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A case of MPO-ANCA-related microscopic polyangiitis with mixed cryoglobulinemia
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FEBZ 49 1%, L. BARE & U C BEMEIREIEN R D7 oEEICHEEFR Th o7z, PR ISHFELHELD
WFEREO LU EEREAHIEL TE ey, Fir M YRhcEFE2 B 19 HICABE L 72, ABeR:, Wik
B LU TFHICEH 2580, WFEOBEMERE, BHHET@/5), BXOWFE-H FEOMEIMKERD Iz, KT
R (3+) 2580, PRI IIRMBR 50~99/HPF, ZRIMERFEE, HIMERFARE, B & ORFAENIZRD & iz,
MYEART T, B OIEERMEIEOTRMEA M & BHEEERIE (BUN 23 mg/d/, Scr 1.4 mg/d/, Cer 41.2 m//min) 23388
iz, £z, PUEIUAKEGM (640 £5, speckled type), (EMANLE, &y 7 v 7V VIMEE, M EEEEERE
M, B2z V4707 UEEGME (type D) 2 588 72, HCV Fifk23 M T, HCV-RNA & i3 & 15 (> 850
KIU/ml) Tdh o7z, &7z myeloperoxidase (MPO)-ANCA DB ThH o 72 FARDIERD, 7 VA7 w7 ) v
ETHSD», F721k ANCA BEEME R TH 2 O»ERT 2 - 0 ICBEMOIEIT S Wic, BAEMPT R THHARK
TERMHEARERIAE K L2, JRIROJRAIE ANCA BIEBEHERNZ HME R TH L L FHE 2 6N, AF LTV =Y
v VAR (1 g/ H X3 HiE#, 7V F=Y1>(40mg/H) ORO#E %A L 7z, MPO-ANCA fl D&%
b b CHFHOL N, BERES & CHIETOWELRRD, 8 17T HEEIRREL 72,

ST, HCVESE Z V4 7 a7 ) VIEIC ANCA M E 5 2 2 EPIRE SN TE TWw 5, 8 C BFRE
FilBWTE2HHINERZE LI5S, ANCABEMEROTREE L FET 2LENH D, BEREED
FFEZ W I B TH B EFH 2 iz,

A 49-year-old woman with a history of chronic hepatitis C virus infection and Hashimoto disease
was admitted to our hospital because of proteinuria, hematuria, purpura, and edema in the lower
extremities. Laboratory data on admission revealed proteinuria (0.2 g/day), microscopic hematuria (3+)
with RBC casts, renal dysfunction(serum creatinine 1.4 mg/d/), positive anti-nuclear antigen (X 640,
speckled type), hypocoplementemia, mixed cryoglobulinemia (type III), and hepatitis C virus infection
(AST 451U/1, ALT 331U/I). MPO-ANCA level was found to be high (356 EU). In renal biopsy, most
glomeruli showed crescentic formation with the weak deposition of IgG, IgM, and C3 in the mesangial
area and along the capillary wall. She was diagnosed as having systemic vasculitis associated with MPO-
ANCA. Methylprednisolone pulse therapy followed by oral prednisolone (40 mg/day) effectively normal-
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ized MPO-ANCA level.

It has been reported that ANCA is found in patients with HCV-associated mixed cryoglobulinemia.
Therefore, in chronic hepatitis C patients with systemic vasculitis, we should consider the possibility of
ANCA-related microscopic polyangiitis and make a correct diagnosis by renal biopsy.

Jpn J Nephrol 2006 ; 48 : 377-384.
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RIS 2 FE M4 & (microscopic polyangiitis © MPA) &
7 VA7 a7 ) JMERESEOIMNER 2 EELT 2HEET
bHD, MERERHRE L T 2 IME REEFO 021,
KEDIMEMREND DO OHI/NIEMRINE D F
TR IRERE TN 5, Jennette HV 1%, BE N5 IME
DRI X BMERDIEEREBLTED, MPA L2V
F7ua7 ) JER/NIMERICHEI N TW S, ik,
CHFR YA NVAHCV)IZ X ZHFIMEZWCIZ 7 VA 71
7 YMAEDBES S 5 C LB, HIATTIE HCV L
TR BRI E H14E (antineutrophil cytoplasmic antibody :
ANCA) OBf#EM 2 R"E 3 2 X bR I 579, b
bk, 8 CHBFROBRPCMERZLEL, 7V F
7 a7V > & myeloperoxidase (MPO) -ANCA O [fi# »3k5
HTH o IERIT, BERT RS L LRI R 2 5
MPA L2 sz | Pl zfEER L7z DT, T OXEIH
RhEMz THwET 5,

= o |

DA, ik
THFRO LUK, KR
HIREE | & 5 BEIRE, B A% GEIAEE)
BEAERE © 40 7%, FH{LARSE

R © Pk 4 FEORZ2 CHEERERE 2 9]0 TR s h
Je s, BEERS W OMEL Twiz, FER4F 11 H
WCHIERE, T ER S X OBHENC IR LU 7 7 IR %
ZL L, BARERZKS, vARFuFyrF Y TA
D5 (150 wg/H) DSBAIR S iz, % 7 FBE CTHAT S iz
MEAREE B & CIFERT o o C B MEIREIEI 4 £ 2
Wiz, FRECTREBMHES N TV, (I —7 =
O UESRIIET S T v v, SRR IS4 1 HE X D EF
BOLUN EKRBPHEIRT 2 X 52k o7z, MIEHRE T
ik ehi >y b a X 7HEBEECh oo, FEE
BEQCHEFE2 A 19 HYRhCEN S iz, BB, T T

M ¢
Wk

(SRRARTEN

WCHROFERUESS NG, v A/ —EREER L2 &
X780,

APRBFIRfE ¢ & = 163cm, K 64 kg, [l £ 110/60
mmHg, fk#H85/4F, %, i 36.2°C, EFkILIEH, RS
B BIMZRD 25, FIR, Flls L OHEEEFFHED LW,
D RAMT, DTS ZBERLL 22\, NRIREE I3 IE Al
T, HIHMET 2B 2w, EEIEEE, T, e E
EREIL 22, TRUCIEE 2D 2, mAIEKS & 0T
BRICEBE 2580 %, MFHEOBIERE & B KT (4/5) %272
0255, KEEECREAOZY, ERIZERD 2V, T -
T D RN SRR 2 7D % o

ABERFARERTR (Table 1) MR TIFEMG+) TH Y,
FRUCE Tld RBC 50~99/HPF, FRMMBRFIA:, FMmBRFA:,
B L URTFIEDNFED & iz, M TIRERE O ERMEE
BRERUEBMER O 72, MWAEFTIE, BUN 23 mg/d/
Scr 1.4mg/dl & E&, Cerix4l2ml//min EETLTHB
D, BEREREELRD, £, BEO AST, y-GTP O
FRE7VF ru e VIIOET 2n 3 RReEE 2 89
Tzo SUIEMIEMRE T, PP M (640 f4, speckled
type), (EHHRIMAE, &y 7 a7 Y VIME, IMHREEE
W, BLO 7 VA7 a7 ) v B (type 1) %2 #9072,
HCV itk » BT, HCV-RNA #13>850 KIU/m!/ £ &
BTHY, VANVRT /54 T grouplb Tholz, &
72 MPO-ANCA 23 356 EU & BfECTH o7z KL-6 fHIZ
190 U/m/, SP-D <17.2ng/m! LIEHE TH o727, MgEReE
# CT T FIHEFIC KB SOE TR 2 o TR R Y 5
AR 2R DTz, Flo, RIEHRERTHEE OBRLEH T D
57z,

AR (Fig. 1) © ABERRICHFH8 OB & Wiflai
ek & O FRRICSBE 2B 7o, MR R CEIL L &
y 7 a7 ) CENTED 5, %7z, ¥ SS-BIEG.6 U/
ml) MG TH -7 2 &, BRBOEHLDH L L
5, ¥x—7VEEREEOGHFOFREMELNTE 2 o i3,
DI R IATARR 74 w7 ZADFERICZ L L HBEW
LEZ NI, E72, Pk b o X 7Pk (143.5 index) 5
BETH Y, REIMHEEEOGHH 2 Slzns, S,
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Urinalysis
pH
protein
glucose
occult blood
RBC
WBC
hyaline cast
RBC cast
WBC cast
protein
BMG
Cer

Peripheral blood
WBC
RBC
Hb
Ht
PLT
ESR

Coagulation
PT
APTT
AT-1II
HPT

6.5

(=)

(=)

(3+)
50~99/HPF
| ~4/HPF
(+)

(+)

(+)

0.2 g/day
642 ug/day
41.2 ml/min

5,000/l
351X 104/l
10.8 g/dl
33.3%
17.5% 104/l
127 mm/| hr

13.4 sec
32.9 sec
54%
87%

Table 1. Laboratory findings on admission
Biochemistry Serology
TP 8.4¢g/dl ANA X 640 speckled type
Alb 3.0g/dl Cc3 52.9 mg/d/
AST 451U/1 c4 6.9 mg/dl
ALT 331U/1 CH 50 <4.7mg/dl
ChE 781U/1 immune complex 24.7 mg/dl
T-Bil 0.61U// IgA 396 mg/d/
LDH 158 mg/d!/ IgG 3,270 mg/d!/
y-GTP 371U/1 lgM 163 mg/d/
ALP 291 1U/1 cryoglobulin (+)type lll
UA 7.9mg/dl MPO-ANCA 356 EU
BUN 23 mg/dl PR 3-ANCA <20EU
Scr I.4mg/d/ anti-GBM antibody (=)
Na 137 mEq/! anti-thyroglobulin antibody X 400
K 4.1 mEq// anti-thyroid peroxidase antibody
Cl 102 mEq/! 66.3U/m/
Ca 8.9mg/dl anti-microsomal antibody X 1,600
P 2.7mg/dl anti-DNA antibody <5I1U/ml
CRP 2.5mg/dl anti-SS-A antibody <5.0U/m/
anti-SS-B antibody 5.6 U/m!
Others anti-scl-70 antibody (=)
HCV-antibody 86.0 anti-centromere antibody  143.5 index
HCV-RNA >850 KIU/m! RF 60 1U/ml
HCV-genotype Group Ib RAPA X 320
FT3 |.88 pg/ml rheumatoid factor IgG X7.1
FT 4 |.34 ng/dl
TSH 0.10 £U/ml
KL-6 190 U/ml
SP-D <17.2ng/ml

MPQ-ANCA Scr
( EA) mPSL ( 1g/day ) (mg/dl)
400
-1 2.0
200
Renal Nervous 1.0
Biopsy Biopsy
Cryoglobulin
(+) (+) (+) (+)
oL \ ‘ : ' i 1o
40 80 117 (day)
Fig. 1. Clinical course in the hospital

mPSL : methylprednisolone, PSL : prednisolone, Scr : serum creatinine
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Fig. 2. Light microscopic findings of the renal biopsy

a : PAS stain(X 100), b : PAS stain (X 500)

T EEELOFABEO shkhol 2k, VA 2 —ER
BROONEL ST EDLOBENEHZ iz, KEID
7 VA 7a7) LGk, BREIE, SEEEEREER,
HCVEGBHTH Y, HCVERE 7 ) 4 7 u 7' ) »IffE (type
IHicksbDEeFHz, ZRIZHESMER BB SN,
L7 L, MPO-ANCA i’ 356 EU L &fEi xR L1272 9,
MPA & ORI % BRI B AR & i ER LT S iz,
BAMRATR (LEG T, B S iR ERIEIE 14O
9 5 5{H DRI 2 RERAEE L 2780, D OSBRI
BBEDOAY ¥y AEIEZED T2, SO RBKEKICHH
IS &tz MREMEE AL 5, SRR
AR IMETH -7z, REZNE 2RO, MECITEED
HZERMERE 2RO 7z, NEIRIZIZIZIER Tholz
(Fig. 2), SREHEERMATIE 1gG, 1gM, B LU C3 XV
X AFEER L AREREEIC I > TR RS L T\ (Fig. 3),
BHAR TIATR, SRERIRANE T electron dense deposits
ZFB» 7z (Fig. 4)o

R AEMRAT R (Fig. 5) @ BEEARRE & 0 SRS iz T,
HE 30 CIRIMAE P 3 72 RAER IR 2 380, M
WD /IME 238 » 72, %7z, EM (Elastica-Masson) 44t

Fig. 3.

Immunofluorescent findings of the renal biopsy
a ! anti-IgG, b : anti-C 3

TIXWNHEMER OBHIEZ B 12,

KRB L ORI R 2 5 MPA 2 L7z, Scr
1.4 mg/d/, #7499 1%, CRP 2.5 mg/d/, MRS 138 DR
BUMROATHY, BRFWEEEL EHW LI, 2T
Vv R =va v o AR (1 g/day X3 days) B, v
F=>"w > (40 mg/day) ORORERHHE LI, AT NVT
VR =V a v o0 2 (1 g/day X3 days) & FHEHEIT1,
7TV R =Va rOEE %G L 7zo MPO-ANCA fE Dk
HbE L b ICHFREO LN, BEERS & OHIETO®
EEBDI, LrL, 7294707 v B3EEDOE ETH
D, WEMMLEEOEEThol, BIBKEAT OA NI
WEED ANCA BBEETHY, BEEIRIFThoi®
B 17 EHITERE L T2,

z =

MPA BXUOZ VA 707 ) VEZXES & b2HMHD
INBIMAE R % FEGER & T 2B TH 505, Z OFRIERT
WEH#e5, MPA OFIERFIC DWW TIE ANCA-Y A 7
A VHEPERSIRBEINT VD, B 2R EiIc~ oo
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Fig. 5.

77—V S TNF-a, IL-18, 1L-6, 1L-8 7% & DKAE
A bhA CDBEEINL, THH6DY A bhA VT,
&N AR 31 2 B85 5 F OFRBL 2 N L 7o KIAEMIR
FBE 3 2 L &b, IFHERERBL CHifakEwc 7o
77— OBERFEHEFLET 5, KIZ ANCA IZ & D EFh
RoOBEAFEINT, Fur 7 —LI2 k3 IMENEE
ENELDEFEZONDEY —F, 7V A7 a7 VME
M EEEY (FIc 7 VA 7 a7 ) ») BINENEICTE
BL, 2R X ORIERRMNER LS NS 2 Lic XD MER
MWELZ EENTWRE™,

Light microscopic findings of the sural nerve biopsy
a : HE stain(X 100), b : EM stain (X 500)

KZEGHEOMER%2E L, REARTI type 1~
VA7 a7 ) G, EAEHERIE RS,
HCVEMHETH Y, L¥IZHCVEEY V4 7 a7y v
i (type D12 X 2 IMEX EF 2 6507zs L L, MPO-
ANCA fE#3 356 EU & S{Ez R L7272, ANCA Bl
R VA 707 ) VFE X 5 IMEROE % B &
LTEERS X OMBERL T S N, — M,
ANCA BHEE R OB ARG S0 H R B &
BB R ERL, REHOLFTR Cl3fiEZr a7 ) v OwE
7B 75 (pauci-immune) & & 23% \» (Table 2), — A,
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Table 2.

Differences is the histopathological features of glomerular lesions

accompanied with ANCA-related vasculitis and cryoglobulinemia

ANCA-related GN

Mixed-cryoglobulinemia

Light microscopy
Immunofluorescence microscopy

CD 68-positive cells ++
VCAM-1| expression ++

crescentic GN
pauci-immune

MPGN
deposition of IgG, IgM, C 3, C 4 in mesan-
gial area and along the capillary wall
++

BERZ Y 4 707 VIAECHS BIREDREGRIE, —
B PG R E RGBT 2 2 EHNH L, EH
TR T A Y > ¥ 7 A B L OfREFEEIC TgM, 1gG, C3,
C4 DI =TRD % (Table 2), AKENZF, HHERERTIMEE
P RIEMIfRE 2 B0 2 MERGREELTBY, Fi,
BARGIEHOERA T 1gG, 1gM, BX U C3I DA ¥
LEIR & AREFREAN OB EOUWHE &, BHHR TR ONKET
deposit ZF8D T 573, HEEGR TEIEE - A B S
REBERBDEHRKRETHY, TOFRKEBRELT
ANCA BIEMBE RS FEREF Z S iz, 51, REID
BABE T, REORMEMEEER LD >,
Yz — 7V AEREEPRET Y v~ 7 (RA) TIE LI LIER
MEMEEBRROEHLIRD N, i, MHELLE
ANCA B D A RTE B R BRI E % O G 0H0 & ey S
NTR320 Zens, Kby -7 v AEREES RA
DIFEREES 7255, BRI R X CREIMEF Wi R &
25 BTR3NS T dn o oo A 0D BRI R B ¢
& MPA ITFEDS ZRERMEHEEE R CTh L tF 2 oh
720

Lamprecht & 1%, £5%INE K EETIX, ANCA B X
C7VAT7a7 ) RNt 2 nb oD,
MIEFERZWI2 10 Tl <, ERIC K 2HEEZHDLETH
LML TwBE, £, ANCA BIEE R LIEREGH
VA 7a 7 YIMECHED BRTIE, SRERENAD CD68
B (27 a7 7 —9) ORMIZFERE TH 225, KBk
&N @ vascular cell adhesion molecule-1(VCAM-1) FEL
#1E, ANCABEBER CHRICHMNT 3 tkEshTw
%2 (Table 2), GEbhbitd, AEEHF OB LM%
W T CD68 5 & 1F VCAM-1 D $h ik et % 38 7 72
(Fig.6), R LT, HCVEEEZ V) ¥ 7 a7 ) v IIfE
12 & B BRI AE M R B B R O B A Vb 7z,
CD68 [ MM ik & CREERE L Twi, —7,
VCAM-1 OFIRIIAFITDH XY > F 7 LHHE, (REFEE,
BIUOR—VELEFICED SN, TORBRD, KN

ANCA BB L THL Z L 2E NI ZbDTH 5,

MPA OEFICE, —REICEIBRE X 704 FHE(E
W7V F=yay) L EIHIESFH I NS 2 e 0%
Wi, —75, HCVB#EO 7V 4 7 a7 ) v IMGEFNIZ T L
TIE, A7 uA NEDLGENGFIEEDOE A C AR Y A
VA DT EEHET 2 AJREME 2 T E T X v, KX, 18
HECHFREAEMLTEBY, A7 04 FEOBRE IXFEE
SNhtz, UL, BAER &R R A 5 MPA &2
Ehietz, FEERERESE & ANCA EOHER 2 A 75085 X
T4 FPEOEREEHIHE LI, A7 a4 FEDAT
ANCA EME T LIMERBHRE L /2720, Y7 a7 5 A
7 7 2 N2 EOFREIIHERIZER L 2o o T,

ANCA BAFEIME & OFFEIT IZEES (3 ) &) RFEHF| FH
RIREE, PUEWE R L) % COEENBRERTL Y A LA
JBYLfE e £ DEYPERER TS5 L T\ 2 2 & RS
ENTW B9, 7R, 184 C AR EH I ANCA
WG 5 2 EDBWE I N T w59, Lamprecht 52
&, 18 C AR S0 1 41 (2%), HCV EH# 7 )
A7 a7 v E B 116 4 g 2 F1(1.7 %) 5 MPO-
ANCAGHETH -7z EMEL T b, £72, 180 C BT
REFBLOHCVE#E Y VA4 707 ) VIEBRE O
10 %12, MPO % proteinase 3 (PR3) & 151 O3t ISPl 12 5t
9~ % bacterial/permeability increasing protein (BPI) -
ANCA % 7213 cathepsin G(CG)-ANCA D EH & DR
DoNDEMESINTWVDEY, B8 CEFREFICE WL
T, Bx 2 HOTEROESE S HOERE DS 1S S
nNTEHY ZFN5I HCVIEREBEE L TWwd L HFE
ENTWw5b, AflH HCV ELIC L D ANCA SFFE S
T3 AREELREVwEF Z 65, UL, ANCA Bt
O CHFRENCBWT, BAEMRIC X 2 HEEARS R 2R
HNE SN TVEDORIHESY OWE 1 BlOATH 5,
AKENE, 18H C B RGEFIC ANCA Bt 2D, il
¥ ANCA BEIME R 2EEBH L/ 1 FlTh D, Sk
BOWERITH 2 L bz,
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Fig. 6. Immunohistochemical findings of the renal biopsy

a, b 1 anti-VCAM | (X 500), c, d : anti-CD 68(X500), a, ¢ : this case, b, d : HCV-related MPGN

WA ) A 7a 7Y YIEEI MPA 260 L7 1§l %
BERL7, AlxegtolEx22 L, RERRLT
type llZ VA4 7w 7Y VG, (EFHRILE, SEESE
=l HCV G Td -7z, FIKFIC MPO-ANCA 235 H
ThHolzlz0, BEMRE L CHREMRDEIT S L MPA &
2 iz, 18t CBFREE T EmE R =&
26, 7 VA7 a7 YIMER T Tk < ANCA BEIm
BROGIFCOEE T 20D Y, HEZIIILEEFH
Z ol
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