwide Survey of RPGN
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Summary A national survey concerning rapidly progressive glomerulonephritis (RPGN) was
conducted in Japan between 1989 and 2004 and resulted in the registration of 1,342 patients with
RPGN. Among the documented patients, the most frequent primary disease was primary pauci-
immune crescentic glomerulonephritis, and the second most frequent was microscopic polyangitis.
Overall, more than 60% of the patients had MPO-ANCA, 5% of the patients had anti-GBM
antibody, and only 3.3% of the patients had PR 3-ANCA. We found that efficacy of apheresis was
not observed among anti-GBM antibody mediated RPGN due to late referral to each institution.
Eighty-three patients received apheresis therapy with various combinations of immunosuppressive
regimens in MPO-ANCA-associated RPGN patients. They had higher serum creatinine, higher
CRP, and a higher frequency of complicated pulmonary involvements as compared to the controls
without apheresis therapy. In dialysis-dependent patients, no additional benefit from apheresis
therapy was observed. Only pulmonary renal syndrome patients with CRP>6 mg/dl at presenta-
tion showed a slightly better prognosis (patient survival with apheresis, 66.7% ; without apheresis,
56.79%). Furthermore, a rapid MPO-ANCA titer reduction was observed in patients treated with
apheresis. Patients with MPO-ANCA-associated RPGN were older, and had more chronic and
sclerotic lesions than patients with PR 3-ANCA-associated RPGN. Based on these findings, we
suggest that a lower dose of immunosuppressant should be considered in order to avoid opportunis-
tic infection. Nevertheless, in patients with an aggressive form of RPGN with rapid deterioration
of renal function like the PR 3-ANCA-associated RPGN, or pulmonary renal syndrome complicated
severe inflammation, or relapses with high MPO-ANCA titer, we conclude that apheresis therapy
should be considered.

Key words : rapidly progressive glomerulonephritis, anti-GBM antibody, MPO-ANCA, pauci-
immune type crescentic glomerulonephritis
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ANCA Recovery of renal function
Author Year - -
MPO-ANCA PR3-ANCA Apheresis Immunosuppression alone
Glockner et al. 1988 NA 75.0% 75.0% PRCT
Rifle et al. 1990 NA 75.09% 0.09% PRCT
Pusey et al. 1991 NA 90.99% 37.5% PRCT
Cole et al. 1992 57% 149 75.0% 28.6% PRCT
Zauner et al. 2002 21% 82% 54.5% 54.59% PRCT
Total 73.8% 38.9%
Japan RPGN registry 2002 1009 0% 22.9% 30.4% Case series

NA : not available, PRCT : prospective randomized controlled trial.

MEEEEEITO A X LRRFTEER GEBREH
MEPEX) Tix, MBRTHEBEEBITL-BEBFOHN
0% DBEREBREIF I N - DIz L, AFua4f R0
ABEH CEBERF SN BERO%YRBTHY,
EE BRI ES T I M AL O At & »
Loz, L L5, BRKIZH W PR 3-ANCA
BRI L BIER B HET 2 2 8%, BEDL
FEFTREZHELRTLOIIRLY, BHEDKEDER
T® % MPO-ANCA B34S T i kB3R D A L ERT
RE0bABREOHBBEENEIL L, PEREICS L,
HEBAHERICRET AERMBS W Z EHEHIh T
319 FR K T, PR3-ANCA B % ® RPGN % 12
Wegener REFEERE IS RPGN OHEE BH TEL,
IS DEFITBE L BRATEREEELETEH0D
BEVDIIX L, BLEOERIZFHROM L, MPO-
ANCABRPGN B K¥Th v, L b ERE
RPGN 238 T% V>, RPGN DOFIE b RN T, B
M EREROADBEL L, BEMCETLE
EBEEL 2> THRRINZEFPAELELD bFE
LREDEL D, ERETHOEMNDS I EHE L
5h3, o TEITRIIRLEML, BEOFES
W2 B 2 IHRBAIRIREENT IR TEE] O EATHER R b Bk D
A L R, BHOEDEZARTHD, MhDO7 71y
AFEORR P S L TIE W,

6.3 FTHMEBEICEH T D%FR
MHBIMHEEFITIX T 7 2 v ¥ AEESES L OER
D310 2 Z TR DE O MPO-ANCA # RPGN
TIHRBABRFICEIZ &6 L Tuz 79I Dn T
BREtLize 23, 21BIC7 7 = v ¥ AEEDSHEIT X
NTWhboD, 772V Yy ABERBITOEEIC L 3
BEFRICBEN LT (R4, F-HEHEI
HEBREREE GEBARIE V7 F=>6.0
mg/dl) ZEIFICBVTHT 7 = V¥ ARITHIO S
WEFFEARRTH - 120, BEBIBE CRP>6.0

4 HM%ASH L7z MPO-ANCA & RPGN 19l 46
Fik

BREFE
Apheresis(+) Apheresis(—)
B & B 41.3% 59.0%
+CRP>6 mg/dl 66.7% 56.7%
+serum creatinine > 6 mg/dl 45.7% 56.5%

mg/dl DFEREEHIEFRHTOLR, 772V ¥R
FERTIC L 2B TOEMGFERBELRD 5 iz,
6.4 MPO-ANCA fEIZHT 2R

R8Iic7 7z vy ABEDEE I L 21EEBERD
ANCAEOWA R % U1z, HERB®R 1 4 AR
HT7 7 2V ¥y ARERTEICBW THEE I MPO-
ANCA fEOBA 2Dz, L Lass Z0¥ERE,
2 A RBE S VICBRBERRICBLTEED SR
» 57, MPO-ANCA fE & F#E L DBEIZ DWW T
—EDRBIBLTLERVLHDD®, ANCA E#
mMEROBEHEFNC BV THFKICKILS, ANCAED
BmzRH 55 & DHE®P, ANCAZDOHDT
MERXRE*ERT20HEHH O, GREETO
ANCA EOETHRIFEHEDO IV PO —VIZ—ED
PREPRFTEZ DEEZ OGNS,

6.5 MPO-ANCAZ RPGN IZEIT2F77zL >

ABENNE T T

PAEDERET» 5, MPO-ANCA # RPGN #lodiz
b, BHIMEHEI B RER R 245 B TREI
BREDET 2 2EFT, Whr oEEBRIEESE
DH2BED DT, BPECEFLKIZD v
PR 3-ANCA B RPGN #lic 81} 5 B E Bi#itEE
Bz L Tid, 772V ABERTI 2 LD,
GIEHIGIE R B LR, BTEER 2 % IR T 2
ZEnEzZzoNS, ¥7, GHEGOMFKCLY, +
SEOFEHFEE 2T 2B WEE, 5 VIdEYE
BN LEHRFIC OV TOT 7 = U v AW LRI

18 HE7 7 2 Vo AESHE 25815 (2006)

NI | -El ectronic Library Service



Japanese Society for Apheresis

0.00%

I month*

-30.00%

MPO-ANCA titer reduction rate

-60.00%

*; p<0.05

2months

Apbheresis (+)

-90.00%

X8

SAFRBIIATE O MPO-ANCA EDRV BN LS

T 7oLy APEERITIC LD, BEREE 12 HE TO MPO-ANCA fE O k4313 JE

HATHNC R, BEICKEmoT, LoLiasrs,
B THED S ho T,
ELTEHEBERNEBERLHDEZTHAD.
2)

7. 77z LI ABENDERE

B4 sl T B I R A A S SR T R R
SREORETHE, 77 = vy AFEOEEIIFHICR
EL Ty, —RCsfsc#x, REED (B2
Wic L) ORE, EFEMBERS ORF, FIEHETHEE
FHREL CHefTas 5. EHAET—RIZITHONS
RPGN 427 7 2 V¥ A, 2D X5 %%
REEEREL T, RMERIPEENMTOND Z EHBE
E5THB., LrLaxss, HBHUETIIMEEF O
HEARERIRD e L, JURLRIEEGIHRORED
A& HIC, TEERERED %&%(DH@)%@%&
LEEND i v, IFE, ANCA BEEMmE K iox
bf,77U7UVﬁ£%&®%%%mTﬁ%#ﬁ%
xh 2, RPGN OBEICBWT, fEilfigkc
£ 2 HRIRBEDOZFEL, FIEZ Db DIBEEOEES
DWRBT ARG H Y, FilkOkRZE % HE9 DFPP
LV LIEF MM Era7) v 28L) CLVE
B 2 2RO, BROGCIERE vy 707
YOWFTOHFETE, BRETFHOA TR, ANCA

BEME R OEBPIC OB LA b E L ON D, Z
DIZ A, FRERERDL, FIMBRER AN —H DOk T

TSN TWwa, ZOEEO RPGN X9 5 3HRIC
OVTIREASHL CEE W, BER7 721y
AFFEIZOWTEEL IR 2 E T 2HETH 5.

X 273

DB FA B, NIER, i T SAERRE

ARY 7 x vy g

4)

5)

6)

7

8)

10)

11)

12)

= 25%1%5 (2006)

ZOFEIE 2 H AR, W REEHE
ZEEsT. HB S5 44(2) - 55-82, 2002

Jennette JC: Rapidly progressive crescentic glomer-
ulonephritis. Kidney Int 63 : 1164-1177, 2003

Tidman M, Olander R, Svalander C, Danielsson D:
Patients hospitalized because of small vessel vas-
culitides with renal involvement in the period 1975-95:
Organ involvement, anti-neutrophil cytoplasmic anti-
bodies patterns, seasonal attack rates and fluctuation of
annual frequencies. J Intern Med 244 : 133-141, 1998
Bolton WK : Goodpasture’s syndrome. Kidney Int 50 :
1753-1766, 1996

Glockner WM, Sieberth HG, Wichmann HE, et al:
Plasma exchange and immunosuppression in rapidly
progressive glomerulonephritis: A controlled, multi-
center study. Clin Nephrol 29: 1-8, 1988

Rifle G, Dechelette E : Treatment of rapidly progressive
glomerulonephritis by plasma exchange and methylpred-
nisolone pulses. A prospective randomized trial of cyclo-
phosphamide. Interim analysis. The French Cooperative
Group. Prog Clin Biol Res 337 : 263-267, 1990

Pusey CD, Rees AJ, Evans DJ, et al: Plasma exchange
in focal necrotizing glomerulonephritis without anti-
GBM antibodies. Kidney Int 40 : 757-763, 1991

Cole E, Cattran D, Magil A, et al: A prospective ran-
domized trial of plasma exchange as additive therapy in
idiopathic crescentic glomerulonephritis. The Canadian
Apheresis Study Group [see comments]. Am ] Kidney
Dis 20: 261-269, 1992

Zauner I, Bach D, Braun N, et al: Predictive value of
initial histology and effect of plasmapheresis on long-
term prognosis of rapidly progressive glomerulone-
phritis. Am J Kidney Dis 39 : 28-35, 2002

Levy JB, Pusey CD: Crescentic glomerulonephritis. In:
Brady HR, Wilcox CS, eds, Therapy in Nephrology and
Hypertension, Saunders, London, 2003, 177-188

Hogan SL, Nachman PH, Wilkman AS, et al : Prognos-
tic markers in patients with antineutrophil cytoplasmic
autoantibody-associated microscopic polyangiitis and
glomerulonephritis. ] Am Soc Nephrol 7: 23-32, 1996
Vizjak A, Rott T, Koselj-Kajtna M, et al: Histologic

19

NI | -El ectronic Library Service



Japanese Society for Apheresis

and immunohistologic study and clinical presentation of
ANCA-associated glomerulonephritis with correlation
to ANCA antigen specificity. Am J Kidney Dis 41 : 539-
549, 2003

13) Nachman PH, Falk RJ: ANCA-associated small vessel
vasculitis. In: Brady HR, Wilcox CS, eds, Therapy in
Nephrology and Hypertension, WB Saunders Company,
Philadelphia, London, Toronto, 1999, 158-164

14) Levy JB, Winearls CG: Rapidly progressive glomer-
ulonephritis : What should be first-line therapy ? Neph-
ron 67 : 402-407, 1994

15) Salant DJ: ANCA : Fuel for the fire or the spark that

16)

17)

18)

ignites the flame ? Kidney Int 55: 1125-1127, 1999

Han WK, Choi HK, Roth RM, et al: Serial ANCA
titers : Useful tool for prevention of relapses in ANCA-
associated vasculitis. Kidney Int 63 : 1079-1085, 2003
Xiao H, Heeringa P, Hu P, et al: Antineutrophil cyto-
plasmic autoantibodies specific for myeloperoxidase
cause glomerulonephritis and vasculitis in mice. J Clin
Invest 110 : 955-963, 2002

Jayne DRW, Chapel H, Adu D, et al: Intravenous im-
munoglobulin for ANCA-associated systemic vasculitis
with persistent disease activity. QJM 93 : 433-439, 2000

20 HAY 7 2 vy AZMEE 256515 (2006)

NI | -El ectronic Library Service



