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IKEA A IEEH S H F-Proteus mirabilis®in vitrol 2 (T HEHE

The behavior of Proteus mirabilis at several hydrogen—ionactivities

OmklR Ef£12 [FiZ R12(5BFK-BE-BEMED, KRERFEXZER ESEEF
7H2)

OMasatoshi Fujihara1,2, Ryo Harasawal,2 (Dept. Veterinary Microbiology,Iwate Univ. 1,
Doctoral Course of the United Graduate School of VeterinarySciences, Gifu Univ.2)

[BR)EX RIS E TREEMNZEFFZE (swarming) & 29 D Proteus mirabilis [dERZ
BVTIRBREZRCITENMONTLS, LML, EREBMICEITERE DR REFE(E
BOHTHEN, EET, TILHREH BT LIERBBMEMMERZHM T INEEBY DRI
ETILELT, BiEpHOIEMZE AT, AEDin vitro [THFTEBEEEIL UV REDEET
R LT=,

[7i&]pH5-9 DRFFME LV IEFMDRIT Y A RIKEHIZE 1T HP. mirabilis DFRE
#DAPI (K-> THEEEL, H 1t Tphenolhypochlorite;XIZLDILT7—EEFES VT
VHEAURREEICKASTAT7—EiEY, LoUICRBMERTHST24 MEICHIT5HH
RREARZRT,

(RAEIRFRZRMUI-BR S (2 (X B L fzswarmer #D Z MM HIRT 52L&
HEERSNIA, KIEEHIZHE L =P.mirabilis ODEJLLUZARFDHBITIERELHEL
(XEBHLNGEMI o=, MERNERAEICEL TIZZDswarmer #MIEICHEWNTEHIEE TR
bhi=,

[EE]P. mirabilis [FHEHICEFDRBHFERETHYMDEY, EICERBEYICET LR
RBE(IBOTHTH D, RIKEM P TRD N =swarmertkiflifdIZH 1T S RBAED
BAEM D, FRoHDEWA BT HEMED—RAELHIENTEEINT -, AR ETEXEMED
A &Y swarmerfifEN LT HEEN TS, KA IXRBZARMU-ERIED RIALEH
PICBEWTHHBELI-Z K Dswarmer FRMEAHIRT HIEEHLMICLT -,

RRE—&S:P1-079

HAETNVIKE O = B Hl#H R EF &5 EHFIHEH HE O #2587

Evaluation of drug—efflux mechanism via novel two—componentsystem in Staphylococcus
aureus

OTH #E12 WE =462 P& #E1 /MRE 2(BEEKIR-EWE - OERER
NEZNE, EREXE-EWF - AREMEMFESEF2)

OYuma Yoshida1,2, Miki Matsuo2, Norifumi Nakamural, HitoshiKomatsuzawa2 (Dept. of Oral
and Maxil. Surg., Grad. Sch. Med. and Dent.,Kagoshima Univ.1, Dept. of Oral Microbiol., Grad.
Sch. Med. and Dent.,Kagoshima Univ.2)
(BEMAERRZEILOHETIRERNEICERZEGREECHODEFLLT AEHMERANC



B FIER (TCS)AEB SN TLNVD, MRSATHAMW2 #%TlX, IRAES /L EIZ16 #D
TCSMEFETZH, BERIFCNFETITHADTCSERST RTHOTCSEEFHIEKHE/ERL,
ERIBRZHERBEAICRIL TSz, TORR, \FS22 (BO) [CRLTRERZHDEKXIC
B5 9 5KRBITDTCS(TCS16)ERH LIz, £ T, TCSICLSBC MIEAN=X LEERT
%,

[HEIZERITFIREMW2EDBCTHEANZ X LIZHNT, TCSI6MD THREIZHEET S
ABChr S ZR—4A— (MW24kGenelD;MW2542-2543) &, KiBIEFEHRMED LSRR
—AR—(MW2620-21) IZEB LTz MW2 3 THR R DEGFHIBREEERZH TSR
FERAW-—m#RZEZERAOTERL, BC BRZHEEMICERVKRE L — 3V @BHTIZT
HEELT=, E5IZBC EFABFMTCS16, MW2543, MW2620D FHIRMEIZDLNTEHES HPCR
[ZTHREEL 1=,

[(FEREBTIMW2543, MW2620 DIEIRFHIRFRICE LT, TCS16BEIRFRFIFRBC (Txd
HREZEDBMMNEDOONT-, EHIZBC {EREF, MW2 $RTMW2543, MW2620 D FEIRFE
DERDONTHY, TCS16BIRE TIXELA T oTz, LLEXUMW2 #kIE, TCS16 HBC %
EEFHIET, MW2543,2620 D2 DDLU RAKR—E2—NDHRBT LRIZKYBC E#$HEMIC
BASHIHEHL, BC EIMEEBLTLSIEARESINT,

RRH—&F:P1-089

H)LELR T Dmembrane vesicleiZ 3k [dPagCEEREFIHIZL>TITHN D

Biogenesis of Salmonella membrane vesicles dependent on thepost—translational control of
PagC

Odtll BR1, &E BA¥1, KziI &332 S BAx2 FH E—2, LK KRFI(FEKX-
P - MAEMERLER, AK-RE-HEF2)

ORyo Kitagawal, Akiko Takayal, Yoshimitsu Mizunoe2, Akemi Takade2,Shin—ichi Yoshida2,
Tomoko Yamamoto1 (Dept. of Microbiolgy and Mol.Genetics, Graduate Sch. of Pharm. Sci.,
Chiba Univ.1, Dept. Bacteriol.,Faculty of Med. Sci., Kyusyu Univ.2)

Gram—negative bacteria ubiquitously release membrane vesicles (MVs)into the extracellular
milieu. Although MVs are products of growingbacteria, not of cell lysis or death, the regulatory
mechanisms of MVformation remained unknown. We have found that MV—-biogenesis is
provoked by induction of the Salmonella specific protein, PagC, whose expression is activated
by conditions that mimic acidified macrophage phagosomes. PagC is a major constituent of
Salmonella MVs and increase in its expression strongly accelerates vesiculation. The cellular
level of PagC is regulated post—translationally in an RpoS—dependent manner, i.e. the PagC
precursor with its signal peptide has to be stabilized in the bacterial cytoplasm by an
unidentified protein under the control of RpoS. Serial quantitative analysis shows that MV
formation can accelerate when quantity of the MV constituents, OmpX as well as PagC, rises.
Overproduction of PagC dramatically impacts the difference in the relative amount of

vesiculation, but the corresponding overproduction of OmpX was less pronounced, suggesting



that specific protein sorting mechanisms operate when MVs are formed. The possible role of

PagC—MV in host cells is discussed.

RAZ—EFS:P1—-105
ClpXPIZkBRAEL X 1OVEERFFINDCOH R () —Salmonellal=#(+%FIhDC
D #ARE RN = F| fHfl—Degradation mechanisms of FIhNDC by ClpXP(i) —Regulation of
cellular levels of FInDC in Salmonella—
OM% EX, ki Bl & HF WX RF(FEX-FE-HMEMERILF)
OYuta Okayasu, Yoshiharu Sato, Akiko Takaya, Tomoko Yamamoto (Dept.Microbiol. Mol.
Genet., Grad. Sch. Pharm. Sci., Chiba Univ.)
FIDCEEREIRAEEEFHDOEREZR LR TR T 5EERFTHS, CNETIC
HAL, YILERIIZBEVLWTAAA+TOT7—HETHACIpXP A, FINDC EEADMIER
EXEIZRAEL, NAELXOVDFIHZEITOTLNAZEEHE L= (J. Bacteriol.
184:645-653,2002) AR TIZFE T, in vitro DEEREHEEL, EFRICCIpXP HFIDC #
HEEHLLIRBH- P RET O TS EEEA D= —7, FIDCOH T A=Y THAFIDE
FhCEZNZNEMTHRITI LGS (LCIpXP KFMGHNEFIEMN RSN Eh o712
&M 5 (Mol. Microbiol. 48:443-452, 2003), ClpXP [XFIhDC & MAZEIRMIZEREL, HiE
T TVWAIENHERIEINT=, ZT T, ClpXP [Z&AFINDC 73fZIZ#1THFIhDC EERR
BRDEZEMZRIET 570, FIND EDESARMRICERZEML THDHAspI1E LU e97
[CEEZBALIZFINDC %#CIpXP +#&ECIpXP —#HTHRISE, MBANELLE L=,
DIER, CNODEEFINDC [FFEMRELLNTCIpXP+ HRTOBBEMBRRAISN 2L D,
ClpXP [ZX 552 DR ICIEOIVESARBENEETHSENTEENT, £, ClpX
DRHELIZETETHENT, ELMICEEICRESN, N OEU/\VERAICEHLTL
BT AMNIEREBALRKRDREREZT oIz TDHER, FINDD Ser85LFIhDDCK i D 258
EICEILT, CloXPICkAFIWDCO S RICEMNEoNI=ZEMD, ThioD2 FREILCIPXPD
DAL THAHEMN TSNS, I, FINDC FHEAED S EEHRIIZEIL Tinvitro 7723
BRICEDFMGIREZTITOTHY, TORRERZTHET 5.

RRE—FS:P1—140

HIERBERRMEEGRTF NeC ITXDREIMFIE D AR

NleC, an enterohemorrhagic Escherichia coli effector, downregulates host immune-responses
Ot BYE, Fi& 7, #F& R(RK-E-REHEH)

OHilo Yen, Toru Tobe, Nakaba Sugimoto (Div. Applied Microbiol., Sch.Med., Osaka Univ.)
[AIM] The infection of EPEC/EHEC disrupts the proper epithelial cell lining of colon and
inflicts inflammation. However, various reports insofar have shown a brief moment of
immune—suppression by the pathogen at the early stage of colonization, a Type 3 secretion

system (T3SS) / effectors—dependent phenomenon. In this study, we employed a



reconstituted system to identify potential effector(s) and their mechanisms in modulation of
host mmune-responses.

[Materials and method] A E.coli K12 harboring T3SS and each individual effector was used for
infection. Degree of immune-response was monitored by IL-8 and the NF-kB-regulated
reporter system.

[Result] In the screening, NleC harboring E.coli K12 caused a much lower secreted IL-8
compared to the parental strain in Hela cells. The effect of NleC was confirmed by the
reporter system, showing a significantly decreased NF—kB activation. Examining the relevant
components involved in NF-kB signaling pathway, we found that the total p65 protein level
has substantially diminished, suggesting a direct or an indirect targeted

degradation by NleC.

[Conclusion] NleC can influence NF-kB signaling pathway by reducing p65 protein level in

host cells.

RRE—&E:P1—-157

BRREEREAVMEISISTIOLII—DOF /I LITARRY ) ==V

Genome—wide screening of pathogen effectors in Chlamydophila pneumoniae in yeast
Oflé& HRE1, Bl JE2, 2 WTH2, BH pHI2, ERN —1E1, EX#2(IBE
K-E/DEEN, NIBEX-E-2FEMW2GEEF)2)

OYasuhiro Kawail, Mitsuaki Tabuchi2, Izumi Yanatori2, Yumiko Yasui2,Kazunobu Ouchit,
Fumio Kishi2 (Department of Pediatrics., Sch. Med.,Kawasaki Med.1, Department of Molecular
Genetics., Sch. Med., KawasakiMed.2)

Chlamydophila pneumoniae is an obligate intracellular bacterium causing respiratory infections.
One of protein secretion mechanisms is the type Il secretion system (TTSS), which allows
direct transfer of effector proteins into the cytoplasm of the host cell. The expression of a
functional TTSS in Chlamydiae has been reported and several effector proteins have been
identified and characterized. However, a considerable number of effector proteins in C.
pneumoniae may remain to be identified. We have developed the functional high—throughput
screening system for pathogen effectors in yeast, which consists of GatewayTM—-compatible
Tet—Off inducible expression vector, and a yeast strain expressing a reporter,

facilitating the identification of the effectors affecting host vesicular trafficking pathways.
Using this system, we screened the 456 genes of unknown function from an obligate
intracellular pathogen C. pneumoniae and isolated 69 effector candidates as conferring a
growth inhibitory phenotype by their expression. We are currently developing the specific
antisera against these effector candidates to investigate their subcellular localization in C.
pneumoniae —infected cells and analyzing their function in yeast and mammalian cells to

understand the phathogenesis of C.pneumoniae infection.



RRHS—&S:P1—-198

FHEEECMBHKE LRI T D50 EMcelA EREREKEMcelA EREDEA
TEED LB AR

Entry activities of M. leprae and M. tuberculosis Mce1A proteins to various airway epithelial
cells

O=R ki, k& E&k 77 IvTa XL, B 5, HH SE£LEX-E-KE
=)

OYuki Misawa, Naoya Sato, Sitti Nur Rahmah, Takao Fujimura, Kensei Katsuoka (Dept.
Dermatol. Kitasato Univ Sch. Med.)

Both Mycobacterium leprae and Mycobacterium tuberculosis are pathogenic, acid fast bacillus.
The initial transmission routes of these mycobacteria, however, are different. M. leprae enters
through the upper airway mucosa, and M. tuberculosis infects through the lower airway
mucosa. Our previous studies revealed that the proteins coded in mce1A gene regions of M.
leprae and M. tuberculosis are the key virulence factor associated with human epithelial cell
entry of these mycobacteria. This study aims at further elucidating the role of Mce1A proteins
in entry to the airway epithelial cells. To compare the Mce1A—mediated entries to the various
airway epithelial cells, we performed colony—forming unit assay using the recombinant (r-)
Escherichia coli expressed a part of each Mce1A region on the surface by the adhesin
involved in diffuse adherence autotransporter translocator. As a result, M. leprae—McelA
(-expressing r— E. coli) exhibited lower entry activity into the alveolar epithelial cells than

M. tuberculosis—Mce1A. In contrast, M. leprae—Mce1A exhibited higher entry activity into the
nasal epithelial cells than M. tuberculosis—Mce1A. M. leprae has been postulated to proliferate
easily in the nasal mucosa, because it is a low temperature area in the body. This study

suggests that M. leprae finds its way preferably into the nasal mucosa via Mce1A protein.

RRE—FS:P1—-206

Streptococcus pneumoniae & 7R Mk ) 48 B 4E F D fiZ 47

Molecular analysis of the interaction between Streptococcus pneumoniae and erythrocytes
own #th, FE 2, Jlm ERRKAR- 8- AEHEE)

OMasaya Yamaguchi, Yutaka Terao, Shigetada Kawabata (Dept. of Oral and Mol. Microbiol.,
Osaka Univ. Grad. Sch. of Dent.)

[ B 9] Streptococcus pneumoniae [Z&k A&k BEDMRIEBRIATIL, S. pneumoniae &
FRIMBRAES LI-ENZHEHONS, T1-, FRMBKEMIZKLYS. pneumoniae 12Xk 58
FEEMNSIERISNIERBMESN TV D, KK TIL, S. pneumoniae EFRMEKDFEE Y,
REOHILIZRIFTHEICOVTHRANT,

[A£]S. pneumoniae &FRIMEBKFRFIL, EEREFIEME (SEM)GOUICHESL—Y
—HNIEMIRICKDEREEIT oz, RIZ, FRMEKIZFES TS S. pneumoniae DA /INI%,
DAURTOYNESIVEENMEETAVTREL, Fonl-EIlFEHREEICERLE



HIZ () o\ OFERNEHL, JO—H A A—2—THRIHREDIEEREETRAEL . F
f=, FRILERFAE TIZHTSS. pneumoniaeDIZFERED EALEFR 1=, SIZ, YV RICS.
pneumoniae FEXE XL, MDMBHGEREL-,

[$FR]IFMERAFNMIZLY, S. pneumoniae NDHELIETERESL, 4 CTHD28HLU LD EE
ERMNROHONTz, SEMELUICHERL——H A BEMBILDBERH D, S.
pneumoniae [XFRMEKIZESLERATS

CEMNREENT=, RIZ, YAVRTOYMNES SV EEMTOBERN D, FRIBREFESLT:
S. pneumoniae M4 FI&, DnaK, FusA, Enolase THAHZEMNBALMEHST=, TA—H Ak A—
B—[Z&Y), rDnaK rFusA, rEnolase [XFRMIKIZFE ST AIEMNFERINT=, SHIZ,
S.pneumoniae FREZEIH =TV ADIZHLVT, S. pneumoniae MFIRMIKIZELZH->TLVS
‘ghrf/{ont,

[EZ]S. pneumoniae (FAHREFEFICHRMERICEAL, BIERELRIEFLZR-TAIREM
IR ENT,

RRE—FS:P1—-246

REMIEEAFECDI1c GiEHiEETad Lt ERMiEEFEL. BRAMESOEARER
ZBETD

Indigenous lamina propria CD11c+ cells establish a symbiosis with the gut microbiota

Otk &=12, /& SL1, kR BEXER, BIE 1, f8H &3, BER #X3, #)Il F
=4, 1515 RAIS, #F HC2, BFF R1(RX-EMU-RERET, BEF-/\(4-HEY2,
MRK- - BARES, RK-ER-HERE4, VIILL-PRHS)

OYoshiyuki Goto1,2, Takashi Obatal, Shintaro Sato1, Jun Kunisawal,Satoshi Uematsu3,
Sizuo Akira3, Chihiro Sasakawa4, Yoshinori Umesaki5,Yoshimi Benno2, Hiroshi Kiyono1 (Div.
Mucosal Immunol., IMSUT., Univ.Tokyo.1, Microbe Div. /JCM, RIKEN BioResource Center.2,
Lab. of HostDefense, WPI IFREC, Osaka Univ.3, Div. Bacterial infection., IMSUT., Univ.Tokyo.4,
Yakult Central Inst. for Microbiological Research.5)

Indigenous gut microbiota peacefully co—inhabits in our gastrointestinal tract. Although
symbiotic mechanisms between the host and microbiota are largely unknown, fucose
containing glycan structures induced by microbiota at intestinal epithelial surface are one of
the key molecules of hos—tmicrobe mutualism. Nevertheless, the underlying cellular and
molecular mechanisms of epithelial fucosylation are not fully understood. MyD88 is an
essential adaptor molecule in TLR signaling leading to the production of several inflammatory
cytokines. When we analyzed MyD88—deficient mice, epithelial cells were defective in
fucosylation and adoptive transfer experiments revealed that MyD88 in lamina propria (LP)
CD11c+cells was indispensable for the induction of epithelial fucosylation. We also

searched what kind of inflammatory cytokines were expressed in LP CD11c+ cells and found
TNF was highly and constitutively expressed in microflora— and MyD88— dependent manners.

Consistent with this, TNFdeficient mice also showed defective epithelial fucosylation. These



findings may provide a new perspective on the role of lamina propria CD11c+ cells to not only
initiate protective immunity against pathogenic bacteria but also constitute the symbiosis with

gut microbiota.

RRE—%&S:P2—001

EQUE10 %D7/ LLEKIZEST / LBREDHEL

Genome rearrangements detected by genome comparison of 10strains of Helicobacter pylori
AE BEL OfHE F—24, # BIE34, HH ER34, /MK —Z24(BREH-7/LIF
], WK -FEE - AT AT /L2, BR-EB-4E1E3, BXK-EFRBF4)

Mikihiko Kawail, OYoshikazu Furuta2,4, Takeshi Tsuru3,4, Naofumi Handa3,4, Ichizo
Kobayashi2,4 (Genomic Info., National Inst. of Basic Biol.1, Dpt. of Med. Gen. Sci., Grad.
School of Frontier Sci., Univ. of Tokyo2, Dpt. of Biophysics and Biochem., Grad. School of Sci.,
Univ. of Tokyo3, Inst. Of Med. Sci., Univ. of Tokyo4)

Helicobacter pylori (B X EB - BNADERETHY, TDT /LDAIEBHENSNZEMN
MonTWS FICRTOTHRIIBENAZTECTHEEASLEHAShTEY, TOREAD
BTARAITITOATNS, HAIFEXRANEEHEOED)ES DT/ LEREHEL, B
7/ LERINDAREINTNSMD6 BREDT / LLEENEITO-, 7/ LR DOITEEE
RECOGIZKYEYHL, ENZAVTHELN-RFERH (L, REEDOMLST ZRVTHEANT=D
DEYLIERELGED LG, FIFEZHHOT / LBTOARANLERU-, KBNS/ LBR
Z, SR DEAEHEELTMGR ZRWTEEEZ T o, TOHMD AIZ(E, KRUVEH
FRYVIRLEINREINDEDH H 111 (80 — 1000 bp), HIREMHREEFHLECRS
n, BRI EDBEENRESNT-, FIREMRICOVTREITLIER, 7O7HESR,
KIEETOTHREREDLDONR DM ot Ff-, ELGHHIREMHRMNECIRREHEYRLE
FEENR TS 7T —XL R oMY, #&YIRLELSIZ AUV -ERIMEERZ L HHIREMHRE
JBDANZZX LA RESNT =, DA B EEHOEGEFICOVTEHRET D FETH D,
SENERBAEE  KEHMEABRK-RE), 8BRF(RX-B #itEE-AT1DL7/
L), KISfEA, BREPIET (RA-FRIFHmER), SHE REFHFX-RE), NILEX
(HAEH

RR5—%&S:P2—033

Functional analyses of the late region genes of Stx2 phage from O157:H7 Sakai

OMd Rakibul Islam1, /MR Z4£1,2, Md Asadulghanil,3, ¥ —881, KREMEET, il &
1, #0A #2, K i1 2(BIHXK-E-BPEF, BBEX-700T472, BBEX-E-&
E3)

OMd Rakibul Islam1, Yoshitoshi Ogural,2, Md Asadulghani1,3, Kazunori Murasel, Tadasuke
Ookal, Keisuke Nakayamal, Atsushi Iguchi2, Tetsuta Hayashil,2 (Div. Microbiol., Dept. Infect.
Dis., Facul. Med., Miyazaki Univ.1, Div. Bioenv. Sci., Frontier Sci. Res. Center, Miyazaki Univ.2,



Dept. Vet. Sci.,Fac. Agri., Miyazaki Univ.3)

Background: EHEC O157:H7 is an important food—borne pathogen, which is the leading cause
of hemorrhagic colitis and hemolytic—uremic syndrome in humans worldwide. Their disease
causing potentiality is deeply associated with the ability of Shiga toxin (Stx) production. The
0157:H7 strain Sakai harbors two lambdoid prophages Sp15 and Sp5, encoding Stx1 and Stx2,
respectively. The early genes of Spb, involved in DNA replication and gene regulations, have
high similarity with those of phage A .In contrast, many of the late region genes that are
presumably associated with virion formation, show no similarity to known phage

genes, and thus their functions are largely unknown.

Methods: We first constructed an O157:H7 Sakai derivative, in which the stx2 gene on Sp5
was replaced with the cat gene, and transferred this cat — marked Sp5 to K-12. Subsequently,
we constructed a series of Spb mutants, each containing in—frame deletion in the late genes,
to analyze their functions.

Results and Discussion: We have constructed a total of 14 mutants covering 13 genes in the
SpY late region. By analyzing their DNApackaging and phage—forming abilities, we have
identified several genes required for or involved in the process of phage propagation. We are
now constructing additional mutants to better understand the biology of Stx2- transducing

phage.

RRH2—%FSF:P2—078

FRPR 2 BEVRE E faecium ANEET HHLLVANITUF L UBac 51 DEIRFHIFRT

Genetic Analyses of Bac 51, a Novel Bacteriocin among Clinical Isolates of VRE E faecium
OWT ¥y, E@ BF HL &F it FRGFEX-K-E-HEF)

OHitoshi Yamashita, Haruyoshi Tomita, Takako Inoue, Yasuyoshi ke (Dept. Bacteriol., Sch.
Med., Gunma Univ.)

[[ECHIZIREDNFETORARICENT, KETHRESNT636 BRVRENEET H/\Y
TIVAS U DREBZRANER, NOTUVALU(E4 BEICHEEN-, SEIBARTH R
ENT-VRE (VanA EE faecium)6 BD/NITUA L ERER R, ChETREShTW
BNDTIVADFEMEFRGENITIVAD VEEKREADIT, BEEEHNERELER
ZHET Do

[5:£-#ER16 HRDVRE [2DLVT, BEGEEERRTHEONI-ZENENDOEEIGERIIE
faecium, E. hirae, E. durans|ZHBIEMZ L DN\ TUA L U EEEL-, COMBIEMSZHD
REHRDTSRAIFDNAD BT ABDIERTIIT R THEBEDHN60 bDTFRIFERFLT
LM zo CDSHNRCHI8 ML HBESNT-TFIRINZpHY &£ 11T, 2EERINZREL
Fzo AVEL—SEHTICEYORF 29 DHEHET HEMNHEESNT, HREIMEDERTIZEY
ORF3, ORF4, ORF5[&%Z 1% lmobC, mobA, mobBIZ#H %L1z, ORF7, ORF8 [&repA, repB
[CAHH 7=, ORF1, ORF2 [LERERDELFES, TI/BRECHIEHICHBMENALNE
OpHYIFFHRD /NI TIA L EIA—FTHTIAIROAEEENT VN EEZ SNT=, KIFE
DRYB—TZXIFpMW119 ZFLoHY A%/ DO—{EL, THZE. faecalis 0GIS I



B L=t DIk, E.faecium, E. hirae, E. durans IZxtUINBEEEZ L DO/N\ITUAL U
AEL, COVO—2FAWETS BAZERICESBATIMND, ORF1 ANITUFIY
BiEFEI—RT 5D ST,

RRE—&S:P2—104

Rab B2/ BICLDA HLUYHREREZEICKIA - T70—HlHHE

A small GTPase, Rab23, is required for autophagic degradation of intracellular bacteria
OFiZE £iE1,2, Ml #1&1,2, Al BAS, Bl —pR2 (RK-F8EE - Lm0 FREH,
RREEX-ERHRE-MERESE2, RIK-FRERTES)

QOTakashi Nozawa1,2, Chihiro Aikawa1,2, Fumito Maruyama3, Ichiro

Nakagawa?2 (Lab. Physic. Biochem., Grad. Sch. FrontSci., Tokyo Univ.1, Sec. Bac. Pathog.,
Grad. Sch. Med and Dent. Sci., Tokyo Medical and Dental Univ.2, Lab. Info. Biotech., Grad.
Sch. Bioinfo. Eng., Tokyo Institute of Technology.3)
FEEMMICIRYRAENABLOYEREIR, F—rI73V—LAlCRYRAER, UYYY—
LERELTHREING, COMBDRIEOA—FI73Y— LY A XF—HRIETDDH
HELULIZHET S ELED D, HMEPBRRENLGST 70 —F8 AN LN
BRETHEEAONTINVS, £CT, AHRTIEHARERNO /A X #EZIE5Rab T731)
—B I DEDRBRERENTICEY, A BLUOYKREREICEIYFESINLGA—O70—
[CEEX Rab #U/N\VEZRIEL, TOWEZHLNETHIEEZARELT-,
CNETITAVNVESBEBLLTOAF —rI7T Y —LICRESRESN T HRabS, 7,
24,33B &, D17 DMRab 2 /3VE (Rab4dA, 8, 9A, 9B, 10, 13, 23) DHEfaNBEL R
RI=fER, |MEDHDH4 DDRab 2UNNVEDIBA BLUHEKEICH T 54 —~T73Y
—LIZBELTL 3D (ERab? T TH-=e —FH, F—FI70—LDOBEENHESH
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A mouse model for secondary pneumococcal pneumonia and efficacy of PspA pneumococcal

vaccine
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A novel strategy for fungal cell-wall glycome profiling using lectin microarray
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PD-1 inhibitory receptor prevents immunopathological responses in pulmonary tuberculosis
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Upon pulmonary infection with Mycobacterium tuberculosis (Mtb), the acquired cellular
immune response is induced and causes a chronic inflammation by persistent antigenic
stimulation. Although the inflammatory response is important for the bacterial clearance,
paradoxically, it is also responsible for lung pathology. Recently, studies of the PD—1 inhibitory
receptor, which is expressed on activated T cells, have provided novel insights regarding the
inhibition of T cell-mediated immunopathology. However, whether PD—1 plays a similar role in
chronic inflammations caused by infectious agents has not been well studied. To test the role
of PD-1 in Mtb infection, we investigated the course of pulmonary infection with Mtb in
PD-1-/- mice. Interestingly, despite an increased production of IFN- 7 in the lungs of
infected PD—1-/— mice, the animals were not able to control bacterial growth and succumbed
to infection rapidly compared to wild—type mice. The histological analysis revealed severe lung

damage in PD-1-/- mice. In addition, there was a massive infiltration of macrophages and



neutrophils with a remarkable increase in the expression of chemokines, including osteopontin,
MCP-1 and KC in the infected lungs. These data suggest that PD—1 prevents excess immune

responses to Mtb, possibly leading to pathologic consequences.



