24 .

¢ )

FTA

T

TCR
TACO
Major Membrane Protein-II
(MMP-11)
T
T
MMP-II
Glycopeptidolipid (GPL)
MMP-11 M. smegmatis M. avium
MMP-I1
80 GPL
40 MMP-11
PGL-I
PCR

LAMP l.



1. Glycopeptidolipids (GPLs)

[ P. J. Brennan
M. avium M. smegmatis GPLs ( )
GPLs
M. smegmatis 4.
GPLs
M. smegmatis M. avium
MHC
[ TLR2
(BCG ) (BCG )
]
2. Glycopeptidolipids (GPLs) [ ( ) (
)
GPLs
M. smegmatis 5.
J774 CFU
GPLs gtr3
10 100 CFU 3
GPLs
3
[
(BCG ) (BCG [
) ]
3.
SenX3-RegX3 6.
RegX3
RegX3
SenX3
lacz CORO1A
SenX3 CORO1A
SenX3-RegX3 TLR
RegX3 CORO1A coiled-coil WD
SenX3-RegX3
RegX3 TLR
SenX3 D3 CORO1A mRNA



7.
I,
1.
2.
(MMP-11)
1 CD4
T
[
3.

98%
cDNA

MRNA

MMP-11

Major Membrane Protein

IFN-y/
cD8

MMP-11

LpK
LpK

IL-12
LpK 13
Palmitoyl-Cys
(2,3-di(palmitoyloxy)-propyl)-Leu-Pro-Asp-Trp-Leu-Se
r-Gly-Phe-Leu-Thr-Gly-Gly-OH  lipoK

lipoK
TLR2
lipoK
[ 1
4,
o
o
Y
[ 1
5.
BCG-Tokyo Ag85a
rBCG
H37Rv  10-20cfu/
rBCG 104cfu/ PBS

rBCG(pMV261-SM)  rBCG
(PMV306-SM)

[

6. DC-SIGN
DC-SIGN

DC-SIGN
GFP BCG M. avium, M. smegmatis
DC-SIGN



MAN-LAM DC-SIGN

M. smegmatis

DC-SIGN

M. avium DC-SIGN

Major Membrane

Protein-11 (MMP-I1) 199
MMP-I1 ROC
83.9 48.2
PGL-I
[ (
) ]
2.
DDS
(B663)
B663
THP-1 B663
annexinV
DNA
B663
ENL
[ ]
3. in vitro
IFNy TNF TNF inducer LPS

37

IFNy TNF LPS
NO
IFNy NO
[ 1
4,
Trehalose
Dimycolate (TDM)
TDM, TMM
TDM
T™MM
TDM
[ BCG
BCG 1
V.
1.
DHPS folP
53 55
MOE

PABA



2. Mycobacterium smegmatis 2  katG
katG
M. smegmatis 2  katG
H20:2
katG
katG

1 katG M.
smegmatis 2 katG
[ 1
V.
1.

2 Capreomycin
(CPM) Cycloserine (CS) Ethionamide (TH)

para-Aminosalicylic acid (PAS) Emviomycin (EVM)
ATP
ATCC
55 ATP
ATP CPM
96.4% CS96.4% TH89.1% PAS94.1% VM 98.2%
ATP

2. RFLP

RFLP
M. bovis M. bovis BCG

RFLP

3. ATP
in vitro
Buddemeyer

ATP

RLEP
loop-mediated amplification method LAMP
27

DNA
anaA M. kansasii, M. gastri
LAMP 500
[ ( )
]
1. DNA
DNA
PCR
DNA PCR
RLEP
LP1-4 neted-PCR
slit
skin smear
PGL-I ELISA



.

1.

1) Kai, M., Y. Maeda, S. Maeda, Y. Fukutomi, K. Kobayashi,
Y. Kashiwabara, M. Makino, M. A. Abbasi, M. Z. Khan and P.
A. Shah. Active surveillance of leprosy contacts in country
with low prevalence rate. Intl. J. Lepr. Other Mycobact. Dis.,
72:50-53, 2004.

2) Miyamoto, Y., T. Mukai, F. Takeshita, N. Nakata, Y. Maeda,
M. Kai and M. Makino. Aggregation of mycobacteria caused
by disruption of fibronectin-attachment protein-encoding
gene. FEMS Microbiol. Letters, 236:227-234, 2004.

3) Kimura, H., Y. Maeda, F. Takeshita, L. E. Takaoka, M.
Matsuoka and M. Makino. Upregulation of T-cell-stimulating
activity of mycobacteria-infected macrophages. Scand. J.
Immunol., 60:278-286, 2004.

4) Yamashita, Y., Y. Maeda, F. Takeshita P. J. Brennan and M.
Makino. Role of the polypeptide region of 33 kDa
mycobacterial lipoprotein for efficient 1L-12 production. Cell.
Immunol., 229:13-20, 2004.

5) Maeda, Y., T. Mukai, J. Spencer and M. Makino.
Identification  of  Immunomodulating  Agent  from
Mycobacterium leprae. Infect. Immun., 73:2744-2750, 2005.

6) Makino, M., Y. Maeda, and N. Ishii. Immunostimulatory
activity of major membrane protein-I1l1 from Mycobacterium
leprae. Cell. Immunol., 233:53-60, 2005.

7) Fukutomi, Y., M. Matsuoka, F. Minagawa, S. Toratani, G.
McCormick, and J. Krahenbuhl.: Subversion of macrophage
anti-microbial function bolsters intracellular survival of M.
leprae. Int. J. Lepr. 72: 16-26, 2004.

8) Yoshida A., I. Hisatome, S. Taniguchi, N. Sasaki, Y.
Yamamoto, J. Miake, H. Fukui, H. Shimizu, T. Okamura, T.
Okuda, O. Igawa, E. D. Green, L. D. Kohn and K. Suzuki.
Mechanism of iodide/chloride exchange by Pendrin.
Endocrinology. 145: 4301-4308, 2004.

9) Takeshita F., K. Suzuki, S. Sasaki, N. Ishii, D. M. Klinman
and K. J. Ishii. Transcriptional regulation of the human
Toll-like receptor 9 gene. J Immunol, 173: 2552-2561, 2004.

10) Grassadonia A., N. Tinari, B. Fiorentino, K. Suzuki, M.

Nakazato, M. De Tursi, C. Giuliani, G Napolitano, D. S.

Singer, S. lacobelli and L. D. Kohn. The 90k protein increases
MHC class | expression and is regulated by hormones,
g-interferon and double  strand polynucleotides.
Endocrinology. 145:4727-4736, 2004.

11) Takeshita F., 1. Gursel, KJ. Ishii, K. Suzuki, M. Gursel
and D. M. Klinman. Signal transduction pathways mediated
by the interaction of CpG DNA with toll-like receptor 9.

Semin. Immunol., 16: 17-22, 2004.

1)

105-110
2005.
2)

in press 2005.

3)
.Jpn. J. Leprosy 73:253-261 2004.
4)
73:221-226 2004.
5)
.Jdpn. J. Leprosy 74:3-22 2005.
6)
.BAMS 16:6-9 2005.
1.
1.

1) Makino, M., M. Maeda, T. Mukai and N. Ishii.

Development of a new vaccine candidate against
mycobacteria. 4th The Awaji International Forum on Infection
and Immunity, Awaji Island, Hyogo, Japan. 30 August-2
September, 2004.

2) Maeda, Y., M. Endoh, K. Terao and M. Makino. Study of
the interaction of M. leprae with Schwann cells. 4th The
Awaji International Forum on Infection and Immunity, Awaji
Island, Hyogo, Japan.30 August-2 September, 2004.

3) Miyamoto, Y., T. Mukai, N. Nakata, Y. Maeda, M. Kai, T.

Naka, I. Yano and M. Makino. The genes involved in



glycosylation steps of mycobacterial glycopeptidolipids.. 4th
The Awaji International Forum on Infection and Immunity,
Awaji Island, Hyogo, Japan.30 August-2 September, 2004.

4) Makino, M., Y. Maeda and T. Mukai. ldentification of
anti-mycobacterial host defense-associated antigen and

assessment of its immunological significance. Fortieth

Anniversary US-Japan Cooperative Medical Science Program.

39th Tuberculosis and Leprosy Research Conference, Kyoto,

December 7-10, 2004.

5) Mukai, T., Y. Miyamoto, M. Matsuoka, T. Yamazaki and M.

Makino. Loop-mediated isothermal amplication of the dnaA
sequence for rapid detection of Mycobacterium leprae.
Fortieth Anniversary US-Japan Cooperative Medical Science
Program. 39th  Tuberculosis and Leprosy Research
Conference, Kyoto, December 7-10, 2004.

6) Fukutomi, Y., F. Takeshita, M. Matsuoka and M. Makino.
Regulation by clofazimine of cytokine production in M.
leprae-infected macrophages. Fortieth Anniversary US-Japan
Cooperative Medical Science Program. 39th Tuberculosis and
Leprosy Research Conference, Kyoto, December 7-10, 2004.
7) Aye, K-S., Y-T-N. Oo, K. Kyaw, M. Matsuoka, M. Kai.
Molecular detection of primary dapsone resistant
Mycobacterium leprae in Myanmar. Forth Anniversary

United States-Japan Cooperative Medical Science Program.

Kyoto, Japan. December 7-10, 2004.

2.
1)
DNA .77
2004 4
2)
MMP-I1
7 2004 4
3)
77
2004 4
4)

Glycopeptidolipids (GPLSs)
77

2004 4
5)
Major Membrane
Protein-11
77 2004 4
6)
LpK IL-12 . 77
2004 4
7) .DC-SIGN
77
2004 4
8) .M.
smegmatis katG .77
2004 4
9)

77 2004 4
10)

77 2004 4
11)
ATP

2004 4
12)
ATP
79
2004 4
13)
NRAMP1 MAP
79
2004 4
14) . LAMP
77
2004 5
15)
DNA .77
2004 5
16)



77 2004 12
5 . 28)Takeshita F., K. Suzuki, S. Sasaki, N. Ishii, DM.
17) . Klinman and KJ. Ishii. Transcriptional regulation of

the human Toll-like receptor 9 gene. 34

77 2004 5 . 2004 12
18) . .77 29)
2004 5 . . 34
19) 2004 12
77 30)
2004 5
20) ATP 2 .32 2004
31 12

2004 6 31)

16
21) 2005 3
ATP 2 32)
51 .RD16BCG DTH
2004 9 . . 16
22) 2005 3
1 . 138
2004 9
23)
138
2004 9
24)
45
2004 10
25)
146
2004 11
26)
toll-like receptor 3
RNA
47 2004 11
27)
34 2004



