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WFZER R OMEE (Fn30) : Wiskott-Aldrich syndrome protein (WAS) SEf 26 i\ C, IfiLiE IgA
oy ORESH IR . ML 1gG-IgA R E AR EDINT 217 72, T OREE. LWASIERFI T,
P IgA B KUV IgG-IgA B A R ENFIKAAIEIC, £o, BOLRERELZGIFLTWD
JEFI CHBEIZHEIML TS Z &, 225RIMEIC L0 . FESHEE [gA OBEITHD L, SREKIKILE
IgA OFREER JOBHMMEE N SET 2 2 LI L, 2O ORI G | IgA FEHEE 1L,
WAS IZEDFT % B OO R ORTRBIZTR S B G L TV 2 AIaEMEA VR S U7,

WFFER R OBEE (J30) : We evaluated the role of aberrant IgA production in the development of
autoimmunity and glomerulonephritis in 26 patients with WAS. We found that serum galactose-deficient
IgA levels and the levels of CIC containing IgA and IgG increased in WAS patients as an age dependent
manner. Interestingly, these levels significantly increased in WAS patients with autoimmune
manifestations. Furthermore, IgA-dominant immune deposits in the renal mesangium and glomerular
injury in an XLT patient were significantly reduced after BMT. Galactose-deficient IgA levels were also
markedly decreased after BMT. These findings indicate that mutations in WAS may be associated with
aberrant IgA production and the development of autoimmune diseases including IgAN. Furthermore,
immune reconstitution by BMT could correct aberrant IgA induced autoimmune diseases. These
findings indicate that aberrant IgA production due to mutations in the WAS gene may be critically
involved in the development of autoimmune diseases and glomerulonephritis.
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1. WFFERHAG S W OHE 5

IgA BIEDRIEMEIINELITAHTH
B, X OIFEG-CTRIRBUSHESE 2> & R AR
(2B DA & I DOGFE FHI I TR B G-
LTWDZENTRENTND, FHTHIT
IgA 53 FI28B1T 2 BEHEE & ORI 2 R
TLOWMEP < I TEHY (Novak J et
al. Semin Nephrol 2008; 28: 78-87, Coppo R et
al. Kidney Int 2004; 65: 1544-1547., Kobayashi
I et al. Nephrol Dial Transplant 2002; 17:
2108-2116) . —RAY, ZIRIJERIZ X 5 IgA
¥ ORESRE G REIZET LR ER S
NTW5, B R IgA o Fidk I
O-glycan %45 L, O-glycan D} £5 B 5 728 IgA
BEDRAEICEI G LT D, FERITREEH A
a2 b IgA I3 H CEHEREN F < \1gG
F L REEASREIER L. 2 b
BAEKRE LTAF X o AEEICIES L,
AYF T LHRUS/EM L, RIELZELT
HEFEZLNTND

WAS [, B ZDWD 2 £ 5 i/ M
%, BAET 2MEME. B RYWE 2 =
Tfe U, EEEEC A R i e &0
92 JFUR M A% AN 44 C > % (Ochs HD et al
J Allergy Clin Immnol 2006; 117: 725-738) , &
{E8 A5 71X wasp (Wiskott-Aldrich syndrome
protein)i {5 7T, Xpll.22-p11.23 IZFFFET
%, HOSE R BT WAS JERID 40-70% (2
AL, BHOREMRELIEE D, Sa i
BR, B, RIEMERRER L DRz
D%, IAFRIRBIEDOESRT L0 REIAEFN
AREL 7R o 7c—5 T, HOREKRDIEAL
ECDIBRPRE LB L 7> TETND
ZOHRTHEIET 19% & L s 3R 278
D, BEBEARRICNZ D BB A L TE
Bl s STy 5 (Andrews PA et al
Nephrol Dial Transplant 1998; 13: 524-525,

Fischer A et al. Nephrol Dial Transplant
1996; 11: 2077-2079), 4514 & HIZEHTIAHE
R BAE 2 BT D AEFIS N L. RREIR R
L7252 LTINS, WAS SER] T
Vi MR 23R D 2 & o BB AR & i
ITTERVIEGINZL <\ ZDOFEMIZH S A
TiE7Zeu,

Z 2 THx T h E[AERD phenotype %
A9 % 129SVEVWASP / » 7 77 h~ 17 A
BT D BREIZOWTHRNT L, T DO%RA
AT = AL T D BET 21T > 72, WASP
w7 T U RS TATIEAY XU A
FEPER I 2 B U AR IR OFLEE T i &

LITHE L, BRR LR, OhukE
°ixﬁy%¢Aﬁﬁ:g@gAgMC3
DILAEZRD, EFBEMETIIA XU
LB RONT AV 2y LuEl, —HREK
(-9 AR SR T ENVRY W AT R A
7oo MG C3EIZIER Th o722y, MF IgA
EIXAFREICEMHETHY | IgA FHUEES
KHLHEITEMEZ R LTz, In vitro IZFW T,
~UADMIEE Y B U NERESHEEL .
TGF-B+IL-4+IL-5 DAF(E T LPS HIC &
% IgA FEAEREE R L2 & 2 A, WASP /
Y 7T b U ATIEAEICgAEADH
A DTz, BREWIT R E L THS S
WASJE Tl CD43 % & & 7% O-glycan
EHT L0 TOREHEEE N HRE ST
% (Piller F et al. J Exp Med 1991; 173:
1501-1510, Park JK et al. Nature 1991; 350:
706-709), F7- [gA BIEDET L~ T AT
HD HIGA =7 AZBWT, VT ILERRS
T b—=ANRE LT BEB R 255
IgA 7y TN BEIN L, IgA BEDFRREIZESL
o TV Z &hMmEINTND

% Z C. Lectin binding assay % H T
WASP / > 770 b~ AIZBIT D IgA 57
TOVTNBRBLOTZ7 7 h—RAE &%



BitLime A, Al 6 » HU Lo
WASPKO ~ 7 A TIXAREICT T IIVEEE &
OHZ 7 h—ADRE LT HEHR T H
THIgA DTN TV D Z VI L
7o LLEDRKERNS WASP / v 277U b=
U A TIEREE IR EZ T 2 R BRI &
N Z 0 | FREREIT IgA BHEICHERT 5 =
L. FDAB=ALELT, B flaON
RIPED B X D IgA 2y T D FEA DN &
IgA 731 DBESH R H ANBE DR AR5 L
T D ATREMEAMER S 7z,

2. Wto HBY

WAS (21T 2 BIEDEEFNI D723

HEHDHHL—FLZLNHDIF IgA BIETHY
(Imai K et al. Blood 2004; 103; 456-464) . WAS
BT 2BIEDHREILHKR X D~ T A TOM
AR EIEL TCWAS Z ERTIEIND, £
ZTCHRIFEX IV ATORGFIEZEMRL L
T.WASEBID & b IgA 45 F OS2
HL. RIEICRIT DBIED A T = X L O
BLOEORKIGHZ I L, WAS SEFICFS
VB IIE T OREH R IgA OE R, 1gG-IgA
A ARELZRE L, BAREG & et L
7
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WAS JEB 26 BllZHOWT, L7 F & H
W72 ELISA {EZFIH LT, WAS JERIIZ IS
DG IgA 51 OFESH I E Ot %
1ToTz, £, MIEF D IgA IgG EEA
K% ELISAIRIC XV E& LT,

4. WFIERECR

ARBFFRIZE VLT O Z LV L7z,

(1) WASP / v 7 7 7 b~U R L[AEL, WAS
JiE B C IR S BB & FF D IgA D3N L C
Wiz,

(2) BESHELE IgA 1TH CRBERBEGIFL T
W DIERICABEICHIIN L Tz,

(3) IgA-IgG BB A RITHEH T 1gA &F
HE7RARBIE R L, WAS JEFNZ B CHE N
LT,

(4) 1gA-1gG SIEHEGIRIZ, WASJERBIDO T
b B AR EE GO 2 RERNIC BN T
AEITHEMNL T,

(5) BEEHELH IgA. IgA-IgG o E AR L LAE
EMEAEMEICEIN L Tz,

(6) BRAEIZ LD, HEHEE IgA O=EIT
WD L& BT, RERIRILRE 1gA HIEK
L. EEMES b U LT,

INBHORERD, WASTEGNIZIW T, IgA
PESHELH X, WAS ICE0FT 2 B CAERE D
JRABICTELS BIG- LT WD ATREME 2N RIR S
Too E7z. 1gA BEBHEF &1L, WAS JEFNIZH
B9 % IgA BHEDHRZE =4 U 7 ICH AT
b EEZ BN,

5. ERIEERE
(BFgEfEE . WFFE s K ONEEEAF TR 12
)

UdEsEamsa) GBR11h)
Shimizu M, Nikolov NP, Ueno K, Ohta K, Siegel

RM, Yachie A, Candotti F. Clin Immunol.
142(2011),160-166. (FEmtd V)



(Fm¥ER] G331

@ IE/KIEM, Candotti F. WASP KHEIZ LD
IgA FESHA A & ARERIRTE ST B9 2 MR AT.
75 53 [ B AR B R 2 AR &, 2010 42 6
A 16 H, MAEERRES (RER)

@ Shimizu M. Increased aberrant IgA
production and development of
immune-complex mediated
glomerulonephritis in wiskott-aldrich
syndrome protein deficiency. 15th Congress
of the International Pediatric Nephrology
Association. 2010.8.29. Hilton =~ New York.

@ IEAKIER, @3aLFf, T /\NE T, F2
K 7%, Fabio Candotti, 7 W JL I %2 .
Wiskott-Aldrich JEMERFIZISIT 5 IgA BESH
R EGIEBEAWIER. 5 115 [\ A AN
R E S, 201244 A 20 A, &
M E R ks (Rl )

(& Dfth)
TR Bt A

http://web.kanazawa-u.ac.jp/~med21/

6. WFIERLRR

(DAFFEAREE

17K IER (Masaki Shimizu)
BIRTF: - EFR - B
WFFE# 75 10401902




