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Responsible genes for the aberrant production of MPO-ANCA
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The spontaneous crescentic glomerulonephritis-forming/Kinjoh (SCG/Kj) mouse is a
unique model of vasculitis with production of MPO-ANCA. Genome wide mapping revealed the non-Fas
susceptibility locus of MPO-ANCA on chromosome 1, designated as Man-1. The aim of this study is to
identify the responsible gene (s) of Man-1. Interval mapping created single peak of LOD curve on the Gene
A, a protein-coding gene with unknown function. Because of the highest LOD score, Gene A was the first
positional candidate gene. Recombinant Gene A accelerated the proliferation of murine myeloid cell line
Mcl33D. However, transfection of Gene A to Mcl33D did not influenced to expression levels of leukocyte
activation markers.

We established SCG/Kj-derived interval congenic mice with B6 background. Fortunately, we obtained mice
with recombination between B6 and SCG/Kj at the midpoint of Man-1 interval. These mice will help us to
narrow down positional candidate genes on Man-1 interval.

SCG/Kj  MPO-ANCA



MPA
MPO-ANCA

MPO-ANCA Man-1
J Immunol. 2006 6000
Man-1

10
MPO-ANCA

A
MPO-ANCA
MPO-ANCA

PCR

Man-1

A in vitro
32Dcl3 A

MPO

A invivo A

MPO-ANCA
in vivo

B6 SCG/Kj
MPA

24 MPO-ANCA

25

in vitro

J774, DC2.4, EL-4, 32Dcl3, RAW?246.7,
WEHI-3

pcDNAG.2
32Dcl3
LFA-1,CD40, CD86, H-2K
Man-1
22 6
B6
SCG/Kj

B6. IprC1sce,B6.
IprSCG1sce, B6. IprSCG2sce,  BS6.
IprC10Sce, B6.IprC165Ce
10

B6.1prC1SCGC16SCG,
B6.1prSCG2SCGC165CG

SCG2/Manl

1/2

10

Hamano Y, Abe M, Matsuoka S, Zhang
D, Kondo Y, Kagami Y, Ishigami A,
Maruyama N, Tsuruta Y, Yumura W,
Suzuki K. Susceptibility quantitative trait
loci for pathogenic leucocytosis in SCG/K]
mice, a spontaneously occurring crescentic
glomerulonephritis and vasculitis model.
Clin Exp Immunol. 2014
Jul;177(1):353-65.

Suzuki K, Nagao T, Itabashi M,
Hamano Y, Sugamata R, Yamazaki Y,



Yumura W, Tsukita S, Wang PC,
Nakayama T, Suzuki K. A novel
autoantibody against moesin in

the serum of patients with
MPO-ANCA-associated vasculitis. Nephrol
Dial Transplant. 2014
Jun;29(6):1168-77.

Furuta S, Chaudhry AN, Hamano Y,
Fujimoto S, Nagafuchi H, Makino H,
Matsuo S, Ozaki S, Endo T, Muso E, Ito C,
Kusano E, Yamagata M, Ilkeda K,
Kashiwakuma D, lwamoto I, Westman K,
Jayne D. Comparison of phenotype and
outcome in  microscopic  polyangiitis
between Europe and Japan. J Rheumatol.

2014 Feb;41(2):325-33.

Hamano, Y., Yumura, W., Maruyama,
N., Suzuki, K. Pathogenic leukocytosis and
their susceptibility QTLs for vasculitis and
crescentic glomerulonephritis in a model of
SCG/Kj mice. La Presse Medicale &
Quarterly Medical Review 2013
Apr;42(4).687

Hamano Y, Yoshizawa H, Sugase T,
Miki T, Ohtani N, Hanawa S, Takeshima E,
Morishita Y, Saito O, Takemoto F, Muto S,
Yumura W, Kusano, E. Rituximab
Treatment for PR3-ANCA-Positive
Membranoproliferative
Glomerulonephritis Associated with
Adult-Onset Periodic Fever Syndrome.

Case Reports in Nephrol Urol
2012;(2):92-101.

Takeda S, Chinda J, Murakami T,
Numata A, Iwazu Y, Akimoto T, Hamano Y,
Muto S, Takahashi M, Kusano E.
Development of features of glomerulopathy
in tumor-bearing rats: a potential model
for paraneoplastic glomerulopathy.
Nephrol Dial Transplant.
May;27(5):1786-92.

2012

Numata A, Akimoto T, Toshima M,
Iwazu Y, Otani N, Miki T, Sugase T, Saito
O, Hamano Y, Takemoto F, Ueda Y, Muto S,
Kusano E. Membranous nephropathy in an
HIV-positive patient complicated with
hepatitis B virus infection. Clin Exp
Nephrol. 2011 Oct;15(5):769-73.

Hanawa S, Akimoto T, Uehara E, Inoue
M, Imai T, Kotoda A, Yoshizawa H,
Matsuyama T, Ueda M, Saito O, Hamano Y,
Yumura W, Ozawa K, Muto S, Kusano E.
Renal failure caused by plasma cell
infiltration in multiple myeloma. Clin Exp

Nephrol. 2011 Aug;15(4):586-90.
Zhang D, Kobayashi T, Kojima T,
Kanenishi K, Hagiwara Y, Abe M, Okura H,
Hamano Y, Sun G, Maeda M, Jishage KI,
Noda T, Hino O. Deficiency of the
Erc/mesothelin gene ameliorates
carcinogenesis in Tsc2 knockout mice.
Cancer Sci. 2011 Apr;102(4):720-7.

renal

Hamano, Y., Tsukamoto, K., Abe, M.,
Sun, G.D., Zhang, D., Fujii, H., Matsuoka,
S., Tanaka, M., Ishida-Okawara, A.,
Tachikawa, H., Nishimura, H., Tokunaka,
K., Hirose, S., and Suzuki, K. : Genetic
dissection of vasculitis,
myeloperoxidase-specific ~ antineutrophil
cytoplasmic autoantibody production, and
related traits in spontaneous crescentic
glomerulonephritis-forming/Kinjoh mice. J

Immunol. 2006 Mar
15;176(6):3662-73
10
moesin
2014 7 4 6
A case of
membranous nephropathy with
podocytic infoldings after
hematopoietic stem cell
transplantation.
2014
(GCAP)
2012 6 22 24
MPO-ANCA

2012 6 1 3

Wako Yumura, Yoshitomo Hamano,
Yoshiyuki  Morishita, Osamu  Saito,
Chiharu Ito, Fumi Takemoto and Eiji
Kusano. Urinalysis is the clue for early
detection of ANCA-associated vasculitis.
The Asia Pacific Meeting of Vasculitis and




ANCA Workshop 2012, March 30, 2012,
Tokyo Conference Center Shinagawa,
Shinagawa, Tokyo, Japan. (Abstract p. 103)

Yoshitomo Hamano, Tomokazu Nagao,
Kazuo Suzuki, Hiromichi Yoshizawa, Eiji
Kusano and Wako Yumura. Role of
IL-17/IL-23 axis and pro-inflammatory
cytokines in  the pathogenesis of
spontaneously occurring
glomerulonephritis in a model of SCG/K]
mice. The Asia Pacific Meeting of Vasculitis
and ANCA Workshop 2012, March 29, 2012,
Tokyo Conference Center Shinagawa,
Shinagawa, Tokyo, Japan. (Abstract p. 119)

Yoshitomo Hamano. Genomics and
Genetics in ANCA-associated Vasculitis.
The Asia Pacific Meeting of Vasculitis and
ANCA Workshop 2012, March 28, 2012,
Tokyo Conference Center Shinagawa,
Shinagawa, Tokyo, Japan. (Abstract p. 61)

MPO-ANCA
2010 9 24

Yoshitomo Hamano, Wako Yumura, Eiji
Kusano, Kazuo Suzuki: Genetic dissection
of leukocytosis related to spontaneously
occurring crescentic glomerulonephritis in
a model of SCG/Kj mice. The American
Society of Nephrology, The 42nd Annual
Meeting and Scientific Exposition, October
29, 2009, San Diego Convention Center,
San Diego, CA, USA.

Hamano, Y., Hirose, S., and Suzuki, K. :
Genetic dissection of vasculitis,
MPO-ANCA production and related traits
in SCG/Kj mice. International Conference
on Regulation of Inflammatory Diseases,
Vasculitis and Asthema- 2008 in Chiba,
Jan. 18~19, 2008.

3
5)

2014, p.76.

51 ; 593~602,
2013

V. ANCA

¢y

@

®

1. ANCA

2013, p. 214.

HAMANO, Yoshitomo

AAV)
@



