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Normotensive Scleroderma Renal Crisis Induced by MPO-ANCA Associated Nephritis and IgA Nephropathy

Chikako MURAKAMI, Ai KYONO, Chieko HIGUCHI,
Tetsuya OGAWA, Kuniaki OTSUKA"* and Hiroshi SAKURA
Department of Medicine, Tokyo Women's Medical University Medical Center East
“Department of Chronomics and Gerontology, Tokyo Women'’s Medical University Medical Center East

A 80-year-old female with systemic sclerosis with limited involvement was admitted presenting with prote-
inuria, microscopic hematuria, renal insufficiency and high fever. Laboratory findings showed elevation of serum
creatinine level (1.25 mg/dl) and a high titer of myeloperoxidase (MPO)-antineutrophil cytoplasmic antibody
(ANCA) (>650 EU). Renal biopsy revealed not only typical features of glomerulonephritis with crescent forma-
tion, but also mesangial IgA deposits by IF and mesangial electron-dense deposits by EM. The patient was diag-
nosed with ANCA-associated cresecentic glomerulonephritis and IgA nephropathy. These findings were com-
patible with ANCA-associated nephritis accompanied systemic sclerosis, what is called normotensive
scleroderma renal crisis, which is a very limited subset of scleroderma renal crisis showing normotensive acute
renal failure secondary to anti-MPO antibody-associated crescentic glomerulonephritis in a patient with systemic
sclerosis. She received methylprednisolone pulse therapy, 500 mg/day for 3 days. Because of ongoing deteriorat-
ing renal function, additional treatment with intravenous pulses of methylprednisolone followed by oral predniso-
lone combined with mizoribine resulted in an improvement of renal function and a marked decrease in hematuria
and proteinuria. After 2 months, serum creatinine had almost returned to initial level with minimal proteinuria,
no hematuria and significant decrease of MPO-ANCA titer. The association of ANCA-positive normotensive re-
nal crisis and IgA nephropathy is a very rare event.
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Fig. 1 Histological features of ANCA-related cres-

centic glomerulonephritis

a: Renal cortex (original magnification, x40).

b: Cellular crescent formation (original magnification,
% 400).
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Fig. 2 Histological immunofluorescent and electron microscopic features of IgA nephrop-
athy
a: Immunofluorescence microscopy shows dominant staining for IgA in the mesangium.

b: Immunofluorescence microscopy shows dominant staining for C3 in the mesangium.
c¢: Electron microscopy shows mesangial electron-dense deposits (arrow, original magnifi-

cation, X 3,000).

D FRERAKIZ AT X F o AR OB AR L EE D3
M KBETH -7z, MEIIRFEL R/ R B R AE
iz S MERD h o7z, EWBPUKIETIgA &
C3DAY ¥ F 7 AADLHE % R7- (Fig. 2a, b).
BIHEMBETIIA T Y F oy A EEOWARB LU A
VX NEBOREY & BTz (Fig. 2¢). kI8
ARiATH, KTHEHTHo72 CrhHLEREZR L
72sb, AT aA RSV AEEE 17— VBT L
2 (AFNVTLFovay 1gx3 HE) &4, B
JE Cr IR T % RO REA DM % 720D 7225,
PMSRIMR 2SR L CB Y, A704 P35
A% ST 7 —VEML, REAGRE LTI Y
) ¥ ¥ 150mg/day DBEH %17 -72. REHIX 1.0g/
day 2» 5 05g/day (24 LR PIRIMERD 0%, T 72
Mm% Cr i 1.3mg/dl #* » 069mg/dl ¥ TIEF L 7=
O ERZBEBRE L BENCEETH -2
MPO-ANCA 1Z>640EU % 5 261 EU ¥ TIL T L
7.
z =

KRIEBNIL, BRZIE & BT SN0 b 3~4 F 0B
BETHERIZRE L TV, FORLEERE X

FEEAL, FEAHIL, (ZIFFEESHICEAR & B
MR ASZRD Sz, 2704 FONREZRIEL
BB I 2R L7228 IR RIS HEE, Cr o LR HEED
72, M#EMA T MPO-ANCA BT 0, ANCA
BOEMERNEZ DN X HICHRNARY X
5=V I IEPHBETH Y, SHIEEEEIED 5%
THOHLN, B2 -l {#HETLEESbNT
WA L LAESIESME 2RO L = ViEHE
HIEHHETH o 72720, ANCA BLEBKOEHIC
LA EMEBRIES 7 ) —EEE2z N EH
MERBIER 27 V) — I EE OB, AR
Hr)—FELERR)EMEL B2 STICEEELR
L, ZoHmn% L OIEHIT MPO-ANCA 25k &
7D R LA RSB AR R TRETH
B CNOLOEFMLEE 7 ) —ETid, AR
BIEE 7 ) — B L RGEREVPEL L7120, RHEOZ
W L EESBO TEETH 5.

S8 IE D MPO-ANCA Bt 1% 0~15% T, AFF
TORBEOHBEIIRCKAAN & TH V. MPO-
ANCA BHEEZ D9 b, ME R FET 5 b DIFd
¥THAH. ANCA B IME 55 A P57 iE D BRIRAY

—103—



18

R, RREEmEICS < (P56 ), BMEED
REESENES CFYI104F), EBEHAT
FRBIAZ v, FLRNA R Y 25— € I HRIE
71% CTHREEREENTWEY, 72, SIMERE Y
) — AL OGBS HEIET 5 DI L,
ANCA B2 1) — P13 50T IE FE 7% 5 1 MR8

U7 RIE LY, SRy =—2 L VERR
S L TWAEMTEWEREIN TS, K
FEBNZ 80 5% & Bk T, BBEEIOMEIRE, 256128
RNA R A5 —€ NI HEPBEHETHrD Y =2—7
L UEERE S LTV BIREMERGTIITA
FREREE RO R THH, MEFHIZH MPO-
ANCA DSBAETH o 7272 ANCA MEERICFE
L7, —F, 8EHAARET AT F 7 L3I
IgA, C3DOBREDLEZ RO, BEFBEMBMA T
HUEY LABICIEENE RO L LY [gAE
FEDEE SRR ENT2. 2D L) REFIOFFIZIE,
[gA BE & MY I % @ overlap syndrome &
T 5% 2%, ANCA MEE RITHFET 5 IgA Db
FIIHENERLAD R VETLEEZIY LD, »
TP —FEDREIZ . ANCA BEFF A TILEER
EEASROUE LD T pauci-immune B & 7R
A5, EERBEEEROILE % RO HIEBSFET 5
ZERMEIN TS, F 72 MPO-ANCA B0
IgA BHEEFIFRE S L8 Y, P-ANCA B0 RIK
RIEE D 15% T lghA BIED B A LNz L)
Wb dHor "

EFMEE 7V —EOEEEE, BN R
EREFERICKEDOATOA K EREIHIFELEH
EEZOLNTEBY, KEFNIIEBVTDH LRD5E T AEIC
F—3—5 v 7 L7z ANCA BE#EE 50 8 5558 <
REENlcdATOf NRERERITo /2. £
BT L BAERTIgA BREL LTOREOMS
bEEbN /22 EH 5, ANCA BLEIME 4O EHE OB
DEMEFP AT O FREEBMICOHEH SN,
[gA BIREDHBOBEO AT 0 A FEOHTLE T
VADWEN L THWAET VT4 = OS5 ERIT o7,
2504 FOREEEELET VT4 = VOFRICK
D, ERER X ORAT R OUE L MPO-ANCA Ol
DET HRD72.

AAEB D X 9 1 MPO-ANCA [ 14 @ 58 f7 4E 12
IgA BHE % S A ERIEIREN DR {, WhwiE
Thb, TIIHETS.

#w &
MPO-ANCA B #% 4% & IgA BEX &0 L 72 ¢

BB R ERE L. BEECBEIES L
THRAY R SIMER 7 ) — ¥ L1351 ANCA B#E
BREAHTAEFEMEE 7 ) —EOREA D5 Z
L, BLIIgABENEHTAZILLHY, DR
EBICBE L CIEELRREIVPLETHL EEZLD
7.

B3 & AR BORRE I 7,
X

1) Helfrich DJ, Banner B, Steen VD et al: Normoten-
sive renal failure in systemic sclerosis. Arthritis
Rheum 32: 1128-1134, 1989

2) Endo H, Hosono T, Kondo H: Antineutrophil cyto-
plasmic autoantibodies in 6 patients with renal fail-
ure and systemic sclerosis. ] Rheumatol 21: 864—
870,1994

3) Sumida K, Ubara Y, Nomura K etal: ANCA-
associated crescentic glomerulonephritis with im-
mune complex deposits. Clin Nephrol 77: 454-460,
2012

4) Kuwana M: Applicationof anti-RNA polymerase III
antibody measurement to medical practice. Mod
Media 56 (11): 29-34, 2010

5) Iwamoto M, Tamura K, Ozawa T etal
Scleroderma renal crisis with limited cutaneous
sclerosis and positive anti-RNA polymerase anti-
body. Clin Exp Nephrol 4: 152-155, 2000

6) ERETC  £EREBICASNAERER BEX @
B SREIE, SRIER, WEEEC VY —E.TNA
FR AR B ERAEMERE $£2M TJ ppbld-
517, BARRFRA (2012)

7) MR, EBETC  MEL—H L WELE EERD
WA KS4 Yy EFMEREETZ ) —X BHe
HEE 87 (5) : 855-858, 1999

8) MEREER, /IMEE, BEFE5FE D MPO-
ANCA BEME % & £ HMMERE  FH AR
HRIEARE I, SREMBERE AL -2 R E
D2HOME L XEME R DEKEE 116 1 51-
60, 2006

0) EREREY : MEET ) —X. FEEN 70 (1)
39-42, 2011

10) Maes B, Van Mieghem A, Messiaen T et al: Lim-
ited cutaneous systemic sclerosis associated with
MPO-ANCA positive renal small vessel vasculitis
of the microscopic polyangiitis type. Am ] Kidney
Dis 36: E16, 2000

11) Allmaras E, Nowack R, Andrassy K et al: Rapidly
progressive IgA nephropathy with anti-myelo-
peroxidase antibodies benefits from immunosup-
pression. Clin Nephrol 48 (5): 269-273, 1997

12) Jimbo R, Ubara Y, Tagami T et al: A pediatric oc-
currence of crescentic glomerulonephritis associ-
ated with antineutrophil cytoplasmic antibodies
and mesangial IgA deposits. Clin Nephrol 68 (2):
104-108, 2007

13) Haas M, Eustace JA: Immune complex deposits in
ANCA-associated crescentic glomerulonephritis: A
study of 126 cases. Kidney Int 65: 2145-2152, 2004

—104—



14)

15)

Lim LC, Taylor JG 3rd, Schmitz JL et al: Diag-
nositc usefulness of antineutrophil cytoplasmic
autoantibody serology. Comparative evaluation of
commercial indirect fluorescent antibody kits an
enzyme immunoassay kits. Am J Clin Pathol 111:
363-369, 1999

Fujimoto T, Matsui M, Ikeda Y et al: IgA nephro-
pathy with myeloperoxidase anti-neutrophil cyto-

16)

19

plasmic antibodies (MPO ANCA): a discrepancy be-
tween the histological activity and MPO ANCA.
Clin Exp Nephrol 3: 307-310, 1999

Shimizu M, Wada T, Sakai N et al: Clinicopa-
thological features of antineutrophil cytoplasmic
antibodies-associated vasculitis in Japanese pa-
tients with IgA nephropathy. Clin Exp Nephrol 4:
251-256, 2000

—105—





