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[0001]

[0002]

[0003]

Bl M =
RBEDBH . RARAKRSRBRBRRECHNT H77 F L HA|
BT 2 B
FFERRL, rARARSERBEECHT SV FOHRICEHT S, LU

L&, FARRSERAXROTFES /7 EERRRTHERKREONREHE
RBOFIHEELS A IRERAICHET ARV —LIZHALTHST
9 FHFNIET S,

L p-¢5 30l

A RXARSEHR (Neospora caninum) [TXEEHMERBEEEL, 4 - F -
¥, BaEahMBEEeI5MBNFERRRTHS, *TARTE, #
BEOEBRIZHHEIN I - A MILDIKFRELHEBEIZISITLHE
EREICLYEHESh, HICHFTERRE. EERIVIFFOBBEREEIN
ETHREEEZREICSIESECY., MABEEORSETIE., FOREDNHW40
%DRETAFARTRRBFEICLDLDESNT NS, FARARTERD
EEBREEIAERICEE>THIL, COZENKREROBREBRDREAD
FRELTETFOND, R, *ARARSRAOBREFIHAPTHRESH
THY, BRIZEWTLZOREFIFRETH S, FARARFERNERELL-
BRI T EENTERQVFEEN S, FHEEILEDERELLED
=8, BEESTEH., TOREICKIBFMUBRIIBHTKRELN, R AR
ZRBBEIC L DMK BETOHEFBIIERMUBTBEUSFILIZOIF L EDH
BEitHhb,

FARARTBERBEEEFHT DIV FUICDOLTIE. UTOREEET S
BENHDS, AAARTFEREIEVAFTELEOFERTHL-0. TOIHHR
BT RENEETH D, I, 103 —T7 0277 ECDARGHT
HIOBENEETH S, FAARTRRITHT EREDOHMRIIDONTIHE
MOARMEH SO0, MNIFETSIRFTARIFARIIRGLT, 20
AREEERALETLIENERSATINS.,
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[0004] IEIREFDREZ(E, BABEOREGEICLY, RECERREZSISES
T, Thbhb, HIRMAICAFT ARSI FEBRARE LI5S, BAORERIS
(L& YURENFERIND, £, BERNREMFIRREICL > TS EIRFH
[CHAARARSERNFERELI-IGE. BR~NOEEREMNEIL, EXHITH
ARARSERICEE L TWBEENEENTL B,

[0005] CHMETIZ, FORAARTEERNRIC, FELTIFOLEDIF L%
AW-R2AARIRRIINT DT FURFENAWN DMRA LGN TN, &
FIELI=RARRIRRET U as\ & LTPOLYGENZRALV-IEE. IBIE~
DREFEFSCZEETEGN - GERFFEXER1) . FELELERARRS
REBEET7 a2 & LTHVLOGENZ AWV HE, —a—2P—5 Y FTIES. 2
%M 554%DFEHFE., 2 X452 HTIF6%DFHUENME SN TLNS (
FEAFREER 1) o T, ETIVTFUDEREICLAREDCIHMBRLIBE SN
TWd, LMLGEAS, BRBREFICHTEIVIFUOOMBRIESIEEINSL
TIELMELY,

[0006] AFAELTIFUORETIFUICMA. FARARTIERAEDET VNV E#H
BRHICL-#EBZ 00 FOo0EREEAONTNSG, IVRETILEEST
FEETIE, RARRTEEAEZ /NOEDNICI, MIC3, GRA2, GRA6, S
AGl, SRS2ZAWMBMZA VI FUIZENT., REOEEREZINGIT 54
ENEoN TS GERFEXE 2. 3) .

[0007] UMW L7ahtn, ESREBRZITI FUICITHENOIANILARRNIZ—E L
THEAISATEY., BM~DEBORIZZORY 4 —DFEREHLNEBEL LS
o WO T, HBA DI FUEERET HICIE, R LMREREFEERDS
WARYE—OTFLanNy FEHFET S ENREEELTHIFOoN D,

[0008] VO FUORERELEDT DN rELTHRESAEIVFODEDS

BENFERHEEICTHEELLY RY—LIZIE, BMOEREREZEEDH D

CENMESNTING (FFEFXHR 1. FRFXI4L) . LHL, T U

DFENFY—LBRITL/ —RDBEEMTHY . Ff. ERITRVBES

w16 GERFHFX#ES) . EERITITESI AL,

[l
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— AT, KE&ESE2~1 1EOEEREN SR Y RFRTHEBHBEDO LY F
VIHEET AL IHEERAICHET DRV —LICHREHATHI LT,
HEOSHEOREMERE. JV9F U ELTOMRNEELIEEFRELTL
 (BHEX#E2) . T, COXRIZEWNTIE, AU THEEREIZET S
RY—LITHASKE-RRIIET SMRERENDNERSFETEL LD
BmREhTWd, AU IHEZRAIZET SRV —LIFTY/ —RAZEEKE
AL THERTHEBICERES N, MY SR IXIEI2FEN L TREZRE
THELITEY ., HEHRNG THERBOEEEOCThBEEY A rhaq U EEE
THEEZLNTWLD,

BAKLIE, AU TBERAIBT SR —LIZ—22T=7RA (e
shmania major) HEDABMREZHAL, COURY—LTIIRAER
ZEIHE, V—YavZT7HRRICHT AT BEGEZFTEICEEL., RRFEE
EHIMT AL ERELTLD GEHEXEG) .
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HEANBRLES LT EHRE

[0013] AFRBADRMEE, FARARTEREECHL T, RNV EREGEEHE
L2246, REGDIVFUORFIZFRBEL., FARARTARBEREDFHHDRD
mMEZEHITEZLITHS
ARATRRTA-ODFER

[0014] FFERBAEFELSX, LEOREZERIANHERGLAEER, niRERHER
KREOBEERRSFIHETESA ) IBERAITET ARV —LITRAT R
RIRBAEOTFEE NV EEZHATIE, RAARFREBITHT ST
h 1BRIEET h 2BRIEDNATVANRES K, 79 F MRS EEICH
EFEHEIEERNMLT,

[0015] AFHBAL, RIMREIZEICELEDTHY., AFARTERBEEXDDense gr
anule protein 7XI(XApical membrane antigen 1% % WMIZFDREZFR
[EMLGERRXEIHFERE, MRESHRREOREZE S FICHEESLD
A IHEERAICETHIRY—LICHALTH S URY—LEFICET
%,

AR RRRHRREORBERESF& LTE, flRETo/ —X - Lt
TR—%EFHEEMNTED,

[0016] 1 DDEEFRIZHLNT, Dense granule protein 7&H 5 WNIEDREFE
(EMGERAXIEFEERE, FIXIE
(@) ERINBEF1ISRENDIT7E/BENZELCENVE, HAHANE
(b) BEHIFEFT1ICREINSGTE/BENCENTIXEHEDT =/ BARX
&, BHRLLIEEMEN-7 2/ BESNZEH. FAARTFERITHT D
REGEZFEL2DIVNNVETH D

[0017]  F7=. Apical membrane antigen 1HDWNEFDREFMITEELER
AEXEFERIZ, BIZE
(¢c) ERHNBEE2IZRSNI7I/BEEINZESLINIE, HHVIE
d) EEINES21TRENDIT I/ BEHNEVDTIXIEHREDT = / BAR
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[0018]

[0019]

[0020]

[0021]

[0022]

X, BRLLLIAMENLT 2/ BEINEZEH, FARARTRRBIIHT D
REGEEZFELIDIVNNIVETH S,

AnondAd ) dMEE, 2~1 10OBRETHLIZLENFELL, 3~7
DEFRENLLGDICENEUTFELL, 3S~5DEERENISGLLET LML
ELFELLY,

FEEA ) JFEELTIE, 2MEDT Y/ —REEUEHEEETLZIEN
TEb,

AFEHAD ) RV —LEFIEL, RARARTREREECHTETV I FUoHAIEL
THRRATEZENTED, RIRET IV FUREL, RELHFBFLSHEERE L
HIZEFAHEE A, FIZIERT. KA., 8kA. BOXEESREEINE L
MNEFELLY,

RHEDHR

AFERATRBEINDT I FUERIE, BOTFHMREET 5 LREARICENE
AORKEMER S TS, FARFAICMA MDDV FUHEHRIOFERICEY.,
DO FEELEEXREZTTELS, BRANODFEROEERRELFH TS L
ANG |- P A
EafXiGl-- Rl
(B]FHFETDADHEHEEHRIOBMDEFRERLERTH S,
(F2]FFETVADEZR IO ABDEFHBERLIERTH S,

(BB BB VADIRAARTFRREREELZRLIEZETH S,

(B4 EEMENEE T =T ORITHEITHMERHAEREM 26, 186
. BRUIgRatnfA L RILERLI-RITH S,

(5] #HBMENE Z T >-IVRIZHEITHMRERARFARSEBAAERE
HRM g6, 1261, RUIgRaifAL NIV ERLIZRTH S,

[R6] AR EREZ T > TV ADEMMIZE 1T5, RERIBRIFRAIFN-
yEILHADEEEETLIZEATH S,

FAMEL, FAEOELIEOEETHIHE2008—-2377195D
BREICGREIh-NEEEET 5.
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HAZERT H-HDRRE
[0023] AFEBAL, AARARTHEBEAEXDDense granule protein 7XIEApical
membrane antigen 1H2WNITDREZHIEELGERAKRIFERHAKZ
 MERTHRREOEERES FICHAL3 24 SHEREICET S
RY—LIZHALTHES YRV —LERILFRY RV —LEREZEL T A
ROBEEICHT ET0 FHKIZET 5,
T, AFERIZOWNT, FMICRRAT S,
[0024] 1. RARRTRER
BER (FABwI) EITEREERMEMTH> T, ETRENOHRRES
EEOHYMNGEMREM THS, EHROFERERAT 516, FEHE
THICHREOHSELDERBEMESRT LEHZ0, FRICIEK., E MILMF
ETEGVEEIFEMHOBVVEE (T TRELA VAR—F%4E) &,
BHOBMEICHFEL, ASHBEORRETETEE (FRT7 A—1\PY Y
TrRARYDOLIGE) BHd, RREEIHERELCEEGEREZET LD
N, BEROFEFRRIEDLDETSIEIETH S, HILEICFETHER
(&, BHAKOCEMZEN L TEONIZARICRAT S, BRERIRROELRHIC
FURGEN, WELEVAMOF—L R, B8F (spore) GHEMRH S, F
FITA—NDOSOTILBERGEFI VA ME, a9 VI LIEFA—VR b
., WlaFRBIAFERRT S, MECHEBICTEETIRBOZERE
DOEMERCI A —_DIFEETHEBEL, ChoFHNEE LTAKRICREET D
[0025] A RFRSEHR (Neospora caninum) ITXEEMMERBEIEL, & - % -
¥, BGEEPEBEELTIMBAFTELRRTHS, AT ARIERE
 BBEOEBDICHHINDIA - R MK BKEREOHEBEEENL
FEEREICLYEHKRINS., RARARTERAL, BEOLEMAKE, KEH
BHOEZMAR., BRAROMBRICEEL, BICETIERE. FEESKME
FHOBBREIRETHETIEREETEITSZEIT . 1 XTRHEELH
#, HITHREESISE T, ARICEYILT7E, TS, KX
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[0026]

[0027]

[0028]

[0029]

[0030]

[0031]

SHAD o, D) ETA T UNRANGNEMN, BRMLFIFEREHEILS
NTULVELY,

FAARARTRERRBEEICH LT, A RARZEREBERNLINICHET H0E
M2 N7 EMICT, MIC3, GRA2, GRA6, SAGl, SRS2ZH#HWN-DoF>
DRAFELEDHOSNTLDN, THEHMEMNELNTULVLY,

2. Dense Granule Protein 7 (GRA7) B UApical membrane antigen
1 (AMAT)

AFERICEWTIE, REGEZSIZECTARARSEREARDAEES
INJEE LT, Dense Granule Protein 7 (GRA7) &Apical membrane a
ntigen 1 (AMAT) ZAWL\S,

GRATIE, RARRZEBDOIMID/NEEEdense granulelZHFET SIMEDF
T. GRATDEA, NcGRATH B LMINCDG & FRENb ¢ H D, R RARTE
HRGRATO 7 = / BEERSIAS, ThEaa— M A EBEFEREINETT TICAKMTHY
. FNFENDHOT—AR—ZXTHHGenBankiZU82229¢ L TEEFINTLVS

AMATE Ef=, RARARTFROTERSRICHFET SRS F T, AMAIH S
(ENCAVAT &EFFS b, RARARTRBAVAID 7 = / BEELSI., CnFEI—F
T HEGFERINIT TITAMTHY ., TRENAHDT—ERX—RTHSHGen
Bank({ZAB265823¢& L TEE =N T D,

AFEATRAW DN HGRATOAVATIE, #HESN ST = / BRECHIP DBRKIETE
HMERW-EREO VIV E/R V- BETEH K<, Btha FUh ot
JORVADT R/ BENEFFERATNIEL, TE/BOESEBEESALL,

BESIES 1 [CRARRZRBGRATOT 2 / BRI Z., F£-EHIFS 21
FRARZEBAMAIDT 2/ BEEESIZRT, LALEAG, BIES1HLHN
FEINEFS2I1ZRENESGT I/ BEIHIIIREEND LG TNAFED
REREEZHITSRY . BINEFS1HL5NIRINEST2ITRENET I /B
ESZHENT I XIEHADT 2/ BARK, ERHDWVIEMMLIEITH
2THEW, Gk, THEl &iF, FFELIF2~78. SYIFFLCEF2
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[0032]

[0033]

[0034]

[0035]

~5M@, REFFEFLLE2~3BADT7I/BEEKT S, F=. 73/ HiE
B, BT 57 3/ BEREMORFHNERATFELL, FIAE, FUY

(Gly) £Zay> (Pro) . U732 (Ala) fzid/8 > (Val)

L AAYy (Leuw) 4oLy (lle)y . FILE =B (Glu) &FL4EE
> (Gln) | PRINSEUEE (Asp) EFRINSXY (Asn) . Y RATFA 2 (Cy
s) EALAZY (Thr) | ALF ==&t (Ser) RIET733=2, YDV

(Lys) E7ILF¥=> (Arg) EOT S/ BOBTOERERITHIIENTE
%o

HOEWNIER, TNLRLOREREEZETHRY ., BIEFES1HHLE
BEIFEFT 2I1IRENSGT I/ BERAE ., BLASTEZRWTERE L EEIT
AL, BLASTO T 74 L b bMAEHD/IFT A —2—ZAWIERID)
D EET0%LLE, ITFEL CIE80%LLE, KUMFEL IF90%LLE, &
SIZHFFE L 1E98% Ll L, $FIZHFEL <1&97%., 98%%E L < 1£99%LL EDH
BIEZEZELTWEAA NNV ETHL>THKLY,

ThHEHE, AFRICHNS TREFHISEELERAILFER] TE.
BEINF-EERRNICBWVTRARARTIRRICHT ERECEETEEHELS
5 BIZIEHMELE,. SEREBEES. MHCHOSRAIRUSSRAT I BFITLD
RIF FOFBEIZESEEROEEE) BYUICEWVNT, b AREDEH
%#H 9 DRNATOAMAT 2 27849 B RNATOAVAT E DR TF KEDRE 2 2
DBEENEFEND,
3. GRATRUAMATDERE
3. 1 RARRTERNSORAE RFEHATHL SN SGRATOAVNA DFRE
(&, FARRSIEHRBARABFES DO BEEELCRAY. HIZIERARRS
REMNS— BN T LTI TREETTIFERIIISIIENTE, E5IC
BoN-AARRZRBEEAFER /0 BOBEREBS S, BHE
DIBEEEEBMLTIT>TH &KLY,
3. 2 HMBAEE

KIBE G EDWEYCEMME. BYEERAL. =4 AR FHEDGRATPOA
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[0036]

[0037]

[0038]

[0039]

MALEEFEFEH S NE—HBZEA - FRLTHEBAZ ANV EZRAELTDH
AN

B2 NV EEEDEOHDOARY 2 —1E, RO AT 3 —[ZGRATHAMAT
00— F9 2 EGTFEZER BA) LTHELAIENTE S, IRV 4—(&
BEPTHUARLGLEOTHNEIFICEESLT, FIZE, T35 X FDNA,
77 —UDNAENETF LS, BIEE TSRS FINAE LTIE, KIEEBEED T
JAE R (HIRIL. pBR322, pBR325, pUC18, pUC119, pTrcHis, pBlueBacHis
) MERBAEDOITIRAE F BIXIE, pUB110,pTPS%E) | BEBHEMND TSR
2 K (FlziX, YEp13, YEp24, YCp50, pYES2%) | HEMARBER TSR I K (
pBI1221, pBI121) &EMNETF LN, 77— DNAELTIEA T 7—D&EMNES
bnd, EBIT, LFADAMILARETI S ZTIAIWNAEDEM 7ML
CNANFAATVAILNARAFEDERVANARG S—FZRAWNSILHTESL,

RO B —IZKFEADEBEGTERATBHICE, £T. BRHEIN-NAEZESHL
FIREERTUIMR L, BHEEANRY 53— DINADFKIRERBLEXIETILFI/O—=
DA MIHALTRI A —ICERT 5AZFENRAINS . ARBADE
EFE, ZOEGFIEEL D HEHRT. BEIKL-TOE—2—(ITEE
LTEASINDINENHS, 2T IMEEEL D SRR &I&. TRE—45—
EEICEL2T, TOTRICEE SN-KAFEAOEGFABEP TEYICHEIR
SN, TOHETRIETSILE0\D, FASKSTOE—4—DFEHEL.
EXMRICL > TEHERESNSGA, TOFMIEIRETHEAT .

AREADARY 42—k, TOE—F—, FEBAOHEGFOIFHN, FTEICKY
ITUNVH—FBQVRILAY M, RTSA05 25, RUMIIMS S
FIL. BEERIT—H—EEF BIZE. P FOERERBRETF. 7
VED UitEEERF. RATA D UMMEREGF. A FIA D UMMEERF
AT ATA D UTMEEIRF. ET7 774 AMEEGF. AR ED UM
MEEGF. TLA T4 P UMEEGETFE) . URY—LESES (SDEZF])
ZEEEATULTHELY,

MR 2NNV BEZEET DOOBEERRAKE, LAY 5 —ZBE4Y
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[0040]

[0041]

BEIZEATEIELICKYBEIZENTES, BEIL, RFKBEADGRATHAMAL
BELFARBETELILDOTHNEHIBES AL, FIZE, Ty JE
7 - 2 (Escherichia col )ENDT Lz UETFTR, NFILRA - XTFYR
(Bacillus subtilis) ED/NNFILRE, a—FEF R - FF4H (Pseudomona
s putida) EDa—KEFRE, UVEDL - AOTF 4 (Rhizobium mel
ilot)FDYJVEDLREICET AME, YvyHAOZ+X -+ L ELI(Saccha
romyces cerevisiae), ¥VHwvAhHO TR - R (Schizosaccharomyces
pombe) EMEEE. FE (Aspergillus oryzae), COSH#AfE. CHOMARZEDH
MR, 55 LNESTI, S2IEDERMIENFEITLoN S,
KGEFEOMEZBE LT HESE. ZAERADRZ 4 —MZMEHRTEE
BHEABETHSERBFIC, TOE—2—, URV—LIEEES. AFRBHADE
EF. BRERBRINICEYBR I TSI EMNFELL, -, TOE—
2 —EHIHT HEGTHEFNTOTE LN, KIEEELTE, fIZE, T
wix!)EF7 - a2 (Escherichia coli)HMS174(DE3)., K12, DHISEMEIF S
n, BEEELTE., BIZE NFILR - XTF Y X (Bacillus subtilis)M
| 114, 207-21&EM8EToNnd, JAE—42—+ LTI, KIFEHFD LEE
FHRTHRTEDILOTHNEFICBESNT, HIZE, trpFAE—F—,
lacJAE—4—, PLTAE—4—, PRTAE—42—%0D. XBBEEPLI7—
(CHEETHTAE—2—DEFohd. £, tacTAE—F—FD&L I,
ABRICEFARESN-TOE— S —ZHVTH L, HE~DRI2—0
BAFEE, HWIIBEZNT, Hl2E, AILSTLLAA U ERNSTECohe
n, S.N. et al. :Proc. Natl. Acad. Sci., USA, 69:2110-2114 (
1972) 1%, TLY FARL—2a VEENBETFLIIENTE S,
BHEFEILTHHEEIE AIZAE Yy AAIER -LEDTI, VYUY
YALIER - RN, EE7 - RNRAMJREAALNLOND, TAE—F—
ELTIE BEPTEHATESLIHOTHNIEFIBEZLT . IR (E, gall
JOE—4—, @all0JAE—4—, E—rIav P30\ BETOE—42—
.MFa170E—4—, PHOSTOE—%—, PEKTOE—S—, GAPTOE—4
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[0042]

[0043]

[0044]

—. ADHTAE—4—, AXITOE—2—FZ2EFH5ENTESH, BB~D
Ry B—DEAFER, HICRESLT, fIZEE TLy ORL—2 3y
i%[Becker, D.M. et al. : Methods. Enzymol., 194: 182-187 (1990
)1, 7O F5 X F&([Hinnen, A et al. :Proc. Natl. Acad. Sci.,

USA, 75:1929-1933 (1978)], BFEE') 7o Li%x([Itoh, H :J.  Bacteri
ol., 153:163-168 (1983)]FEAZZE(FHIEMNTES,

HEZEZEX LT HEHEE. TAE—F—¢ELTIL HlRIE GlaA TOE—
4% — (Hata et al. Curr. Genet., Vol 22, 85-91, 1992) . AmyB
7JOE—4— (Tuchiya et al. Biosci. Biotechnol. Biochem., Vol

46, 1849-1853, 1992) . No. 8 THE—%— (0zeki et al. Bios
ci. Biotech. Biochem., Vol 60, 383-389, 1996) MEFEIFfohd,
BHADAT A —DBAFEE, BICBREESLT, fIZIE TLy ORL—
AVE, AN TDLAFVEREFERANSGIENTES,

GRATOANAT B /8 E (&, AR OB EEIRE (FEXMiE) ZEL g T
BEL, TOEEYHOMEBDR NV EFEMT A LICKH»THESH L
MNTEDL, BWEEBRADIZEL, BRICH>TITARE KWL, #IZIEX KBEE
CESFOMEMEBET LT OIREGRAEDESIL, MEYNELL D SR
R, ZERR. EREESEZSAL. REGRBRAZHENITEREL D HAXRA
i, HAHWNIERBMTEETNIEK D, Ff-, EPHEREEEE LTH
WTWBBEIZIF, F7Iv, EVURFLUEQES I VEZFMLUEY
HMpmADIE TEEINILELLY,

RERELTIE, JILa—R, 739 b—R, RUA—R, TVTVED
mKiEY. Bk, JOEA UBEFOREHE. T4/ —)L. TANR/ —ILED
FILba—LEMNMEHLND, ERRELTIE, FUoEZ7., BIE7VEZD
L, BiEE7 VEZ VL, BFEET UEZ VL, VBT UEZ VD LEDERE
ELCITEREOT7 VEVLEXEZTOMDEZRILEDDEFL,. XTk
v BIXR, I-—VRT—TUA—ERAVLN D, BEYE LTI,
JUBE—HNTL, VUBE— N DL, YUBTIRLIL, BT
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2L, BB UL, BREE-8K. WETUHL, WEE. REHL
o LERANLNDS,

[0045]  HEHAEBBICECTTZ VEL Y URT R4 0 VEOIREME EIE
WIZFMLTEHEELL, TAE—F2—¢LLTHEEEOTOE—F—FRANA
D8 —THEGERL-BEMEEET HESE, BECELTIVyTa—Y
—&EMICHEMLTE &KL, FIZE, LacTAE—42—FH =Y 4 —TF
BEBRL-BEMEFEET S EZIFAIVYIOEL-B-D-FXHZY FES
/U RPTOHZ., trp7AE—42—ZAWNRI 2 —THEGRL-HEY
FIRBETAEEITEA D F=ILT O ILE (AN FE2EMITHFMLTH KLY,

[0046] HEEL, AR, REFEXTEX/EHEEFOIFINEHSHT. 30~37°CH
TORFfE~3RMRRET S, HEHARD, pHiE7. 0~7 SBEICRFEFT S, pHD
AR, BRI ERE, 7LHUBREZRANTITS, BER. AFEHAD
SN ENERARISHBRNICEE SN BFAICE, BRI ZBRE
FTERECELICKYURF ANV EEHRBET 6. -, ZEHDOZ UV ELNERK
AXEHIBNICEEEINDIHERICE. BEREZFOEEFEAT HH. EDH
HFICEYEARTHRZERET 6. F0®%R, 4 /N BOERBERICAN
BN EH—RHMGELZHRAE. BIZIE. FREET7 > E=2 LITEE. SDS-PAGE.
FNO2OTRITZT4— AXVRBOAI NI 74—, BRKOIOTRT
74—, TILZT4— VAT KT Z74—FZEHTITEEEAED
TTHWSILITLY., MIREEYDHIOREHED Y U/ B HEHEET
5EMNTES,

[0047] LS LI=AZEDIZH., GRATOAVAIDEBAEFS, THIRIE F—T#8D
RIFRFHFEZE2 RO BIZNIC. FWNERTF RERKICEIYERLTE
EAN

[0048] 4. JRY—L
4. 1 YRY—LEHIEE
FAEATHOLOND )RV —LETHERT HEEE. YRV —LZHEHT D
CENHDNTVIREDIEETHNIEELC., AIAE, HE, XE, XiF*%
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DDOEEN G EDOXRAYAXDOIEE L M o ZKRAFMIZEL > THEMNE
FETLE-LD. HEIVIEEERLI-LDONETFLN, ChHFHMETX
TEHEHEDETHEAT I LNTES,

BRI DEIIT, AUVITWEEATHE, YVVEBEEOT7TI/ELF ) THED
BTBH7ILTE FRERIESE D6, ZEBATHWS Y VEEELTIET
S/EEFETRLONTELL, ChOFEMT, XETEUEAEETHE
ATZ4, ChoDVBEEIE146L, 2460 2 DOEHEEEGERISER
THIENTE, TORMEREIXAYAEXFEHGAXEONTLOL
DTH &L, BEEWE. AMEHE. F~EiEhEE. ESMERRG L
METERFMAI~B0DEMEZREZFHATES, ANMBMELE L TER
ZH12~2401D0FELL, FIRFEZ2) VB, SURFUEE, N
SFUB, ATT7IUVEBLRENAHIFONS, F-FTaMEHEL L TERE
W14~22, FRAMFEE1~6DLOMNFFELL, BIREA LA VB, U
J—ILEE, VI LB TIXRFUBEELNHTFONE, CDLIHBTE/
BEZHTHVEEOHTIR. RAWBHEDLDE LTIXINEXIIKAZ AR
D) REMNIFELWL, F#EEHE LTIE, FIRIERRZ7FUILITE /) —
WFZED, IRRTFFUIEY ORIERRAT7FUILALA =D, DiSLE
FILKRRT7FOILTIR)—ILT I, DINLE FILRRA T 7F )03
o ERBIFLEND,

JRY —LDIREAE RS GRBERS) & LTI, BEOEANTRELR
Y, 72/ EEZHTDHUVEBEOMIZHLURY—LEZHBEL S 2tDLEH
LHEATE, FIAERELISF o, WELOFU, RRIT7FDIY DO
—JL. FOMO 1 VIEEE. 2 LR TA—IL, BB, IBIRERIEL L. HEE
i )RY—LOBEERESE LTHOLGATVWSLOMNMERTE S,

BEMIZIE, 3 LATA—I (Cho l) 38— [N— (PAFILTZ
JIRY) AINESAIL] ILARATFA—)L (DC—Cho|l) N— (k1Y
AFITFUEZAIFIL) ANNEANILATA—)L (TC—Cho l)
BEDRTAO—ILE; S/ FALLRRAT7PFULIZ/—ILT I (D



WO 2010/032408 14 PCT/JP2009/004525
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[0063]
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PPE) . PAT7AAILNKRRAT7FUINITR/—ILF7ZIY (DSPE) &
EDRRT7FVILIR /) —ILT IV, DINILE FMILRRA 77 F )L
J» (DPPC) . PATFF7AANLKRATI7FLIIY>Y (DSPC) i7&
DRRIT7FUILIYVE, DINWE R ILEKRRT7FVILEY) > (DPP
S) . PATFTFOAILKRRI7FUIEYY (DSPS) BHEDKAT7F
It DIILE FMILKRRTDFFOUEE (DPPA) | PRATTFH
AIVRRAT7FOUH (DSPA) BEDRRI7FUUBBENRETLN
7S

JiRY—LlE, BEBFATTH->TH, BEFATTH>TH&, FF
RICBEWTAHAWLWLNEURY—LDHZFIHIZEBESNLGZLA, O 1~3
um, FFEFLLEO. 2~2. 5umTHD, VRY—LOKMEMNLELRE
BEERBZDE. FILLELTLEW, T9FUELTHERATELZLDSLTHS
o YRV —LORIFEL, ALonEIEMEICE L TEEIZHEL, FIXIERFR
LOIB A XD T4 ILE—ICLYiERT A &LITKY, ABRTEIEMNTE
B

4. 2 YRY—LFREOA ' IHE

AFEATHWS RV —LF, FOFEIINRERFEREEOBER®RS
FicHEATgelA ) dEHET S, T, THmERFME] &% -0
77—, BIKMEREAEKRT S, MRRFHEROREICE. FelLt T2 —
PEALETE—, AARDY—LtETEd— I/ —R - LETE2—,
IJ;REHE (LPS) Lt T4—, #HALET42—THHD CD11b/CD18 (CR3)
Toll#%k LT —EMNFEL, BEENTHHBELCLENDERY®., KRR
MPOEEQBEORYAK EHRRERICEENH S WDIEHEENICEEZAEE
EFRI-LTWS, RERIIHMND THRRTHEEZAOEEHBESF) L&
B LIz &S BRRRTHERERICEET OHEESEOL Y FUKOM
BEATHDFEEZTERLTEY ., TOF#ELGHELTIV/ —R - LT
TRA—5BFHENTED,

JARY—LREOA ) THT., LRORFRFERREOEHDES F&
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Hb—X (D—Gal) , D=7EFILAZYV rHEZ> (D—GalNAc
) . D=5 L/—R (D—Rha) BEMNFEITLNS, A1) JTHEF, D—F
V) —REEUHERENOHBINAI /) —RBALTTHHIZ ENTFELL
. ENTED T/ =AML HAELDPD -/ —RED=TEFILYT
WAHEEMBRBDIBIDONFELL, BIID—T L/ —ADAMGHLD
DB FFELL, D=/ —AMSHAA ) IJHELLTIE, T2/ EF
—A Man2) T2/ F)FA—R Man3) . I/ TrSFH—X (
Mand) , I/ RVAF—X (Manb) , R/ AXxHF—X (Ma

NB) ., YU/ ANTAF—X (Man7) 2BFB5EMNTED,

A OEEERTIRBEREAORALBIZIBEILT. o 1-28. «
1—-3fEE. a 1248, a1-6%#8. B1-4EEFEETAIEN
TED, Ff-. FWREFI 1 DT OEHKITHEELTLTELLL, E9d
NEETHH>TH LKLY,

A THEEERT AEREOMIT2~1 1EASFELL., HIZ3~1 1@
. ENTHI~SERBEMNE > EHFELLY,

JIRY —LDEITHT 24 THEOEEA ) THEOEE. HALES T
SAARRTFHRBERABEMES VRO BEDHEE, VRV —LOEEEHEES
(TR YRGEEMN, —IZ, URY—LEERTHEE 1mgII®LTO. 5
Heg~500ugTHD,

IRy —L~DA ) THEOEAG, LAY IEEBEFHS L THRAEL
FFAIBEEZAVTITSI I ENTE S, ATHEEEIL. 7Y IJHEOETS
FLTEREZE, FI/EFZHATHIVRBEERBIETO v IEEFER
L. RIZSDIy 7EEE, BRIHOER., FFELCIXEEER. HZIE
NaBH;CNIZKYUERTBHI&ICKY., AU THERBBELEHE L THE
TED OKEBREB, HEIZ®. 224—-282H, 1992) , RVWT, C
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[0059]
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DAIHEEEFFALT, URY—LIZH) THEEFEAT S, ATHEEEMN
KBETHEEBRRICHABELLGEVNES BIAE, AIHEEZEE LTHED
RNEDPPELDIEEYM (RN—DPPE) ZAWNSLZE) [TE, Thb
(RN—DPPE) OXMARREARL, ChzRVY—LERALT, HIX
(£4°CHELL80C (FELLIZAHMENEMELLZLVNEE) . EELHLL
(FMRERFBEEICENTO. 5~12 0K, AlZXIEHW2 48FMHA ¥ a2 R—
YavT b, ALBEENEHBRICERT HEEICE. AIHEEEEUR
V—LBEARBEEHIZ, URY—LHEEREBICEVTERBEITREL.
EEICHEWIRY—LEFBETRIEEN, BB, URY—LERA~OA I
BORBEIL, MRARTHRREICFET SBEBES FHLIWNTTO—H#%
ARMLTURY—LDOBRERGHELEIMNENTHANIELLY,

4. 3 YRY—LOEFHE

AFERAD RV —LHEEE, EFRYURY—LIZHIR L1=GRATH % LMZANAT
BONRNVEERNHLTHEHEENS., REEINAGRATHAWIAMAIZ /0 E
NDEF. WIIRESIIAT, BRERRICEC CHEBRASAIGETH . —A%M
[CURY—LIZANSEE 1mgl®LTO. 1ug~500ugTHS
EMEFLL,

5. 70 F A

AFADT Y F o HHNE, KFEHAOURY —LBRCHEFHRL S HIE
AREHEEMZ T, BRAXEBAROVNVTUAORET, BE5AHEICAR I
b REBADTYF BRI, EXMICZEARETH> T, SEEBSITHE
ELEEBRINLELEEE SIS, BULEERICIK, BIRIE, K, £B
BEK, TFRMA—R, FUtO—), T8/ —LEBE, RUFNALDE
EYMNETFL NS, 51T, BBIZRLET, DI FUiE. LEDQMBIF (B
ZIEMERIXFEEHKD . pHREHR. RO/ XEVIFUOMEEETEH LT D
ANV EEEELEDS, AMTHUBLET7 a0 FOBIE. BESNAEN
M, BIZIFUTEEET D, KBILZILI UL, N—-F7EFIL—LFIL
—L—=FLAZIL—D—AYINLEZIY (thr—MDP) . N=7EF
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. nor—MDP&EEDND) N=FEFILLSIIN—L-FFZ/L—
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—sn—=45t0-3—-t FAOXIHRARYILFXY) —IFILFTZ2 (C
GP19835A, MTP—PE¢HFELNS) , RURIBI, RIBI
(F. NOTUThoMHLE3/ES, TH4bbE/ARARUILYERA, b

Lna—RY2alb— kb, RUHBEER (HPL+TDM+CWS) %2
WA T L/ Tween (BFHFEE 80ITILYa HIZERALTLS,
T2\ FOBEEIEL. GRATOMAIMNSIEBRENA DI FUEERETHI L
[TEVELD, HKADEZATT S LITEYRESNES,

AFREADT Y FUOHRT, BERTEH. BRAZEHXIHREISHO LS
I, EFICEUBRESND, thOBREEBRITEVIGRHOMNSG L LTHE, S5
 RUBHDZBEICEED, BELAENEF LIS,

FEICKY, ZFYoanNy MEEEZETHILLEDEEMEMASZEMNTE
b ToaNV I, RBRERDFEFRENFBREFTHS. Fhold. 72
FUIIKRHT HEEORELEZIEAT H, URHIBTOMOT Do/ Vb
DEEFIELTIE, FAS Y FRERVURREELT7 Vo b EZZIUE 3
AALTAVIEREK, LTFINDRTFE, R, #iil. EWHERUC
arbopo | MEIFEN S, MIEBRICHIZELI-7 a2 e LTIE, AIZE
. KEBE (E. coli) ZEWEEF (LT) Xikao L3> (Cholera) &F3k (CT) A
Bfond, thDBEGET7 a2 bE LTI, BAIZIE KBEETILS=D
I, VUBTILE 2 LXITEETILE — o L, BERLE (XX, Bayol (
SHBEIR) XidMarcol 52 (BEFHEER) OHD) [ HRZUXIEESZ I VEY
JaE)E—rREFoNd, LI-A->T, BELWVERIZEWVLTIE, FF
BDIDOFUET oan\y FEED,

FlZIE, BT, BA, BAA. BIRNICEST HEHRFICENT, mRH
DIV FoEHELHBINDIBEIIIHRFIO MO EAFIZIE, RELH
. RKIES BIRE YILER—IL, RO b=, TUTU, VI v
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IWI—R, THFRIIV)  PLIZVRIEHEADBEDI NV E,
CMEX R GEEDS VRV BEEREME, RUNYT7— BIAE, U
BNy D7) BEELITERETHIENTED,

[0064] #EINI~NZFEME, BERELS-YREEZ0. 01 ughM100,00
OugETOEEATHY, ChiE, BEShIHR (FEXEFHF, £, LF
B RBEOHELEY) . FORKRORERTOREERE. RUFMED
PREOREIKRFL, 0O, BT, &5, KA. BARN. #REES5ERE
EDERERIRIZHEEFT D,

[0065] AFERADTYFUORKIL, EMBERX 72— ILT, XEFFLLFES
BERFD21—ILTERZLNES, BEBRER T D a—ILTIE, HEDOHA
BFEZ 1 ~1 0ODERDITELZTL., HOTREGELZHRTHIRUXILA
LT oDICHELINLIFEBERT. fIZIL2RBEOERESLLT1~40A
®IZ, BOBEETVMGS, BRETHNIE. By ARISSIREREETVE
b, BEDOL DAL FE, LI EHEAMICIE, EEROBEEICKYRE
Sh., EEMOYIEICIEKTFT 5,

[0066] SHICEAFKHADTI I F UL, #il-GrARARTRBRE(IH L. FHMIC
FRLTHEL, E5ITFE, RARRTIRERRBIZREZELE-HRICIEBS L, &
EKRIIARARRIFERICHTIRAVNRERGEFET S LITELY RAR
RIFRFHERT OABRAIIFELTHALTH KLY,

[0067] AFEBADDYFoiE, AARRTFERICEELFARICEESN, GRATH
BWNMIAMAI R RV BICRT DREREEFEL, FARARTFAREEET
Bid 5.

5 e 451

[0068] LLTF., EMEFICKYARRAZERNIZHAT M, FEBALIhLDENE
UL >TRESND LD TILALY,

[0069] EMEHI1 : FARRTRBAEAAEMES /N EDORR

GRA7. AMAT, SRS2:EEF (FhFM. GenBank D U82229. AB265823. U9
3870) ZRARKRTERMNSIA—=25 L, TOEEFERICKEEICT
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[0070]

[0071]

lutathione S-transferase (GST) &RAE LI-HZ 2 NV HEZRESE
f=o Btz 2 /U &L, Glutathione Sepharose 4B(Amersham
Pharmacia Biotech#t&!) #RLNTHEL -, & 5(Z, Detoxi-GelTM Endoto
xin Removing Gel (Piercett®) #HAWT, BHELI-MEBRZ F /T EHM
BIVRMXIUERELT,
Eifl2 . ATHEREORH

Mana1—6 (Mana1—=3) MantW5#EE&EZHIBEIV/ LY
A—X (Man3) 2. 5~5mgl2Z600u | OERZGKZEMZ THEREME
LTA Y SHEBE&RERAR LIz, thF, JAARILL A AZ/—IL (1 11K
fatk) RARICDPPE#5mg./ m | DRETHEBELTDPPERKEZH
BLt, £, A8/ —JLIZ, NaBH;CNZ10mg./m | DEEIZEHR
LTNaBH,CNBAREMAL =, BIELA ) IHEBHRE6 00 ¢ | [CHTEED P
PEB®9. 4m | RURIEENaBH;CNZ&Z 1m | #MATEBEALT:
o CORIGEERZEZ60CICT1 68fElA FaX—FL, ATHEEEZAE
BtELDF-, CORGEBERELUATILATLREVCT SHFEHATLIZEK
UBHT O LICKYATIRIEEM3 —DPPEZE-,
EmGI3  rAARTEBARABER NV EHAVRY—LORAR
OALATA—IL, DIULE A NLKRRT7FIaY Y (DPPC) | F
BEH 2 THERELIE=R Y/ BUFA—ZRDIILI A UWRRAT I 7FOIIIE/
—ILT72r (M3—DPPE) ZE/LLT10: 10: 1, HHWE, 3L
ATE—=), PINLE MIKRRT7FDILTY Y (DPPC) ZEILEA
1 TIEEL, 288K L2m I IZEEL, 10mIDFLTSRARNT
EETAIILEER LTz, RITIBEZ74)LLIZ3. 75mg.m | OEMKH
1 CTHLN-RARRTARBAEXAAEELINIE (EE0. Smg/m |
) FMZ, A0°COKETVortexIZT, URY—LZERH L, XRIZ
CDYRY—LEENEEDI VA ML—F—ZANT, 1TumDI 1 LE
—I{Z0. 2~1MP aDEEATMELGEMN L SEEMEZIT o>, RIZURY
—LREEDEICTERE, PBS (=) TIEEH, &b, LERETS
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CETYRY—LIZHAZShEN>HRRZRELZ, BonfzURY—LA
DHTIE, I LRTO—ILE, RARARTEHRHARAAEES /3 EORIE
EENETNTROFXY b, JLATO—)LETRA 70— (FORHE, 43
9—17501) ,Modi fied Lowry Protein As

say Reagent Kit (Pierce, 23240) #ZHWLTHT

>71=,
EHEFl 4 - FARKRSRBAEAREZ ONTEHAURY—LDODIF
TR DIREE

LTOERFITERATATND Y RY—LHARDBEREIZ DT, TM3-GS
Tl E(EEEF 1 OFRITHERLI=GSTE v BEHALE=A I8 (Man3)
ERECHDURY—LTHSE L ERL, TM3-GRATI &IEEMERF 1 DRI
EE LT=GRATR /0 BEHA LAY I8 (Mand) ZFXRM@ICHFEDURY—
LTHE_EZERL, TM3-AMATY & IEEREH 1 DEIZ/ER LI-ANA-142 X
DEEHALEAY I8 Mand) Z2FREICHEDURY—LTHAZLERL
. TM3-SRS21 & L= Ml 1 DFRICER LT-SRS28 v BHEFALE=A YT
¥ (Man3) ZFmICHEDURY—LTHSZ EEmT, £, [PBSI &iFY
VEERRERTHDHEFERL, TGRATI EIEURY—LIZHALTLVENE
TEFI 1 DIRICER LT-GRATA VIV BETH I EHmL. TAVAL &(XUR
V—LIZHALTWVEOERES 1 OFRRICER LAV 2 R0 ETHLEZ L
1Y,

FAARSERBRTEES VRV EHAYRY—L(B /8 ET4
ol), BFEHE IRV EBE (B /R0 ETA nmol) RUPBS%BALB/cY IR (63l
Er. AR) 21 EABBRKRTIEXRTREL-, SEBDIEEMNS 1HEIC,
FADBALB/cT IR (98K &LXRBEESET-., HIR1OBBIZRARRIR
B (tachyzoite) #100. OO OfH. BERERBEEL -, METVADHE
HESAL, ERS30OHEOHMETVRADERE (B1) LEFHE (M2
) FEHRILIz, 51T, £%S0RBICHAT VAN GREEEIL., PCRIEIZK
YAARRTFROBREOHECONVTHEF L (B3) , LEEDOREKIE3
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[0075]

[0076]

[0077]
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EIEEL., 1EIEOXREXtrial 1. 2EIEOXREKZtrial 2, 3EEHOXEE
#trial 3&xT,

EXERFEO—EH-VOLERLRERVERZSETVWEVEOHAR

(8.3x1.5ML) ZHEBELI-LTA, AALGELR OGN o= (F 1, Stude
nt’ s t-test, PKO.OITTHIE) . ZOMRE, VERVY—LHBNEE /N
VEREEICLY, SOROHEHICITEEEEZ AN >1-2LERLTS

EERBHOFETVADIOHBMETELPBSREHDOMR LR LI-ED
A, M3-GRATIREEF EM3-AMATIR ERRICH LNT, THIERIRADEFREROLEMN
mHonf- (E1., chi-test, P<0.01T¥IE) ., Ff=. trial 1, trial 2
. trial JDEHBHRZHE L TEEBRHOHETIADN 3 0 BHEEFHRE
EEHLI-EC A, M-GRATIRE B L M-AVMATIR ERICHE LV TEK 1 2B B
51 7HBDRTHET VAN HMERICHIDIIHL, ZDHODIFE
BHTEIER1 0B M2 2BHORTHEIVADRTCOERAMNEDH SN
f= (B2) . COFRIE, GRATZ VRO EH B NMIAMAM B 0B EHAL
=AY JBURY—LDOEEIL, FAARTIRROEEREFFETESZ
EERLTLNS,

EEBHOBE T IRIIBTARARRT RRREREZPBSIREHDIER &
LB L= T A, M-GRATIREFE EM-AVAI IR EEICE WNT, BREEDETH
BEHont- (B3, chi-test, PO.OITHIE) , &5(Z, M3-GRATIR G &
LIRMIZAF ARSI FROBRELTIFT L EAASIEL ST,

B1, M2, RURITHELN-HERELY ., M3-GSTdH & LMIM3-SRS21% 5 3%
[TEVWTIDIFUBMBRRA LRGN SI-2EME, URY—LERFTRRS
HEDTRTOMEH SN EEERREDEAEOETI I FONRIIFHE
TELRWIENHALMNER STz, CDIEIE, URY—LERBERIE (]
ZIXGRATH % LMFAMAD) DA ESHEN VI FUNREFET HDIZEET
HdEERLTWLD,

EEBIS - T ORITEITEA ) IRV —LREBIZE AT ARSI EBRE
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ERmEEE

FARARTERBRABER DRI EHAVRY—L(Z /I ET40 nm
ol), BIER VIV E (BRI ETH nmol) RUPBSEBALB/cT IR (638
i, AR) I21EMERTIEETERS Lz, ¥IEESH. DEEEH#7.
14, 21BBICFEML, MFEEZEF-. FSERBECHAWV-R—4%N\VE&%
R (B4) HHINERARRTEREABEEHMFEEZHRE (B5. Student’ s

t-test, PKO.0O1THIFE) & LI-ELISAEIZK Y, HIRFFREMA G 1gG1. |
gG2ainAF AT L=, B4IZH(THPBSIREEIZIX, GSTZIAEL L TIARE
E7AE LT,

GRATIR S EEIZH ULNT, #IEGRIER 1 4 EMSGRATHRA 186, 161, 1862
aAMAEDEENZEOH T, M-CGRATIREREICENTIE, GRATIREAF L LB L
T. GRATH$EM g6, 1261, |gG2ainiADEEICEMNIEMEMMNR Sz
o AWMATEREEEICE T, #MEIREZR2 1 BN CAVATRERER g6, (g6, 1862
AR DEENBO SN, M-AMATREHEHIZE VT, WEARE®RI4ENSA
MAT$FRER 126G, 1261, |gGaikDEELNZEOH LN, AMAIIERSHELEERLT
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ZURY—LICHALTRET ST, HARRICHT SHENKDOESE
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RICHAARARZREALEERRIST T SIMEEEIC DV THET L=, GRAT
BEBCEWT, YIE%RE®RTEE1 48 TRAARARSERITEENERRE
g6l LU gGIIADEEN RO Stz M-CGRATIREEHEIZHLNTIE, #IE
HE%2 1 BTERATEREHELRLCLANLORF AR RRAEERRFEM
g6, |G IMEDEENER SN, |gG2atnEDELEE. GRATIREHITHLAN
S-GRATI EETHELEEN R ONT-. MAIBREEIZBWNT, R4 RAEKRIE
RO AMNAREMNRAOREELEETZEO oG, Tz, M-AVAIRSEEIC
HFULTIE, PIERER2IATRARARTRBAFEMEAFREMN g6, 1461,
|gG2ain A DEENDBOH bz, COBRIE, RARARTEHRTEES /30
BEURY—LIZHALTRET S LT, AT RARIICHEET 2HARE
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ER—DE NV EICHTARERKRDELEZRETE, RARARIITHT
DikERE (|G BEENER) SHRRERE (IgGaAEENER) %
FETELIIENTRSINE, EE YRV —LIZHALGWNMEEI | g62atilF
OFEMEMENT EMS, URYV—LEHAIZKY HRMIZ I gh2ainADELE
ZEL, HFANRBENGHEREREZFETELILNTRREIN,
EWEFI6  TORICETHA TRV —LBREICL DA RRTRRRF
EWIRMRMREO RIS

FAARSRRAERTBFES AN EHAYRY—L(Z /U ET4
o), BRIV E (RN ETA nmol) ZRUPBSEBALB/cT™ R (638
., AR) [CTTERERRTIERTRE Lz, &REE5R 1EBICERZRE
H-ARECR—FL, EHERBREREHARL: (5X10° cel | s/ ml
. RPMI 1640 medium) , HEFXDEHERERARE. ~4 R
FIRBREEENE (NLA, #RES0u g m1) . AMAT (REE10u g~
ml) . GRA7 BBBEE10ug/ m|) FETHAHWNIRFBDEH (mediu
m [T, CO M UFa1R—4AIZT A4 SHEBDEREFITL., EELFEZFMREIU
Lz, EURLI-IERELEFEDDA 3 —T7 20 20H 207 (IFN-7v. ThIRKIGER
) EAA—A4 %2 (IL) —4 (IL-4, Th 2KIGER) ZE 1 AEIC
FUBIE LT (B6. Student’ s t-test. P<O.0O1THIE) .

JEHIRRD IFN-y EES FRAE LR, M3-GRA7IR 53X M IR (INLA & GRA
TORERIZRIEUIN-y ZEE LTz, COEEX=EIL, GRATIRGEQIRMEEDIF
N-yEESEELHBRLTEHEFNLARNILTH 51, M-ANATER 53 O REHEAD (ENLA
EAVATDRIRIZRIS LIFN-y 2E4£ L=, COEEEIE. VAR SO IR
BOIN-7y EESEHBELTHEFVLARILTH 1=, M-GRATIER 53D RHHR
ENS-AMATIR EZE D AR |FN- v FEE L, KRR H D5 WNIEEEREDRIAT
FROHoNGEM T,

FEFRRR O IL-4EEAEEZFAIE LR, M3-GRATIR S Z¥ 0 B AR IENLA & GRAT
DRBIREUIL-4ZFEE LTz, COELEET. GRATERSEHOIFMHEREDIL-4
EESLHBRLTHRVLANLTH 1. W-AVAIREEOEMERIE., AMATHE
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EREQEMR & L~ TAA ORIZRE LBV LALD I L-4EEER LT, W
3-GRATHE 5 BE D REAIRD & M3-AWAT IR S B O ISMRD | L4, KRB DL
FRBREOTMTHES TENLALTH o=, LHLESS, AERT
BIE 2Nz IL-ADEEZFS0 pg/m AT THY .. ILHAEEDFEDEITEN
LHETED,
RERBOIAMICH 1 D RTBEHO | LAEES L IFN- 7 EEOHEEE
EET B & WI-GRATIS S BE O IS & M3-AMAT 55 5 B QD BRABIA (0 A X AR S
EROFMIH LThI RS E2T 5 EpEbMER 1=,
CREDTEMD, RARRSERAENES L0 ETHBRATSH B LA
WA Z A L= 1 S R Y — AlR, BTREITE Y R ZRS ERERE
BREEEETN RS EHEL, YHERORMADEERVEERLEHHT
ELCENBISMEL o, LihioT, ARFOAA RS ERAHEMEAS
RO BEHA LA SR Y — Ak, FARRTRRBLEECHT
SRMATIFLE LTHEATES L #HREL, £f-. ARBTRMS
nBIHFOMAL, BAENCHTEREMELEBS AL,
ARAETTIALEE TOITY. BERUBHLEEZOEESE L
LTRBAENICLYARDEDET B,
EXLOF ATTHEMY
AHEBAICENIE, RETHEVFHNREET 5 A4 RS FRBREICH
THUHFUBAINERIND, KRACHINDTYFUREIE, TIFY
B8 L ERE TR, BRADRROEERLE L FHT 5 ENTE,
AARRS BREEN RS EELERE SV THARTH .



WO 2010/032408 25 PCT/JP2009/004525

FERIA]

[EFR1H2]

SR IA3]

(3R IE4]
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FEROEE

A AR RBBEEDDense granule protein TXIFApical me
mbrane antigen 1HBHWNEZDREFMITEELERKIIEIFEERRK
. WRRTHEREOREZRES FITHEEL D47 IBEREIC
AT DURY—LIZHALTHSURY—LEH,

Dense granule protein THBWEZFDREZMITERLERK
N ITFEAEND,
(a) ERFBESVISREINBT I/ BEINEETEI/INVE, HDL
[
(b) ERINEFESV1IIREINSET I/ BEISVTIXEIHEDT =/
BARK, BfL LLEMAMENT7TE/BRIEEH. RT AR
RBIZHT HRELEETFELI>DIV/INVEATHH. BRE1IIRE
;DR —LEA,

Apical membrane antigen 1HBWNETNRERWITELLER
RRIEFBAED,
(c) EEFBEBZ2ITRSNBTE/ BRIEEL IV /IVE, HBL
[
(d) BIBES2ICREINSITEI/BRAINICEVTIXEHBEDOT =/
BARK, BELLLEMAMENT7T 2/ BRIEEH. #F AR
RBIZHTIRELEEZFELSI>DIV/INVETHD. BRIEICF
DU RY — LEAL

IR FIR THRREORERES FAT Y/ —R - LETEZ—T
BB, BRE1~3OVThh 1EBIZERHED RV —LEH

BIEEA Y N2~ 1 1 DERENSKES, BRE1~400FTh
M1IBIZERED Y RV — LEHA

HifEA Y JEA 3~ DERENSHLS, BRE1~5D1FThh
1IBICERHED U AR Y —LEHA

HIEEA U N2 EDT Y/ —ABREESTLEDTH D, #3
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—EHYO
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- M <Rl Hazono
S0HMAFH
PBS Trial 1 4 6.8 (2.6) 2/3,2/7, 018, 2/9 6/27 (22.2%)
Trial 2 5 7.2(2.2) 175,048, 0110, 4/8, 0/5 5/36 (13.4%)
Trial 3 4 7.8(1.0) 217,2/7, 4/9,7/8 15/21 (48.4 %)
Total 13 7.2(1.9) 26/94 (27.7%)
M3-GST Trial 1 4 8(1.7) 0/7,3/8, 119, 355 7127 (25.9%)
Trial 2 5 6.4 (1.3) 0/7,3/5, 017,148, 0/5 432 (12.5%)
Trial 3 2 4.5(3.5) 212,577 79 (77 .7%)
Total " 6.2(1.9) 18/98 (26.5%)
GRA7 Trial 2 4 6.3 (2.6) 2/8,0/9,1/4, 0/4 3/25(12.0%)
Trial 3 3 7.3(2.1) 4/8,3/5, 1/9 8122 (36.4%)
Total 7 6.7(2.3) 11/47 (23.4%)
M3-GRA7 Trial 1 4 6.5(1.3) 5/7, 8/8, 3/6, 3/5 19/26 (73.1%)
Trial 2 5 5.0(2.6) 2/4,042, 5/6,7/9, 2/4 16/25 (64.0%)
Trial 3 4 0(1.2) 2/8,6/5, 8/8, 6/6 22428 (78.6%)
Total 13 6.1(2.0) 57/79 (72.2%) **
AMA1 Trial 2 4 63(2.5) 2/9,0/7, 06, 0/3 2425 (8.0%)
Trial 3 2 7.5(0.7) 377,38 6/15(40.0%)
Total 6 67(2.1) 8/40(20.0%})
M3-AMA1 Trial 1 4 0(2.2) 4/6,6/8, 1/3, 477 15/24 (62.5%)
Trial 2 5 52(1.6) 2/7,3/4,1/3, 3/6, 6/6 15/26 (57.7%)
Trial 3 2 5.0(0) 5/5,5/5 10710 (100%)
Total 9 51(2.0) 40/60 (66.7%) **
M3-SRS2 Trial 1 4 55(0.6) 1/5,1/8, 0/5, 3/8 5/22(22.7%)
Total 4 5.5(0.6) 5122 (22.7%)
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¢

SR 5 A AR TR B R
PBS EER 1 4/4 (100%)

EER 2 5/5 (100%)

aat 9/9 (100%)
M3-GST EER 1 4/4 (100%)

EE 2 5/5 (100%)

&t 9/9 (100%)
GRA7 =g 2 4/4 (100%)
M3-GRA7 EER 1 1/4 (25%)

EER 2 2/5 (40%)

&5t 3/9 (33.3%) *
AMAI1 EER 2 4/4 (100%)
M3-AMAT EEE 1 2/4 (50%)

EER 2 2/5 (40%)

&5t 4/9 (44.4%)

* £<0.01

M3-SRS2 EEE 1 4/4 (100%)
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