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A case of PR3-ANCA positive granulomatosis with polyangiitis recurrent with acute kidney injury
after 7 years remission
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FEGNE 62 1%, B, 7ENTIC AN, EBERERT, PR3-ANCA Fift(864 EU) 2 2 L, fiETA T A Pk
TIRITREB KO CrfEIZIEHEL L, TIRIBICA D AT a4 F#iRE 7L F=v'r v (PSL)5 mg/day CéE#E%
INT I, Z0OH% 7 4R PR3-ANCA ZFEMALT 2 2 & 5 Wt TH - 72, ABE 1 A HHi0 & 45 o BEEiE,
BIE, SR, BRCRRSHEBLIL, 2@BRICEIRERD, R, 7L 7F = (Cr) LA (1.8 mg/dL), CRP &ifid
(30.1 mg/dL) & 2 L MBeafm ABE L 72, ABil, BIfE, FE, B Cr 0¥ % % LA (2.8mg/dL), PR3-ANCA
FEfiE (>300 U/mL) Z 2 L, B A48T pauci-immune type O FHH 7221 A RIZ U HSEAEIE R 28 & IRHIAE - IAVEREE B
K OV/NIERSIARF PR I AEFIEZ 3B 7o, BAGE, i3t R 7 < B ERJREY 2 F 18 28 ME2EIEAE (GPA) £ 281 L 72,
AT HA POV AREEBHC I FEE, BIMERIT S L7, BFEEE D Cr 13 RE 7.5 mg/dL £ TLEA L7228, 2
DHBARHD F 2 I Cr 1.8 mg/dL £ Tk L7z, 7SV A% PSL 40 mg/day T 4 8[H, Z ORI
sar A7 7 3 F&EML 8#HHEIC PSL20mg/day & 7% D Cr 1.5 mg/dL, PR3-ANCA 244 U/mL % Cii% LiRPi.,
BI#% PSL i L 2 4E#21213 PSL 10 mg C Cr 1.2~1.4 mg/dL, PR3-ANCA 40 U/mL TZE L T 5,

A3 TiZ PR3-ANCA Ptk D % S A 28 1 A ZEIEAE (GPA) 13 MPO-ANCA Bk SEB SR 2 F I 812 A 7
<, KB Z D7 TH BAGE - IHERZ 23 2 WIFRRETIRIE - B LM 1 EEZ o5, kA
1 b B A H AR R BRI 28 72 1 2  AEFIRMEMBE R b RH TR Y, HEALIEM EEZ S,

A 62-year-old-Japanese man had a history of probable granulomatosis with polyangiitis (GPA) from 7 years
previously, showing kidney and vasculitis symptoms with PR3-ANCA (864 EU) without renal biopsy. Remission
with normalization of renal function and urinary findings was induced by corticosteroid therapy. Prednisolone
(PSL) was tapered to 5 mg/day and maintained for 6.5 years with a low positive titer of PR3-ANCA. After 7 years
of remission, he was referred to our hospital because of arthralgia, fever, general fatigue and appetite loss with
apparent urinary abnormality, increased serum Cr(1.8 mg/dL)and C reactive protein (CRP : 30.1 mg/dL). On
admission, he showed a high titer of PR3-ANCA (>300 U/mL). Renal biopsy demonstrated the existence of the
pauci-immune type of severe crescentic necrotizing glomerulonephritis, tubulo-interstitial damage and perivascular
granuloma. He was diagnosed as relapse of GPA (kidney-localized type) without upper respiratory tract(E)and

BRI AR B E IR R, [ B (FIK 26 4 7 H 24 H3ZH)



1098 SERFEE TR L - BRI GPA

lung (L) symptoms. Accordingly, he received steroid pulse therapy leading to improvement of these symptoms and
renal function. Oral PSL at the dosage of 40 mg/day was administered after steroid pulse therapy, and then tapered
to 20 mg/day. Cyclophosphamide was added within 8 weeks. He was discharged 8 weeks after treatment with a
decreased level of Cr(1.5 mg/dL)and PR3-ANCA (244 U/mL). After discharge, PSL was tapered to 10 mg/day
during the course of stability resulting in a further improved level of Cr(1.2 mg/dL), PR3-ANCA 40 U/mL in the

outpatient clinic.

In Japan, PR3-ANCA-positive GPA has a lower incidence than MPO-ANCA-positive microscopic vasculitis.
In GPA, the kidney-localized (K) type without upper respiratory tract (E, L) symptoms is rare. Histologically, not
only necrotizing crescentic glomerulonephritis but also perivascular granuloma in the kidney are very rare and

interesting.

Jpn J Nephrol 2014 ; 56 : 1097-1103.
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2011 4£ Chapel Hill 2 > & > ¥ 2423 (CHCC) I2 B\ T
ME R D7 IR DPRIB I 17, 41 F T Wegener R
HEHE & W4T 72 PO Rl IS 48 13 granulomatosis with
polyangiitis (GPA) ~DZEHMELED X1, 2wt LT,
JEA BB IZEHE T, GPA O HAGERA % T4 F1ME K
PEPIEFIERE ) IR E L AE I T,

ASENE 1939 4F F A 7 DIFBRFAF Friedrich Wegener 12 & >
TG SNBET, S, hE, WhcAZEREESEZ &
U, GimiE, MEER, ABERZ & oh~/NiE i 3
\SIRZEDS & % AR INAE 28 2 01 9 B EREER IR T,
FEMEARBRIRE R DA 2 T L%\, 54~74% T
PR3-ANCA B> ¢ PR3-ANCA @ | 7139 B o TR 1< B
542 L3N Tw3, MPO-ANCA TSR /NI 2815
HIZODIZH L T, PR3-ANCA TIXIESLIE/INME 2 & &
HICRIEMAEEZ LS 2 L3R e &, EXUE(B),
ffi (L) I2FR 615, Bk (K) TIEEAEE R BRI B R o33
T, BIEMEAFEOBE I E DO THTH 5., 1998 &
1ED % F81M% 2t WEFIESE (GPA) (IH% 7 =7 F— 3
JEAE) O JEA B HATEMAE RZWHIHMETH E, L, KOTAR
TOERDHi> T2 boz2egRE L, @, E L, K
DIETHERZRLTL B LENT W5, ZORDT, E, L
D) HLHES L IF 2 DDlf&IC L £ 2002 R & v
I3, KIFFEDDHDIZHOWTIRERIN TV,

Slalbiib i, PR3-ANCA IZ5E&IcEM bl L s -
72bDD, 7THEBOEKES X ORI, RAERT R (CRP)
DIEFAL L W I BRI A TR o Ic, FEy, BIEiER &
Voo I RAEIR TAMICHR L AEEARA 22 2L 7~
PR3-ANCA [t D GPA 288 L 7z, A T3, PR3-ANCA
VB T 2B FT R 8 (RPGN) % 5297 2 GPA % PR3-

ANCA FitETd, E, LETRZPLTEE(K) Z 2L T
V ERGE RS GPA 13400 b DD, PR3-ANCA kT
RPGN #2792 GPA IZZ1UTEL L I\, 2D THH
RIBED GPAIZZ OO THTH 5, BRIFIEIZL—F D
BHAEMT 6 % K ICIRMEMEICASNDS L bl Tw
27, %7z, GPAYEGID 3 % Al TR IC AR Z 20 5
B, ZN6DLEFT LA F—v AR EICE 2
DOTMER L EHEDOBHEDH 2 b DIFd v & DHEY G
H 5, AIEFNIZ, PR3-ANCA IZFEAED & 7 R DRI 25
ERRIRAET, Fofih b SRt §, TR IC 2 A
LATRA FEECTHEARREROUE & & IR L 72,
PR3-ANCA DIHERAEIR & WAT L THERE L, FHIA~ DB 523
%7 o NI R AR & b b O TICHRINE % % e T
W9 5,

E Bl

B OFm, B

x B 2LBEYE, SRR AR

BUREE 7T ENNICHRAD - ORHIEZZS L, BHatRE
& PR3-ANCA 864 EU Zf5fi§i S 117z, [Fbe B AR I3 HifT
S o7y, BRER (K) &I ZAEIR (V) 8 & O
B & 0 AR EERA RIS R 97 B2 D2 Wi S HE T probable
GPA tiglWidh, 7% X%V v N (Max 12 mg/day :
PSL5Y 72 mg/day) I TG S Nz, ZD L ECrid
4.0mg/dL £ T LA L7, REICHEP I G L CHER
(PRATAL, Cr, CRP DIEFAL)EA I 1 A HiRICiRRE,
#BahT PSL iR S 4, 10 A H#I21Z 5 mg/day F CTHiE
S, DIEMET 7 MR T2 2 LR CLEL TRIBL
TWwiz, Z D MPO-ANCA IZ—H L TEEMTH - 7223,
PR3-ANCA &M LT 2 2 & 72 < 59 CHERS L Tz,
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Fig. 1 Clinical course 1(Before admission)

ABE 1 A A 6 25 o B, HH o 38°CHif D782k,
PERIE, BRI UEREE TS o s
®7, 20 2EMBICERETQ+), REMGY), urea
nitrogen (UN) /Cr 39.9/1.8 mg/dL, CRP 30.1 mg/dL & JFUE &
DFEMFEON, HEIND, BIKD KEERRE L 20
ABE & 7o 72, FEED & ¥BEfE N ABE £ TOR#EZ Fig. 1
WY,

BEFERE : FiftdR&Z &L

FKRIERE : fifi 5 BT Y v~ T

ABRRFIRAE : ZikiEH, &E 176 cm, RHE 61.5kg, IIE
110/69 mmHg, [k 67/min, i 36.3°C, A& REE ; B
DN - PR TEIR D IR RRE, Misss 2 L, BEEP
H, Wk, BFER(+), ASEE RIS om M, P
W, PR, B RYIR, P (=), BTN il -
I DOBYEIE - W - BVEDH D, FER - IR L, Zofho
BT R Ze U, iR L,

1#ZEFT R (Table) : WBC 20,200/ L, CRP 23.5mg/dL & i
WRIERT 2§80, WREAQ+), #ilG+), RILE T
RBC 50~99/HPF, WBC 50~99/HPF T FeNa 5.7 % & &1k
BAEOFT R ZR L%, £/, BUN49mg/dL, Cr2.8 mg/
dL & SUH 7 BHEREIK T B X OV PR3-ANCA >300 U/mL & (5
filiz R 7203, MPO-ANCA, i GBM i3 T ofyE s
a7y v, MEMEb RS TH o 7%,

R AT B (Fig. 2) CUEMIE X #tE & O CT Tl A%
7 &SR 2 AT RILERO T, IFEE, Wil Bk %

RO, 1z, HEFITORA(CT, Fiberscope) Tl &I
R B pbE AL, R — 73580 F, LA, FUEE,
WP 72 & BAGEIC X BT RLIZERD b o 7z,

AR 0 ABits: 3 HHICAT - 7 BrEMS (Fig. 3) Tl
19 fE D SR Bk b 4 8IS A % 580, 5 fEIcHTat:
Ak (Fig. 3a) # iR ® 4 i itz R o 7203, X4 v
¥ LAOMERD T, BB OMMEL & IRE O hEED
%ﬁﬁ’? RO Tz, M55 % TIZ/NERFIRIC fibrinoid BEIL % 32

— B2 1 fibrinoid EEAE L 72 /NERZ Hly & 3 % AEFNE
%%m%mb JE PR o RV I 1 SAEMIE 123 A3 H 37 - 72
(Fig. 3b), BRAA KRR T HAE U 7 195 BE % BH &0 epitheloid
cell DR & RIEMITORM % Z d 7z (Fig. 3¢), HOLHIA
% (IF) 13 pauci-immune type TEREHL D GPA L ZWi L 72,

ABitt Dffi % Fig. 4 1287, 2GETHRERIER R 0
DA A FChEV, 2T a4 ROV REE, Bk L
THEH AT 1 A4 F(0.6~1.0 mg/kg/day) + 5o #N il 3¢ 12
(CY 25~100 mg/day) TiG#E L, 8 MLLAIZ PSL20mg/day
DIFICIET 2 458k Lz, AT 04 R UL ABIBKIES
I BEAIR, SEBEIEE Vo AR I L CRP i L
7203, LIS CIEMIIRDSD2>9 UN/Cr 1% Max 118/6.7 mg/
dL £TEH U728, B PSLICAHE L 2EHD & FlRA D
ZH® UN/Cr KT, PSL 40 mg/day T 4 % 30 mg/day
Wi, Z OEHIZIZ UN/Cr & 21/1.5 mg/dL £ TH5EEL T
E D CY 50mg/day %8BI, Z D UN/Cr i 518G L
FRAFHE HIZIFIERAL L, 2 A H#IZ UN/Cr23/1.2 mg/dL,



1100

SERFEE TR L - BRI GPA

Laboratory findings on admission

Urine
pH
SG
upP

us
uoB
UBM
UNAG

Sediment
RBC
WBC
FeNa

CBC
WBC
RBC
Hgb
Hct
PIt

Table
Chemistry
55 T-Bil
1.023 AST
(2+) ALT
1.68 g/gCr ALP
(=) rGTP
3+) LDH
523 ng/mL Na
47.7U/L K
cl
50~99/HPF Ca
50~99/HPF Pi
5.7 % Ferritin
BUN
20,200/ uL Cr
417 x10%/ uL eGFR
12.0 g/dL TP
347 % Alb
14.6 x10%/ uL

0.55 mg/dL
16 1U/L
81U/L

352 1U/L
511U/L
429 1U/L
131 mEqg/L
4.8 mEq/L
98 mEq/L
7.6 mg/dL
4.0mg/dL
939 ng/mL
49 mg/dL
2.8 mg/dL
19 mL/min
5.1 g/dL
1.93g/dL

Serology
CRP 23.5 mg/dL
IgG 1,003 mg/dL
IgA 241 mg/dL
IgM 102 mg/dL
C3 93 mg/dL
C4 18.4 mg/dL
CH50 26.3U/mL
MPO-ANCA <10U/mL
PR3-ANCA 300>U/mL
Anti GBM Ab <10
ANA X160

Fig. 2
Chest X-ray(a), CT of the chest(b)and CT of the
head and neck(c)on admission showing no evi-
dence of granuloma in the lung.

UP(—), U-OB(%) CiRFe, PA#SIETPSLMiHL, 24
it U 7-BI7E PSL10mg/day CHRATRIZEMILL 72 F £ Cr
1.2~1.4mg/dL, PR3-ANCA 40 U/mL 5§ T HE
%73, HilOl[AAE PR3-ANCA DI E TIEE-> Tk

v,

T B

ANCA B3#pE B oo 438U D\ TR I 2> & American col-
lege of rheumatology (ACR) 77 4%> CHCC, Lanham 73%i7% &
DH DIRE LT H o725, Watts 5 1 ANCA associated
vasculitis (AAV) & polyarteritis nodosa (PAN) % 7 )L 31 X 2

z =
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Fig. 3

s« a : Light microscopic findings of renal biopsy
showing necrotizing glomerulonephritis with
cellular crescents and severe tubulointerstitial
damage (PAS stain).

# b : Light microscopic findings of renal biopsy
showing necrotizing polyangiitis with perivas-
cular granuloma formation (PASM-HE stain).

¢ : Accumulation of epitheloid cells and inflamma-
tion cells around the destructive vascular wall
(PASM-HE stain).

RBx

admission discharge
Ireatment PS:%)IS /day X3
Symptoms m -0 g/aay CPA 50 mg/day
(arthralgia,
general 25
fatigue
gue) 0 \\
15 \
10 —Cr
& —CRP
0
(mg/dl)
Urine volume /day 3100 mL/day 1800 mL/day j
BVAS 15 14 12 10 10 6 0 0
)R3-ANCA(U/ml) | >300 >300 244
U-pro/Cr(g/gCr) | 1.68 0.55 0.16 021 0.19 035 0.13 0.10
U-Oc | 3+ 3+ 3+ 2+ 2+ 2+ +/— +/—
day 0 7 14 21 28 42 56 70 84

ERCTHET 2 X I RELT0 37,

BRKAZ B LA T lx PR3-ANCA P GPA D IR
<, BRKD primary systemic vasculitis (MPA, GPA, eosino-
philic granulomatosis with polyangiitis : EGPA) D #7 B4 ¥

Fig. 4 Clinical course 2 (After admission)

KEHE 13 100 JT A %72 D 10~20 il (GPA 3~11, MPA 3~8,

EGPA 1'""™) izt L, ATl rheumatologists H/L DFFZE
Yo & 13 FERARE S & AT GPA 2.3, MPA 13.8, EGPA 1 Ll
HWENT W3, £7, nephrologists % Tl & L 72 0F%EHE
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76 b PR3 HUMEGEFR LK D 25~35 % 12X L 4.1 % &
EHOTEL, RPGN IZ 95 GPA DEIGH 25% L&D
HTEVEREINT VB xR IcOVLTIE, &
EED 725> HLA 72 £ @ genetic background 7% £ 23522 L T
2 LOWET L H 2,

PR3-ANCA B 5 12 MPO-ANCA (I Ib L B R ICHE
H, 2L THEISVE SN, £ ERE, i, RO
JECHEAEE A 2E I A 28 %2 52 L RPGN 2 225 %, Ao
Z & { PR3-ANCA HU GV CE RIHE o M8 27T /L %
LAaEBEAR L% 27 % GPA IIFGT, & o ICBIMGIZIZ L
Ao EDEIEME HIRIG MR EREE RO AR TH D, BICH
%D BHIEEZ LD THTDH %, Bajema 5 1% 157 D
Mg 28 16 BB IEZ 30, Z2DNERIZ GPA T,
MPA 6, EPGA 2, idiopathic RPGN 1 T, Z NI & A LIl
Tt AR R b0, R~y BOMEL LIck
% periglomerular granuloma 3% 725 72 £ Y LT 3,
Z® GPA 7R, 4HlIx EXGE R SRR RO 525
BTho7nhs, KD 3FNIFEED 2 C BIREED L9 2013
AHTH > 7, A, HBEHMEEHRIZERE R BRI b RO
7=b DD, WIHFIEIEEOHMBENRE PG ® % perivascular
granuloma TH WP H S E OO THELEZ LN,
Lionaki (3 ANCA PRI 28 55 502 lrh 52 i v dn»
DR Ic AZEE % 3B, Z D ANCA OFfiJEIE 79 % T PR3,
21% TMPO TH -7z Y L, PR3 &\ 9 Pk sk
DAFIEIZRICEI S L Cwb 2 e 2R LT,

E, LIRZZMED 2\ 2 B GPA O FK L L T,
L5GEDRIFIEDS PR3 12X 2 HifA OB pE A 2 mediate
LT3 IMERS, FRFTD CD4(+) Ml o @ 56 H3BE 5
LTV EINTLEDIIH L, BCIdpREREED KL
D% e, FAKhORIET T 7Y v L C3 DR
G2 EDBIGT 2 K7 EDBRZFIEZRIC b > T
LIERENPEZLNTVS, ROETIEHTHMEE w1
77—V OEFHMBIEHINTE TS, ZDXkIHIT, WL
WEIEVEE A RIS L B SE Z S T0 5 b
D0, BRHEEZETZ2a5—FTHOHTLHEL WTHE
ZPRERZ2HDTREVEDWEI S H D, FEHIS DXk
CERIEFSED LI LIEFAHTH S,

ARFBC 1k MPA I HEARBE DR GPA 12D\ TE, ¥,
FHEZ LD T —=I DR D, FHEOEVECK
D E A B L, PSL(1 mg/kg/day) +CY (2 mg/kg/day) N
i (PSL (3 1) < 158 BilHh 75 % 3578 RTEfE L TE D,
6 71 H~24 FOFGEBIZEPICE DS S GO T—EU Lo
FemBDTHDIXKI 50 % T, 40 % D EFH TEMFRGHEP D

PR3-ANCA HEHEAL L 222> 5 72 L35 L T\> %, Despu-
jol 6 1%, 174 HlOFEBBIEE T, 54T 49 % OFHFEZ RO
LS LTE D, Lionaki 13 ANCA Bl Iss 4 3 502 4
DFHIBHFT, PR3-ANCA (1 MPO-ANCA O 2 {5 D%
#, PR3-ANCA DSHFED FMICEMTH 2 L) L <
1, PR3-ANCA BH1ED GPA I35 2 EMRICE > T b Y
KIFE, HRY Z 271220 TIE, SEBMITTLIERD
T71E, C-ANCA [Pk, Eilifize B SnTwahhn F
EAHTH 2, HHAERNOREREYFERL VO TH o7 L
WY SN TWw3, £/, EHEEHT S 40 % HIPR3-ANCA
FREME LR, ARl X 5 icsEaickati by Ik T 5
HEG S & BRREAET 5, A, HHED AT A FI
VA +CY FHETREEMRICA 72D DD, 2 FERH L 7281
D PR3-ANCA FEMLT 2 2 L 2 {59 cRE L <
BY, MEESKRBBIEPTH 2, SEEFEDII
%' TH B EDWED S AT, FHHLTHMEINIHREICDH
U B PRI T E 2,

#

AHCIIHEE D 22> PR3-ANCA B D GPA, Z D7
2THE, LIERZED R uEaERENcatBErez
L7 GPA Z 8B L 7o, BB I SR H AR TR R Bk
B R & & BT VE 2 REFREPE IS 28 % 58 0 BF B Je Y
LRV OHET 2 2 LR S e, £, iS5 94E
MlO#EE %2 BPCE, EHREERAY PR3-ANCA L s L T
WARTOEBELREN EEZ o,

B, C-ANCA DHIEHRALANERL 17 4512 EU 205 U/mL I HHIC
%o THE DAL TRIBEYRFOHEMN TR T TV v,

A X DB FIZE 52 [nl¥ KEEsi4 (20125 H) 8 X O 42 [0 H
Ao 2 R AT 42 42 (2012.10 HHTE) THE L 7=,
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