DOI:10.19405/j.cnki.issn1000-1492.2016.08.028

* 1196 - Acta Universitatis Medicinalis Anhui 2016 Aug; 51( 8)
12016 -6 —22 14:44:58 " http: //www. cnki. net/kems/detail /34. 1065. R. 20160622. 1444. 056. html
MPO-ANCA
2
2 ( LAMP- ( Birmingham
24) vasculitis activity score BVAS)
( MPO-AAYV) ELISA MPO-AAV
LAMP24. - Kain et al * AAV
( MPO-ANCA) . 2( LAMP=2) ., 2 ( anti-lyso—
(MPO) (5 LAMP2A some-associated membrane protein2  antibodies
MPO-AAV LAMP2A LAMP-2A) . 80% s AAY
48. 44% ° . 21%
; LAMP2 (P <0.001); AAV LAMP2A LAMP2A
LAMP2A C5a.MPO  LAMP-2 LAMP2A
(P<0.01) LAMP2A C5a.MPO  LAMP- o LAMP2A  AAV
2 (r. =0.056.0.525.0.723 P < . LAMP2A  MPO-AAV
0.001) MPO-ANCA BVAS MPO-AAV
MPO-AAV LAMP-2A LAMP2A MPO-ANCA.
MPO-ANCA N MPO-AAV
( LAMP=2) MPO-AAV MPO-AAV .
ANCA 1
2 ; 2;
R 593.27 11
A 1000 — 1492( 2016) 08 — 1196 — 04 20121 ~2015 3 AAV 128 .
( indirect immunofluorescence
AAV 1IF) pANCA( +) ELISA
( myeloperoxidase-antineutrophil cytoplasmic MPO-ANCA °
antibody MPO-ANCA) MPO-ANCA GPA - EGPA 2012
( MPO-ANCA associated vasculitis MPO— Chapel Hill ( Chapel Hill Consensus Confer—
AAV) ence CHCC) MPA. GPA EGPA
o ® PR3-ANCA  ANA
MPO-ANCA  MPO-AAV PR3ACNA( +)  ANA( +)
MPO  MPOANCA  AAV - 128 ( )
2 MPO-ANCA =51:77 18 ~90( 63.27 £ 15. 14)
2(0.5 60) MPO-AAV
2016 -05 - 04 MPA 125 GPA 2 EGPA 1
: ( BVAS 2 ~29(16.26 +6.91)
08010290107) 30
230022
=12 :18 47 ~79(60.73 +£8.76)
E-mail: o BVAS
shuaizongwen@ medmail. com. cn -80



Acta Universitatis Medicinalis Anhui 2016 Aug; 51( 8) * 1197 -
C o (x° =
. 0.000 P = 0.987) (t=1.218 P =
1.2 0.227) o LAMP-
1.2.1 ACNA ANA 2A  ELISA A x +2s
Hep2 ( LAMP2A 48.44% (1 62/128) .
) IIF AN- 128 70.31% (90/128)
CA ANA p-ANCA c— 67.19% ( 86/128) N /
ANCA ANA o LAMP=2A 1
1.2.2 MPO-ANCA ELISA o LAMP=2
MPO-ACNA . 96 0.142(0.102
MPO ( Sigma )2 wg 1:100 0.238) vs 0.082(0.063 0.106) Z= -5.112 P<
0.001 .
( alkaline phosphatase AKP) IgG(
Sigma ) 1:5000 1 / LAMP-2A (n)
ELISA . ( absorbance LAMP2A . p
A) x +2s
ELISA MPO-ANCA o 44 46
1.2.3 LAMP=2A.LAMP=2.C5a.MPO 18 20 0.025 0.875
ELISA ( TSZ )
43 43
19 23 0.256 0.613
LAMP2A.LAMP=2.C5a.MPO - LAMP2A
MPO-ANCA 2.2 LAMP=2A
A x +2s 62 LAMP=2A 66
. 2
1.3 SPSS 19.0 N .BVAS  MPO-ANCA
X % s 2 C5a.MPO
Welch t o LAMP=2 LAMP2A
2 X2 o 2,
Spearman . 2.3 LAMP2A
62  LAMP=2A LAMP2A
2 MPO-ANCA.MPO.C5a LAMP2  BVAS
2.1 LAMP2A LAMP=2 LAMP2A MPO.C5a LAMP=2
2 LAMP2A
LAMP2A P
(n=62) (n=66)
(n)
29 22 x> =2.410 0.121
33 44
( X +5) 65.89 +12.14 61.89 £15.74 t=1.006 0.317
M( Pas Pqs) 2.5(0.50 60.00) 2(0.43 76.20) z= -0.601 0.548
BVAS( x %) 15.73 £7.70 15.75 £6.40 t=-0.641 0.402
MPO-ANCA( x +s) 0.53+£0.30 0.44 £0.20 t=-1.421 0.163
C5a( ng/ml x £5) 565.66 £504.72 369.98 +134.05 t=-2.764 <0.01
MPO( IU/L x +5) 908.49 +686.52 460. 89 +208. 14 t=-3.506 <0.001
LAMP2( x +35) 0.328 +0.298 0.128 +0.060 t=-5.181 <0.001




* 1198 -

Acta Universitatis Medicinalis Anhui 2016 Aug; 51( 8)

(r, =0.525.0.056.0.723 P <
0.001) .  MPO-ANCA  BVAS (r.
= -0.209 P=0.285,r,= —0.081 P =0.530) .

3

Kain et al * AAV LAMP2
87% o
80% M Roth et al ’
AAV 21% .
MPO-AAV
48. 44%
AAV .

AAV  MPO-ANCA

LAMP2A

MPO-
AAV

Kain et
al %7 MPO-AAV ~ PR3-AAV
ANCA

( pauci-immune focal necro—

tizing glomerulonephritis FNGN)

LAMP-
2A - Roth et
al’ AAV
44. 12%
( BVAS =0) AAV
AAV
' . LAMP2A
AAV
LAMP2A o
8 9-10
AAV
C5a AAV -
" MPO-AAV C5a
C5a
CS5a
. LAMP2A
AAV
LAMP-A C5a
( IgG4 )
Kain et al * LAMP2

FimH

N 69% LAMP2A FNGN

12 FimH

FimH LAMP=2 LAMP2A

LAMP2A
FimH &
MPO-AAV

LAMP-2. MPO
LAMP2A LAMP2  MPO

MPO-ANCA

LAMP-=2
LAMP2A

MPO
LAMP-2
LAMP2A

LAMP-2

o

MPO-AAV
MPO-ANCA
Kain et al ° Pe—
AAV
LAMP2A

48. 44%
LAMP2A
LAMP=2
schel et al

LAMP2A

ANCA
MPO-ANCA
LAMP2A N
LAMP2A
o LAMP2A
LAMP2A
MPO-AAV
LAMP2A
MPO-ANCA. o

BVAS
BVAS

132 J.
2014 18(5) :308 - 12.

2 Mahler M Radice A Yang W et al. Development and perform—
ance evaluation of novel chemiluminescence assays for detection of
anti-PR3 and anti-MPO antibodies J . Clin Chim Acta 2012 413
(7-8):719 -26.

3 Kain R Matsui K Exner M et al. A novel class of autoantigens
of anti-neutrophil cytoplasmic antibodies in necrotizing and cres—
centic glomerulonephritis: the lysosomal membrane glycoprotein h—
lamp=2 in neutrophil granulocytes and arelated membrane protein
in glomerular endothelial cells J . J Exp Med 1995 181(2):
585 -97.

4  Kain R Exner M Brandes R et al. Molecular mimicry in pauci—
immune focal necrotizing glomerulonephritis J . Nat Med 2008
14(10) : 1088 - 96.

5 RothAJ Brown M C Smith RN etal. Anti-LAMP-2 antibodies

are notprevalent in patients with antineutrophil cytoplasmic au-



Acta Universitatis Medicinalis Anhui

2016 Aug; 51(8) + 1199 -

toantibody glomerulonephritis ] .

(3) 1545 -55.

J Am Soc Nephrol 2012 23

tion in patients with anti-neutrophil cytoplasmic antibody-associat—

. Kidney Int 2013 83(1) : 129 —37.

ed vasculitis J

6  Jennette ] C Falk R J Bacon P A et al. 2012 revised interna— 11 Huugen D van Esch A Xiao H et al. Inhibition of complement
tional chapel hill consensus conference nomenclature of vasculiti— factor CS5 protects against anti-myeloperoxidase antibody-mediated
des J . Arthritis Rheum 2013 65(1) :1 -11. glomerulonephritis in mice J . Kidney Int 2007 71(7): 646 —

7  Kain R Tadema H McKinney E F et al. High prevalence of au— 54.
toantibodies to hLAMP2 in anti-neutrophil cytoplasmic antibody— 12 Xiao H Dairaghi D J Powers ] P et al. C5a receptor ( CD8S8)
associated vasculitis J . J Am Soc Nephrol 2012 23( 3) : 556 - blockade protects against MPO-ANCA GN J . J Am Soc Neph-
66. rol 2014 25(2) :225 -31.

8  Xiao H Schreiber A Heeringa P et al. Alternative complement 13 -
pathway inthe pathogenesis of disease mediated by anti-neutrophil J.
cytoplasmic autoantibodies J . Am J Pathol 2007 170( 1) :52 - 2015 28(4) :406 —10.

64. 14 Hao J Chen M Zhao M H. Involvement of protein kinase C in

9 Xing GQ Chen M Liu G etal. Complement activation is in— C5a-primed neutrophils for ANCA-mediated activation J . Mol
volved in renal damage in human antineutrophil cytoplasmic au— Immunol 2013 54( 1) : 68 —73.
toantibody associated pauciHmmune vasculitis J . J Clin Immu- 15 Peschel A Basu N Benharkou A et al. Autoantibodies to hLAMP—
nol 2009 29(3) :282 -91. 2 in ANCA-negative pauci-immune focal necrotizing GN J .J Am

10 GouSJ Yuan] Chen M et al. Circulating complement activa— Soc Nephrol 2014 25(3) :455 - 63.

Investigation on the role of antidysosome-associated

membrane protein2 antibody in MPO-ANCA associated vasculitis

Gui Yadi Shuai Zongwen Hu Ziying et al
( Dept of Rheumatology and Immunology The First Affiliated Hospital of Anhui Medical University Hefei 230022)
Abstract Objective
protein2 antibody( LAMP2A) in myeloperoxidase-antineutrophil cytoplasmic antibody associated vasculitis( MPO—
AAV) . Methods
phil cytoplasmic antibody ( MPO-ANCA)

( MPO) and activated complement C5a by ELISA. These test results and some of other clinical indices were compar—

To preliminarily investigate the prevalence and role of antidysosome-associated membrane

The peripheral blood from all patients was taken to detect LAMP2A myeloperoxidase-antineutro—
lysosome-associated membrane protein2 ( LAMP2)  myeloperoxidase

atively analyzed between LAMP2 A positive and negative group and the relationships between LAMP2A and either
The positive rate of LAMP2A was 48. 44% in MPO-AAV pa-

tients. This positive rate showed no significant difference between patients with nephric/pulmonary damage and

of these induces were also investigated. Results

without nephric/pulmonary involvement. The LAMP=2 level in patient group was higher than that in control group( P
<0.001) . The levels of C5a MPO and LAMP=2 in patients with positive LAMP2A were significantly higher than
that in patients without LAMP2A( P <0.01) . Moreover LAMP-2A had markedly positive correlations with either
of C5a MPO and LAMP2( r, =0.056 0.525 0.723; P <0.001
tionship between LAMP2A and MPO-ANCA or BVAS. Conclusion 1.AMP=2A is a common autoantibody in MPO—
AAV and is independent from the other autoantibody MPO-ANCA. It might play an important role in the pathogene-

respectively) while there was no obvious rela—

sis of clinical lesions in MPO-AAV by some way like promoting the activation of alternative complement pathway

combining with its elevated autoantigen LAMP-2 and so on. Further investigations on the exact roles of LAMP2A in
MPO-AAYV are necessary.
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