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WFZER R OBEE (F130) : AFZEICIH VT, FEERE IR L E R h oA v 2 —a A ¥ 1
SOMEEESER T a2 EDOY A MIA VOEAEIR L, ZNBY A MUA UNIEEEEER, EME
EHERMEEFHYE L OEEEARRFFRN R E R EEEEO—H2H o TND Z ERRBI N, £
7o, BREYO B Ry S RRBLER DN NI G EEEZRET D 2 LD, SEEAEN
G LT EMRS S EEAIND # R VERF- 0 s ETE 2 > Z LR T,

WIER RO (3530) : This study revealed that reactive oxygen species and reactive
nitrogen species from Mycobacterium tuberculosis infected cells partly causes the host
cell death, through the production of pro-inflammatory cytokines, interleukin-1 and
tumor necrosis factor-alpha from the infected host cell. Experiments using an inhibitor
of protein synthesis in eukaryote, indicated that other factors from the infected host
cells also contributed to this cytotoxic event.
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1. WHFERR Y I DT & TR FE B IZ O W TUIRIEARH 2 min %

ST EA N IOF v R=l SR VAZRI N}
B OFERZEE 2 & b AR HE 2R R R (2 e
/D L. HOFNITS U CHIGEETE M
BOLNLDZEEREBLTWD U
Interferon Cytokine Res., 2001)., —Ji.
EEIFAE LY R LEEMBENS O
IL-1 EAZBRSFEEST L2 L 2@E LT
% (FEMS Immunol. Med. Microbiol, 2009),
MEREICITERIHRESIN T LT, AR

AN

fth DB U7=iFgE & L L Pile e O IR
53 & TL-1 IS SEIN F (TNF) 72 E DY A |
AT AN—7 BRI NTND
(Maiti, D. et al., J. Biol. Chem. , 2001,
Chan, E. D., et al., Infect. Immun., 2001,
van den Blink, B., et al., J. Immunol.,
2001, Hertz, C., et al., J. Immunol., 2001),
Fio, FEMAER#E LT H—TH D toll



like receptors (TLRs) ® MAP %) —EiHME:
{LARE& 2N TLR-2 & TLR-4 THE /A% = L i
XNTCWAB Re, F., etal, J. Biol. Chenm.,
2001), F7=, EEHA bHA L OMEEDE
IZ DWW T, BCG & IL-12 7% INF pEAE 2 FH Ay
(ISR D & DOWENDH BN, TERAREFII
O™ I TV Xing, Z. et al., J.
Leuke. Biol., 2000), F7=. B OFFEMIZ
BT o090 L LT, #E5E O RD1 SIS PR AT
AL TCTUVN D hEETE esatb/cfpl0 T AT AN
EFEINTWD,

2. WHEOEW

TR R TL-1 35 L 15
EEEHIZEOREEME E L SHE LTV,
D X 9\ THEREE DA WEEE esatb/cfpl0
AT AIXRD SEIRICRAF STV D, —
2CTD BCG ¥RIZ, BRKOFIERE M bovis D
) WD esatb/cfpl0 22— R4 % RD1 78
HAKBELTWS, £2T, AFETIIAR
K B 7 IS EIEVE 2 b+ B 7200, fb
B & BCG OFMEFR, MO, A b5y 70E
ORRFET, KON, JEYAE FHIIE O IS & D&
WIZOW TN ZITo 7=, AR F| &R
TR, B h~o 77— KON,
b b SRR HE AR MRC-5 2 BRBE S
L Enn, B BB D OMIEERIER
T OBE., [FE LR,

AT L CLARIK - 23 e o g JBE o0 RE D i
17, F=. BRI E VBT 5 D00% 5
% 1= OB 2 DN - S 21T o 72,

3. MDA
BEE © Mycobacterium bovis BCG HEEE
(Australia ATCC 35739, Connaught ATCC
35745, Danish ATCC 35733, Glaxo ATCC 35741,
Mexico ATCC 35738, Montreal ATCC 35735,
Pasteur ATCC 35734, Phipps ATCC 35744,
Russia ATCC 35740, Tice ATCC 35743).
Australia vaccine seed, Sweden #RI%[E 7K
YIEMFFERT O (UA ZRR L X v b5 251
72o M. tuberculosis HyRv ATCC 25618,
Colorado State University & W 5% %7
7= M. bovis, M. bovis BCG Brazil, M
smegmatis (ZAEREMFICET L W b5 %221 7=,
4 HfRIZ Middlebrook 7H9 Broth,0.25 %
tween 80,10% ADC BEHblZ THEaE L 7=,
b FalBR . tHEtEIRE T, X T —8,
tween80 K, L7 —Y, IS IF—
Y. PAS 43 fiakBR, TCH i o0 45 3R BR 1 5T
EHERAERRS 2007 (R % 7Bh=) 1296 > TIT
> 7,
JERYLFEBR - MM C5TBL/6 ~ 7 A% Tz, JiK
PeXHDHEELT1x10° cfu/mouse BCG
Tokyol72 #k. b MNEFEREERE Mycobacterium
tuberculosis HyRv 1x10° cfu/mouse % FH >
7=

P A b A HIE : ELISA (Enzyme Linked
Immuno Sorbent Assay) JEIZTIT- 7,

U 2 RERO MR F i~ — B — R : CD4. CD8,
CD44, CD62L ZEDHUAR CTIEAMAE 2 LB t:, 7
a—HA F A MY —{EEHWTITo 7,

Y lidis H OFER A BOE - KRR IR A
REMICEBAT L, FUNERC 2 G E#%, =
n=—#KEh v NLTHEB L,

T LR R~ e T =Y b
L < IE MRC-5 M D$52% i % C-18 71 7 A
{2 T L, MRC-5 Rz xf 3~ B 5= &
PUETEME 2 R H Oy O VAR EAT
277,

4. WFFERR

WIFEPED R D iEREfE  (Mycobacterium
tuberculosis, Mycobacterium bovis} (BCG
U 7 F v Bk . Mycobacterium avium .
Mycobacterium smegmatis) % FaRIE THW
HITWAHEFRBR O FEE AW TEE %
Er#% U 7= (FEMS Microbio. Lett. 2010), [E&{k
A R L ARALER A b L AITHIET HE D
B OIEME LR bk FL— b ER I3
B ALERRE & IRIEME & OFRBEME BT,

WxF U CR 3 IS8 < T PR R AR O
MEREBIIEICL > UIm TR LEE L
KIET, mEMENSOZND DS FFEDRE
AFHEITIZIL-1R°TINF- o NEE @ E 2 LT
WD ZERFDBILTND, RO EE D
fE EHIRAIL-1°INF- o FEAEZFHFE L, Zhb
DOV A S OAUNELITIEEREER, (S
FHEFEL, LT, mEMREEZEETS
ZENTRERINT, IEMEREREE, EE R
DORFEAERZ AW 2 A, SR/l
SEEMENPAEI N E D, (EMERER
CIEMEESBES - EIEH LTV D Z & D HER
Sz,

R B AR R R 7 AE A TR TR LT
BREAEMO S R G ERITH LY 7 n
ANF I RT—HHESND Z &b, Y
MpErLHEIND X NIRRT THD Z
LM FTRHEEINTZ, 2T, MinEEERNT %
RETH7=0IT, b MRHESFEME, KOt b
~ 7877 — VIR A 3 H L% | BE AR
FIEEAFED T L THEL, MG EEEE
ROy 28V IALTE, T OEGERZEIC
L CHEMZES 2 E AN L, AKX
Tix, A Z—mAF 1 EHENICEHNT
FEEEOMIEEIL 25 SR 29 2RE &
iz,

— 5, AW EREAF I e N EEE I
W g 2 O E i~ 7 RITBCCY 7 F BN
HTHhDH L E AL (Inmuni.
Ageing, 2010) . F7=. BCCOHENHA DREAE
BAToT2E T A, b MERBLE S X Z£20~30



IR D LRENEHL TS H L, ZDH
LNEGBENZ B L TV DA R A D
T MRESGF CTd HSTAT-3 L BAMR L TV
HZ ExHABIE LTz (Vaceine, 2011), F7z
ARIFIEE ClIPukEZIE L 2 o o T 4 —
A— MEFEREZEH R LHREL TWD
(Bioorg Med Chem Lett., 2007, 2009, 2011)
o HLEMDIEMEARETH D VT AT —
A— MEOPIZIIPUERRE S L THWHA T
WA Y ANT 4T b (disulfram:DSF) H& F
N % . ABFFEFERHIHIHIZDSF & 2 DORE T
BT AFNTY T AT — N A — |
(dimethyldithiocarbamate:DDC) IZ 2% Al it #4
Bk U CEEGIETE R S D 2 & KUY

A HERBYE T L~ 7 A2 T, DSFRE O #
HIZLVEEERTDO N Z E 2N E
L 72 (Antimicro. Agents Chemother., 2012
) o INHOMEICHW T 2G| Hila
S B VE IR - 23 5 RE DA TOTR 20 S & M it
TAHZELICHWAIMIEE D Z &k,
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protein 8 (SSL8) binds to tenascin C and

inhibits tenascin C-fibronectin
interaction and cell motility of
keratinocytes.

Biochem Biophys Res Commun. 2013,
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doi: 10.1016/j. bbrc. 2013. 02. 050

3 Adachi M, Okamoto S, Chujyo S, Arakawa
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Cigarette Smoke Condensate Extracts
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NF-Kappa—-B Sites.
J Interferon Cytokine Res. 2013, in
press.

@ Yokoyama R, Itoh S, Kamoshida G, Takii
T, Fujii S, Tsuji T, Onozaki K.

Staphylococcal superantigen—1like
protein 3 binds to the Toll-like
receptor 2 extracellular domain and
inhibits cytokine production induced by

Staphylococcus aureus, cell wall
component, or lipopeptides in murine
macrophages

Infect Immun. 2012, 80(8):2816-25.
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® Horita Y, Takii T, Yagi T, Ogawa K,
Fujiwara N, Inagaki E, Kremer L, Sato Y,
Kuroishi R, Lee Y, Makino T, Mizukami H,
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tuberculosis isolates
Antimicrob Agents Chemother.
56(8) :4140-5. (&EHeA)
doi: 10.1128/AAC. 06445-11.
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Tsuji T, Onozaki K.
Staphylococcal superantigen—1like
protein 10 binds to phosphatidylserine
and apoptotic cells
Microbiol Immunol. 2012, 56(6) :363-71.
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doi:10.1111/j.1348-0421.2012. 00452. x

drug,

2012,

@ Xu J, Itoh Y, Hayashi H, Takii T,
Miyazawa K, Onozaki K.
Dihydrotestosterone inhibits
interleukin-1a or tumor necrosis
factor a-induced proinflammatory
cytokine production via androgen

receptor—dependent inhibition of
nuclear factor—-kB activation in
rheumatoid fibroblast—like synovial
cell line.

Biol Pharm Bull. 2011, 34(11):1724-30.
(FEHAH)

Ozeki Y, Hirayama Y, Takii T, Yamamoto
S, Kobayashi K, Matsumoto S.
Loss of anti—mycobacterial efficacy in
mice over time following vaccination
with Mycobacterium bovis bacillus
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Synthesis and evaluation of
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@ fEATZEA, SHEEESL, DNIEZ, R
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Saburo Yamamoto, Kikuo Onozaki.
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properties of Mycobacterium bovis BCG
sub—strains
US—JAPAN cooperative medical science
program, 46th tuberculosis and leprosy
resarch conferance, Dec. 7-9, 2011,
Saitama, Japan
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The duration of efficacy of BCG
vaccination in murine TB model.
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7 —7 52011 AT R o
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Fujiwara, Shinji Maeda, Kikuo Onozaki.
Production of ammonia by Mycobacterium
avium in acidic condition.

The International Union of
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