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ENTHEBORYPBBEAEEOEDDTOEBRIZLY ., RBRNARbOICEE >
TW5, IDDMDBEIZ, RMBHEFEEAD DI, BMO FF—iE» L 0
BER OBARIEIC 1T, A 2R ) Il & MR © L 49T % 20> (Ricordi, C.,
ot. al., 2004, Nat. Rev. Tmunol., 4:259-268, Shapiro; A. M., 2000, N. B
ngl. J. Med., 343:230-238), REIMEBIERIT. BHESNMBEDS5 0%k

GBI LRAMLHNTWT (Ryan, E. A, et. al., 2002, Diabetes, 51:214

8-2157), BfE. 2 — 3 R - b D ViR L OBHEN., BhoEREFED L~
Py FORGFRUVBOLDITHEL S5 (Ricordi, C., et. al., 2004, Na
t. Rev. Imunol., 4:259-268,Shapiro, A. M., 2000, N. Engl. J. Med., 343:
230-238), LB MFBA~OBHEICT &S BB IXMIROKRE S
TER (emboli) & LTEVKESRLT, MY 5 EROMEMIEEEE 4
C3d, Zhd, BEEBHEFICH L TEERREMEY A M ORHBE4LELSH
RABRIGEIERBZLESL, ARV U HWBMAEAIX, IFN—y, TNF —
a§01L—1B®%t%E%%ﬁ(pro—rnflammatory)@%
A PTIALV~DRBIZH LT A VE b TEELZIT3 V) (Rabinoviteh, A.,
1993., Diabetes Rev., 1: 215-240),



10

15

20

25

WO 2007/018320 PCT/JP2006/316196
2

L LA b BB R IEAORIEA B = X A ER S TE b,
IOAH =AM L T RICES REBEAEROTH R THEL AR L,
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MM”lw,meﬂw&1%9\B%®90%&£ﬁVBST&D;@KVB7‘
RV B2 LVSRERELA— P —REENBS, i, L FNKTREED
THMZEEZ, <Y AOV ol 4 LEREOEVHESHEOV o 24, ROV
8. 2ICHEHEDOVE L 1OMBADETHEZ LRMOLNTND,
FFATAET—THE (NKTHE) X, BAROBEREROEELET
5uyﬂﬁwiﬁéﬁftybﬁﬁb\%ﬁﬁﬁw%wfigﬁ&%%%tfo
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E%KﬁﬁéNK%@&@m®ﬁﬁ\ﬁﬁﬂ%@ﬁ&%ﬁ%ﬁéCD4Thlﬁ
MR O'C D 8 MR E I T & 5 kT B (Brigl, M., ot. al., 2003, Nat.
Immunol., 4: 1230-1237/Taniguchi, M., 2003, Ann. Rev. Immunol., 21: 483

 -513/Taniguchi, M., et‘al., 2003, Nat. Immunol., 4:1164-1165/Wilson, S.

B., et. al., 2003, Nat. Rev. Immunol, 3: 211-222,Cui, J., et. al., 199

7, Science, 278: 1623-1626) . Alb . Va 1 A NK THIIZ. ZERNNZF T 7,
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TANA, HE, ROMBNEFERICHT 2 RATREGHE L LTREZRL LT -

% (Taniguchi, M., ‘2003, Ann. Rev. Immunol., 21: 483-513,Wilson, S. B.,

et. al., 2003, Nat. Rev. Immunol, 3: 211-222), |
@—GalCerMMIZE3NKTHIOEMRICEY, IL—4%0The

YA PHA VEESEZ Y, HEREE I MERROBEROHEREE EB5
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Lin L. BHAEH~ONK THRSG 1 — 1¥CD 1 1 b MRO%F5IHL
THA BN TVARY, | . -
ERECES ARIL, Pl A = X KIS B TR O T,
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FEH OB -
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DOKERBI T FThbba—GCGalCerDEVIRLEBEICLY, REIBHEA



10

15

20

25

WO 2007/018320 PCT/JP2006/316196
4

Eﬁﬁﬁ%i(%%éh\Gr—l+CDl1b+ﬁmki51FvaEE@%
Wb e L, ’
UbEDmRICESE | READBBRINIE,

b, AEFEUTCET 5,

[1] NKTHIBY > FE&FLTRS. BEFELOFHA,
[2] NKTH#IY HY Fika—H527 A ET I RThH S, L3 [1]
D, | | |
[3] BHEAAREESHEICHES bOTHS, FiE [1] RoH,
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B XS E (B85 8) BEERICEAS R~ ¥ R b RS RV o 1
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K81k, MVELDa—GalCe r LEIZXIFAEAREEBEF TE2DOT
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VIELDa—GalCerflick3BEBENREOFH, 20 0EORER.
RHEBPBES N~ AN, BHEOSBAMOS TZE2EAShAMOday 1 -
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bOTHS, BRICHIE SRV, BIIZEI> TPDLYETY MENK
THKY FY FeRETHI LIl Vyrzy FNONK THEO#KIEHRE
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p. 8708-8712, 1986; P£oc Natl. Acad. Sci. USA, 88, p.7518-7522, 1991; J.

" Exp. Med., 180, pr1m61%®\Bﬂ@90%uiﬂV38f%Dme
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t?iF&ﬁa%&ﬁfﬁébtz74Vﬁ%%ET%UJW)93/0505
5\W094/02168\WO94/09020\W094/24142(%
FUWO. 98,449 28 Science, 278, p.1626-1629, 1997 HIZBR ST
WBLDERITFTEIERTES, ITCH, (2S, 3S, 4R) —1—0— (a—
D—HF7 bET /YN —2—~FPay ) ANTI/ =1, 8, 4=F %
Tﬁ/bjﬁ~W($%%i¢\a—ﬁ77bv»t5:%Xia—Galce

r kf’rﬂ‘é) DEFE LW, , '
ﬁ%ﬁ$$fNKTﬂ%UﬁyPJi%bﬁ%%@@%%khfmm6h6,
NKTHIY H > FOHE LTARROICHASNAEE (Bl : SHEE, AHSE)
SHE (1 70 ) RIRED 8 DM DR, 2 D b IR B
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7nEﬁV@\7?ﬂ@\vV4/%\:A&%\@E& S NUIVE R
BB, TRER. AP UALRVE, NUEYALEVE) L OHRERET
ns,

it\$%W%¢JNKTMWUﬁVFJ@\%@%ﬁﬁ%(*ﬁ%%)%%

LEkRE LTHAVOND,

ARMMED BEAEL] LR @E% B O—E XTI 2R HEREEEL X
iwﬁu%é_k%mooit\ﬁﬁﬂ%¢r%ﬁH%%Jﬂ\%K%ﬁﬁ®ﬁ
BOBECTE L5 RIMMTEORRA U5 B RAERISCRIE & 5B
@% BPE R IR, Bl Z IXREFHFHMEY A PV AV (IFN—y, TNF—a,
IL—lB%) LR DB OBEBEAIIBEEZ N, BREAERIGICLDE
MR OEH/EZE R, BRAERIS &I, BEEICARE D 5 ERB#E S %W
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Hils%) i@%ﬁ%_%&éM6#E%%%?éﬁm%ww\E%ﬁ%ﬁmm
L B4EMICIE, MRS (allogenic) M, BMEER (xenogenic) i, ROt
A OSERBICE T 5 B EMBOERIE ENS, |

FREI Y 5 BN 5, BB <hY 85, (BB

LIk, BREES. $120E, BREEGE0S BLN. FE L IIBEGK0 2 4 BN
DHBDOZ BN, o

%ﬁﬁ%%m\Eﬁ@ﬁ%@%ﬁwﬁ5£®@@oriwo%ﬁ%kbfm\
BlxIE, TR, BEWE. FPRE DU, . BBE. BB, B, WILE BT KB
/M%\%@%&éﬁézaﬁﬁééoK%%@%%mm\NKT%@%CDly
bt 5 O 1 F N~y BASWAICHNT 52, Bl (8 MR%EEL) i
I FN— y (G B BEHMECE 0T, ARAOFHAIESBEIC S B
WARROTHICED TESTHE,

BRICHS N ARMIL, AEPbHESNEEEOMBORE LT, TkE
AR L% DI FRAEEIRECITIC & D £ CEIMIa% 2 b B Shic i (%
MREHR LB MEEED) S22 bE285, FIXiE, BE S MIIZE S Mk
Lo br TRIESNAED (Science, 292, 1389—1394, 2001).

BB SN ARROBETEL. BRESAANK, BE. AERR.
BEERANREBRRTHY, HF L AABAR N IAEESRTH S,

7, BRH BRI, ERADEROBIL~OBEIZES bOTH>T LW,
BT, B SN S MMOMINS & 58 L CRIDRRY 5 = L RTHETH S,

BT, BILIE. AN, BT, EN. fEERN . RRARPI. BOARPY, BEkE

T%«@@ﬁﬂﬁﬁ%@ﬁ%bﬁé - FRIPIC I N K T AR 25 7 B A 1T
Ebrmétb\ﬁ%%@%%ﬂdﬁmW~®%ﬁmﬁ5@@#%%@%%K@
bfﬁ@?&@%éo

$%%@mi TEMERR 5 kaNKT)ﬁ/F$@T HBVIEROMOIE
ROTDDENET EDREEMELTEFTTHILNTES, e, REHAOH
X, BOEOEMRS ZEREMICHESNDI—EL Lz Lol s —
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1 EAb BHZOEFSBFICBOTILMON TV A EEDFIEIC K &l
sh5,

BEERIT, BHICHE LR b HRIZ b ORMAT 508 LE L, ROER
i, Bl BEIRNS OMRO R ET B T L NTE B, BEMEE LTI, S
Wl BEA. Sy TR EHAISS DD, EOREICES . AL E Y
ZHIO L5 R ETEYL, k. B, YAy b RESOEE. R)=FL

vZla—p, TrelbyZ)a-AFgos ) 2 -\ TRl AU -7,

REMEOWE, p-t FuF S REFRTATVESOBEH, A Fr)—
P Ao ARSIV EOT LA RFEEA L TRETE 5, Rz, GEALL
ﬁﬁkio%ﬁﬂ#ﬁ whE, 7R U, %% v =y MEORBE, B,
FARVEEY — FEORER, 277U VB RY YA, BT EOBRAL
RYEEZ—AT 2=k FRF VTR EAEAR—A BT F L EORAH.
WEIFER = 2 7 LB O REEHA, 7+ ) LSO EAILE & N CRE T B,
AR O 5 W R A, I E U< RS O MK & SR TH BIEMLAY
PO DWREAMEADN S 25, FlxiE, ERAOEA T, HERK, 7 FyEEEE
TR & T R YRR OBRA WD b2 B S R B R ORE 2 R T
5. k. CRBIEAAICENT S, BOATHR LERRAL BEAL 7L
— =, IBAL A WRAL AR, RIEAL, TIAIS S b BR S
N5 1S L BTN LM ZRMT 52 L b TE B,
K%%@%%ﬁ@ﬁ%ﬁf%j%vaxyF’&5ém6mvvemybm\

EBOHALEBYTHYED, "%#L@J%c‘: L'Ci RIZRE SRV, FilziX,

792;?vF\AA?&~\%W%/Féwiomﬁ%ﬁﬁ##wiﬁﬁ%;
TEL UV YF U, B VVEDRE ,43\?2%®A/F,EF\#W\
FTLT—F ., FURLO—REORREERET S L RHKS,

EEROFHAOL S Cx s b ~OREERE. BHEAEEZFHLESEY
FBIZRRE SN2V, KVBAICNK THBEOMIESRZE (1 FN-y ELAROET
%) RHE L. BEAELE L OREICH S, ARHEOTHEITBHERIC 2
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Eﬂigﬁiﬁ2~1OELﬂib<m2~5E\VVEIVFKE%éh%éo
AIEHOTFEHH L BHANIC 2 B L 5T 2 L 2 OR5MF. BRIELET
B5 L8 5 IR0 RICIRE S, BIZiE1~30 BRI, FELd1~14
ARIRS, X0HELIE1~7 ARRCTH S, BEMRE—ETHS - LAEE
Loss, BICBES AV, $r. BRENORS»BMFE COMML. B
Eﬁ%%%%%b%émb%K@Eéh&bﬁ(%i@l&3OH\ﬂib<@
1~14ATh2, |

AR OPHAOL G B3, BEWE, BEOFR. FE, BHET 5HKOE
ﬁ\%b<ﬁ%ﬁ%ﬁ%kiwﬂﬁém mﬁm@% . 1EOEREIZOX,

&ML E}:LT 5pg/m? ~1000g/m HFELLIZ50 g/ m?
~100g/m2E8ET 5, BIRFNESSOHEENZREDOHA, 1EDRE
S, FEHERSBLLT, Lo g/m?*~100g/m* HELIX10png/
nﬁNlOg/ﬁﬁ%EﬁﬁéoLmbﬁﬁay:hbﬁﬁiﬂﬁbfm\ﬁﬁ®
x DRI LV EBT 5, |

(2. BHARKOTY - WRAILAINOA Y ) — =2 7 )

&L@immuTéﬂéiOuxﬁ%%%gi BHEBICNK THEIZE > T
FMINBIFN—yEACD1ILb #lE (Gr—1+*CD1 1 b %) 2
B BADOLEOHRELTHY . Bo. TERFRETHS = L 2L,
£, BEGICBEHAICHETSCD 11 b AIROKSENT S = L 52AH

S, TRLORRIEESE. AR, BT OB REOTE - IR

A%@xaj—*/&ﬁ&%%&#éﬁwfﬁé

(R V==V THEL)

&Lwimm;réﬂéiau\@ﬁ KU NKTHESEELL, KEEY
4%%4V%@§%&Eﬁ%%ﬁﬁﬁﬁ#éoit\va14NKTK%(Ja
281777) wyRIZRVWTIK, BAR U R LB L CBEAERNERICM
HlEhTwnws, iz, NKTHEI T FO15ThHda—GalCer DY
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L&% £V, NKT#lasrb @IFN-yﬁiwﬁvyvﬁnv—vayﬁ
By, BEAEASHERICHMSNS, UEOL S RMAND, NK THEO
AL 2 I LB AL EWE. BHEAEAOT - WRALAmE LTEATS
6:kﬁﬁ%éhéoﬁof\ﬁ%%@NKT%%@%ﬁ%%W%L%%M%%
FBRT BT L EAT, BEAEAOT - MRALANOR 7 ) —=2 I HE
(x&U~:Vﬁﬁ%I)%%ﬁT5%@%%BO

A7 V== THETZBNTL, BE., ETHREEWERVUNK THEASHE
BSND, WRILANIE. Wik s AMLAMROFHRLEBTH>Th k<,
IR, BeRE. WH. EE, BEE. XTF R, ARESFLAD, 2V ET
U7 Ah R XF)*EW%%“TW%%MLEA%7477U~\@ﬁA&%7
—VT4XTV4&hiDW%éht7/&AA7?F7477J~\%5w

Y. BER. @#E%%m%®f%m TERET LD,

NKTMMiEW&ﬂwﬁﬁhiof\NKT@%&aﬁ#éLﬁ@@%@%
@ﬁ%(%iﬁ;ﬁﬁyyyﬂgxﬁﬁx*%m\%%>%%)#B\NKT%
MOWECESOTEEET 5 2 LTS5, NK T, THRZARE (T
CR) (NKZFED20DHRLESF—2RHALTVEDOT, ZhbORA
EICKT BRIV, TR S NKREKD - BB E 2L Y —

_\HW@ﬁfwf%%Kibﬁﬁﬁélkﬁ\NKT%M%%éigﬁﬁ%
%, PlziZ=v 2BV TiE, NKTHEIZTCRBTNK L. +%@\CD3
+NK1.1+%@T%D%50it\NKTHEH WEHAR Lo T ks A
BCD1 (BIZIFCD1d) HF LCRRSNEa—HF 7 hYAET TE (a
—GalCer)%4yfmmb)A%vat3iF&E@%ﬁg%wﬁﬁé
DT, MEHIREA D — FSNETEEOCD 1 SR (B2 ILIEE) 7R
MICHEaToMiEEELY —F—HRICXVEEET2Z 4T, NKTHRZE3 2
LRTED (J. Bxp. Med., 192, p.741-754, 2000; J. Exp. Med., 191, p.189
5-1903, 2000), Bz, NKTHE LD THREZERFEDO L X— ) —13EHICRDL
NTVWBDT, NKTHEICERNR THRZAEKO L A— ) —2BEMNICE
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W BHAERANT, w4y ~F—SBIc X VERT 52 Lo, NKTHE%2ES
:k%f%éo%id\EFKEwTﬁ\NKTW@mVa24+V311%ME
THVHED, . "
NK THINRE, G Ok b BHES N BIC, 4 > b o CHIAES h s A
fae, BRb Sl E b AT, NKTHIE, BHEAMOFECED AL N
B TS ED T LR TH Y, FIAE, a=H T2 FIAET I KRR
SRR ORET CHESNS Z LIC kY NK THEIEMT 5, %7,
NKT%QE@@EHISM\ BIEAMOIE (J. Exp. Med., 191, p.105-114, 2000)
ERNTTS ZERARRTH D, . NKTHREMOMEE (U 5kE) &

BASNIRE (BEREARY) THEICHSLTS XN,

Wi, BRSO TET T, NKTHRAEMEL SRS, NKTHBOERE
fLid, MYREARHHB T, NK TAMOEELEHE LE5 X 5 20T R
THI L VITPIES, BWEE LT ERONKTHIBY ¥ F, TL
RUFY K (LPS, #AFMECDG DNA., RFFRIV AL, wA a2
7?9?Aﬁﬁx\;$%RNA\Bﬁwﬁy%)%%%ﬁéibﬁ?%é;%.
B L LTI PIRIE, K95 ~2 0%0 Y SHIFOIEE & TR UAHEH (E
W, FA_y A — 7 )ViEH (DVEM) . RPMI1640 S5, 199 $5Hh7r & & 31T %
ZLRMED, BESGE LUTE, BHOp HIZN6~8 Thy ., BRIEEILE
ER30~40CThHD, BEFMIINL~9 6KFHTH D,

Efo, HREAMOFET CNK TRREEELT 5RDY I, FolRILE
WTREE NI NK THIBZEEL LTS LV, HRESHW TNK TRz A
FBEEOEAS ., O p H. BRI L FETHS A, R
| ~30 AREE LV, TORRLAYDTOESNIENK THAEEEL S5
BRI H YR, BRI, HRAME, BRILAWOEETR TNK T Ml &
Wl S 554 L FETH S, |

HREEWIZ I DONK THIEOLEIL, BREEWOBM~DREIZL VT
NTHEWV, BE LT, B, BEoke NELBmRET bh, Kk
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JEAMOBEFHIE 1 FTH > T bHEETH-T b L0, Kic, RN
BESNB b EEES N NK THIRAA V€ b e TEMLE D, NKT
MR IEIEL S ¥ B OTE AL IR, BRI, SERAMIL. BRILADOFTE
PONK THIMEE L S € 54 L ARTHS, -

ku\%@mAWGTT¢T®NKTﬁ@®ﬁﬁm@&W(Xi%b&ﬁmA
WTRES Wi NK TR OEMELORE) NFESh5, NKTMEOEEl

DRERF. IFN—yZ0V 4 I VELE, BHCEVERRENEH LES

%ﬁ%@%ﬁ MG ENE L RIEICGTHMET 2 2L B8 TEE, TEN—yEOY
A T\jJ/l'/F’h‘ﬁf:!i ‘H‘/l’ N A DERBREW (mRNA—f%) IEEIREN (R R7
Al NN 5’//\7%%) EXRgL L“CE{ZIS/\%D@jJ"?f%\_J:UfE*%T%é Bl 20,

%EE%@%EE@\mﬁwaumdmm&%ib\mwm\/%y7my?4
VOB EVMESNBS, Ei, MRENOELER, e OREENTEC
XOWES B D, PAIL, LIS S O OTMRED O &3,

eI TR R (RIA ). ELISA ¥ (Methods in Enzymol., 70: 419
4w(w%n\7Ix&yfmy?4yﬁﬁtgwib%ﬁ#éiéﬁﬁ%éo'
EJ o %BB@¢@§J§§§E%%7IT—‘U‘4’ kA I‘Uf%&liblﬁ%ﬁﬂﬁ‘?‘éi&%ﬂj

KRB,

NK THBOEEMICHENERENELE LESEGBFL LTI, BHEICLVIE
SN ENK THBICEW THRAERERT I8 EFEZAVDE ZERFELY,
ﬁﬁﬁ%kbfi'miiAmlcmm,uazcmm,uﬂﬁ,uﬂm,uy

R IKFV Y aFEDFWH //\9’§E§ BB AR T CCR1, CD244, Fcyrllb, IL-13R

o, MGL1, PIR-B&DZA{KEEEET, mmmmwgpwm,mwm%byf
f”ﬁ%@ﬁﬁ&%ﬂmﬁ,mm{MM&ZWﬂB%@%E%%@%@@%E%
FEETHI LN TED, INHOBREBTFERL, LBOYA M1 VELEDF
i L R, EET OESED GRVAS) SUTBIRER (5D <7F K, 5
7B%) B ELTHBAMOFECLIVERTE S, i, BROBEEBEFD
HEEMREOICET DDA 7T L—FEHN5ZLbTE S,



10

15

20

25

WO 2007/018320 PCT/JP2006/316196
16

‘%LT\&@mé%@#E$T®NKTﬁm®%ﬁm®ﬁE(X@%w&ﬁm‘
B TREINTENK THEOEELORE) 2, #R{LAMOREF TONK

'T%@@%@m@ﬁﬁ(meﬁmA%?mEéMTw&mNKT%@@%ﬁm

DIRE) LD, EHEMOREDKKIL. 3L L, BEEOFEL
SWTIThbh b, W@mAonT¢T@NKme@%ﬁM@EF(Xiw
BLAM TRESNTORVNK THBOFEELORE) OfiE, #Riawo
FEPTONK THIROERLOBRE (UL FOWRLEW TRESNIENKT
MIADFPEALORE) ORECH L, FAICHELZETH-Th, ARFICHE
Lt@?%of%i%ﬁv%%@ﬁg\ﬁﬁﬁ@ﬁﬁb%ﬁﬁﬂ%ﬁbt@?b
5:kﬁﬂiLwn o

BRI, WERRICESO T, NK THBOBEELE M6 LB 502 W
ENd, NKTﬂ@@%ék%ﬂﬁb%émA%i B AELOTE - 1RER
fbahe LCERATHS, #-T. NKTHEICKIT 5EMILEHEEL LT, B
HATER DTS - 158 DET, USIRMRED 1= b D BMILA D 2 BIRT 5
LR 2 5. | o -
(R V== 7HEI L)

ROIHBITRE NS £ 51T, BEIIICENTCD 1 1 b (G 1 —
1*'CD11b %) BELNVDIFN-y #EALTEY, hoOFxER ]
FN>ymmﬁ&5°it\IFN—yvvxw“mxmfm BRI U A L1
WL TBERFERNERICHH SN TWS, BIZ, a—GalCer DEVE

'E%&;DCDl1b+%@#B®IFN—yE¢#Wﬁéh B RN T

%éhéouiwivﬁﬂﬁ#B\CD11b+%@®IFN—7EE%WﬂL
BHILAWIE. BRAEEOTH - SRALAM L LCERTHS 2 & RSB S
No, -oT, REFXCD 11 b MO I FN—y ELEZIH LE 264D
ERRT B LR aT, BRAEEOTY - BRAKENOR Y I —= 7R
(R2V—=v7HETIL) Z2RI®ETZ2L0TH S,
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‘X&DQ:VVﬁ%IIKEme\ifﬁﬁm%%&UCD11b+ﬁﬁﬁ
‘s 5, WRLEWE, EBRORXZ Y —=27HET ERIRO DA NS
na., |
A HRBCD L 1b* (CDL L bt) M. HIZG 1 — 1%.(G
r— 15 ORBAMEHLED, £, CD11b MM, Hic, CD11
c-(CD11C@@LCD86“(CD8m@®\MﬂcﬂizII*CMH.

Cr/SRTIRME), F4,/80% " (F4,/8 0BEHM) . RUCD6 8+~ (C

D6 8BHHE) »oRBHNPOBRENEIREL 1D, HELIRETOR
AWEECH LB, CD11b MIEETRTHY B2, M. BRmRLER
MICRAE L TR — S —HFICED CD 1 1 b IMOREHAER SRS
BOICIE, UHERUEMSLRASNDR Y, MEREESNBD,

ARWECROT, MEORRRE~—H—5TF (MRREAR) EROHE
SHBTRIBE, B DRV, Bike—h—HF IR BHEIC S 2
BROEAOFECHH CTHRORAMNIREINDG, v— I —AFORIADE
MBI & DMRORBBOWER, BH. U~~~ T IR T 2RI
RS E T a— P A} A 1D —AREIC L D TP B, v — I — T D3

GBS T &1 By Ao SREREE (BOOIMEA) ICERLTE

U, YZ~—V—DFIATEIHMBIC LI BEEOREADPHEB TR E2 VS,
TDHL (BB ik, BB THAhoMia CUTMER) & T,
= A=A FOEREFBRBIIEN, v == FORAEDRBVHIAER

Ribs):ultee ANN ’\7~7J“—§J\¥7Zf§§ﬁlb’ﬂ\Zo%ﬂiﬂ@%@@%ﬂé\ﬁ*ﬁﬁﬂ'ﬂl%k\: &

L5, [BEME) Lid. HERBETH S MoMmE (ULMEER) LT,
v T ORBBESR RN, ~— —5 T OREE D ML 28
HROIC B0, v — T B RE LT 5 ML 0B & SRS 720 -

CLERND,

CD11b " HiAORABIZHONTF4,/80Y ", CD68YV " LEENZE
A, oML Lt~z u7r—UNRNEREND,
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CD11b*MM3EEAROHECE>T, CD1 1 b MBEEHETS L
OWELEMIOMS: (21, I M. U SE, kRn, WRE) »6. C
D11 b MEORRMICESOCHET 52 L B8THTH B, MxiE, Eko
CD 11 b #IORRBITHIST 5 MRREFIRERMT 5 HAEEANT, &
VY=g = PHBEE—XEEIC LV EET 5 LR TE B, |
CD 11 b iM%, Kb oMM, D HEMESNEBIC, 128 b o CHAES
Nk, LS Mg bEte, E, CD 11 b kMo (U
voSER, NKTHES) LBRASHERE BERESR ) THBRICHSNT
bEV. | ‘
&K%ﬁ%é%@ﬁﬁ*T\CDllb+ﬁ@®IFN—y%Eﬁ%%éhéo
CD11b*§laA»5bD I FN-y BAOHEIL, W2 ERERT T, CD1 1
bR T F N -y BAEHE LGS L 5 RWECIMT 52 LIk D fTbn
%éoﬁwgkLTM\Lﬁ@NKTUﬁVR;TLRUﬁyF(LPs\#x
FMECDPG DNA RFFRITUDY, v a7 Y TARER, ZARH
RNA, B/LHL%) S5%F5 0 LT 5, HEEHE LTHE. FIZIE.
H5~2 0%D Y RFLE X ELRDLEEE BN, YL~y 28BS~
JUHEHL (DMEM), RPMT1640 KM, 199 $EHi72 & % 36175 = & S5, H53e4elt &
LCit, HHI0 p HIO 6 ~'8 Th U . HRIEEILEHRK S 0~4 0CTHY.
BRI 1~ 9 6 M TH S,
&K\%ﬁ%é%@ﬁE¢T®CD11b+ﬁﬁ®IFN—yEEﬁﬁ§ém
50IFN—VEEM\x&b~:yﬁf%¢kﬁ%@ﬁ%ﬂ;b%ﬁ#é:k
TE B, | | | o
%LT\%@kﬁ%@#E¢TOCD11b+ﬁ@bIFN—y%E§ﬁ\%
@ﬁé%@KE¢T®CD11b+%@®IFN—y%E§&%@éhéoEE

CBOHEE. FE L. AEEOEEICESN TIPS, WRILAWDR

FEPTHOCDL 1 b MMICEITA I FN—y ELRIL, HBBRIEAEMOEFEEDT
DCD11b MEIZBITIZI FN—yEABORIEICR L, EANCRIELEE



10

15

20

25

WO 2007/018320 PCT/JP2006/316196
19

EBTH-ThH, ABICHELEEEETH->TH LR, EROBE, Fak
DELAD BRFFICRE LEEERTHSB 2 ERFE L,

BigIC. HEEERICESVT, CD1 1 b O I FN— y 4 i LE
BN ERENG, EBOMKIZ, CD 11 b MO I FN— v EEZMH
LEBEwit, BHEAEROTE - BRALAME LTHERTH S, o7,
CD11b+mWK%H51FN—7Ei%%%ELT\%ﬁﬁ%%@%%-%

FADERE, XEIMARREDDOEMILEMZBIRT L RFELRD,

M, KRS Y —=r P HBITE L, ERIEAROBN~DREIC LY iThhE
. Wi e LTI, BRI, RO MELBIART bRD. BRI T
KEWOR S ) —= 3 I HESGDNEBA, FXE, A ¥ ERCHBHFOCD
11 b D I FN—y EEEHEL, ZBUW~ERILEWIBEESND, B
P~OWRIEADOREE, IFN—y EEAFEOMTHHTLLY, fLER
TCD11b MO I FN—yEAZHFETIHEL LTE, BIZREShZ
WA, Bz, EROCD1 1 b HIlED I FN—y EAZFELED L5 W
BOBE, EROBMETF VELETH 2 LRTE B, FE L, BHES
ABRVBNS, BHEETFLE LT, ARAROETLOVTRE bHEAT S
S L ATEETH D, FAOMMH, L MELEH LS ey h OAENOER
DEML~BEEND, KRV —=U FHFECBOCBRENS Tk, T4EE
MO 1k e FEETH B, BELIE. BEBAEE FELBSL S L
FNOFFRN~BESN S, 22T, BiEicgtshs MK vz b e

ERARTHB T LAEFE LY, AERRUIRERROMMEBET 5 L. B

BRI AR B B & RN AR RIS A E U B 12 b, BIAIERICRT B 1A
WOBRETMF S = L REBEE 2 BBENDH BB B TH B,

RIZHEBICEDRRESNTZEBWZBITSCD 1 1 b THIlAD I FN— vy EA
ﬁwﬁénéo@ﬁ%fﬁm%mfm\ﬁib<m\%ﬁﬁmmﬁﬁécD11
b MO I FN—y EABNREIND, [BHEMBA] X, BEISNLZEBRBEER
Qe OEEMILE ST, B, WBEFIICHE L Ba1s, (BB 135
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S NEHBROMIEZ ST, CD11 b HIAD I F N—yEEZRET 51
i, FIZRE S0, BEEORNREE (Bl X8ED 3 045~ 4 8 B
#) BIFELV, CD11b IO FN—y AT, flzid. Bih b ik
WE%%%%L\ﬁﬁﬁﬁ@ﬁ*Kaiﬂéch1b+m@KEH5iFN¥.
yEAETR—YA PA—F—RETHAET DI LI VBT H LB TES,
IFN—yﬁéﬁm\1FN—y+CD11b*mm®§(xmﬁé)%\CD1
L b HI~OH T FN—y "tk O AR (BERETH Y BB) B2 LTRE
Sns, |

ZUT, PR AM A RS SREBPICET5CD 11 b Ml T FN—y
Eéﬁ\ﬁ&mé%%Eﬁéme@mﬁ%%%K£H5CD11b+%m@1
FN~v&$tm&éﬂ\m&ﬁ%mgdmf\CD11b+ﬁm®IFN—v<
BRI LA B LA NSRRI S, BEMA LAY ) —=y Z L, A
L ERIE BN CREOMREET HLANERS = & BHED K TERTNG,
(R V== T HEITL)
BROERFNRSNG L 510, BHIC LY NK TAMERIEEK L, SRy
1 A4 VEDOSRRMETFRASTET 5, ¥, Va LANKTXA (J o
2817“)?WX&WIFN—VV?X”“K%MTﬁ\ﬁEEVﬁX&w@
LTRERFERSFRICMH S TS, BAER <y ZBWTIL, BHEHALIZ
BWTCD11b ™l (Gr—1TCD 11 b %) NFEL~ D1 FN-
yEEALTVWAN, Va1l ANKTXRE (Ja281777) v VR CBWTIL,
CD11b+%mmB@IFNPyEEﬁW%éMTm50Em\NKT%%Dﬁ
yF@lo?%éa—Ga1Cer@@0ﬂbﬁﬁmib\NKTM%@%%%
MHEF BT LIk, CD11b BINDD T F N—y EARTH S h, B
REERRTHENE, ZRODHMANPDL, BHEMRIZIEEME SN NK THESC
Dﬁ1b+mm@1FN—Q%$%ﬁﬁb\:nﬁ@ﬁﬁ%%wzgﬁﬁﬁf%‘
D, COFEZEELELLEIE. BEARROTE - BRALKEMLE LTHE
FThs o LAEEEND, oT, ARIL, DTFOLRES T, BREAEE
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DT - MR DAY U —=2 I HE (R —=V I HETL D) %R
T30 THS : |

(A) BRI AMOEETTNK TRIBE UCD 1 1 b* il & 3%+ 5 T8 ;
(B)ﬂ%%%@@NKT%E%%ﬁLtE%@CDI1b+ﬁm#&®IFN‘
—y BRI LB LA R BRT 5 TR,

T (A) Tk %ﬁmAwme¢fNKTmm&UCD11b+%m%
h%#éo%@mé%\NKT@@&UCD11b+mmm\Lm@x&J~~
YZFHEL, 11 ERARObORAV LN, BREHE LT, fIE, 195
~20%D Y VIR & & TRD LA MEW . Ay S YIRS LA
iﬁ’.(DMEM) RPMI1640 KZHh, 199i.:i&fock%éov‘5 ENHRD, HREMLEE LT
i, BHIO p HIZN6 ~8 Th Y, HEREERN30~40CTh5, ,

TR (B) T EF. HERUTONK THRATMS 5, fie:, b
@NKTDﬁVF\TLR)ﬁ/F(LPS\%%?mepG DNA, X7
FRIV A, L3827 ) Y ARER, ZABRNA, 874058 %x
SERWITIEMT 22 LIC LV IThhd, ZOREIC LY. NK TN ERL
b\EK%@MéhtNKT%@ﬁCDl1b+ﬁ%#B@IFN¥yEE%%
W5, R ORI 1~ 9 6 BITH 5,

WIZ, BRALEVOBEEPTOCD 1L 1L b O I FN— vy EAREESH
5., IFN—y @A, 220 —=v/HiE] LRROFEIC L VRETS - &
TE 3B, | . |

%LT\%@mé%®#E¢TQCD1ib*ﬁ@@rFN—ygéﬁﬁ\w
BILAMOFRERTOCD L 1 b MO I FN— y AR WS N5, KA
BOLBIL, FEL L, AREOHBICESOCIRDbNS, BRILAWOT
E¢T@CDllb+%@ WZBITSIFN—yEAEIX, HRIEEDOFEEPRT
@CD11b+w% iéIFN—vEEE@wE IR L. FRNCHIE Lz
EBTHoTh, AFICHELEZELETH-Th XV, EROME, BEL
DBRPORIFICHE LEEERETHDEZ EBFE LU,
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'%%K\m&%%mgﬁmr\CD11b+ﬁm®IFN—y%$%mﬁL%
BILAMPBRENG, EHSNAENK THRICL YV FEEANECD11bY

RO 1 FN— oy EARRE LB IAWIL, BREAELOTE - BRALEY

LLTHEATH S,

(A7 V==V ZHETV)

%k ®¥ﬁmuTéﬂ5i9=\@ﬁ%ﬁot%u\@ﬁ%ﬂkkH5CDl
1 b DB B WEH T B, LT, ZOCD1 1 b HIBENBELEMICK
Héi%ﬁIFN—vﬁiﬁhéo:@i5ﬁﬂ%#6\%ﬁ%&K%H60D
11b+m@@ﬁwiﬁémﬁbﬁémé%m\%ﬁﬁ%%@$%-%ﬁﬁmé
%&Lfﬁﬁ?hé’&ﬁﬁ%éné P> T, ﬁ%%i'%ﬁ%ﬁ’kﬁéc
D11b+%w§@tﬁ%mﬁb%émA%%@m#5 Laate, BRATER
DFR; ¢ 7’5‘9§ﬂﬂft/—\%®X& V== 705k (R7 ) —=v7HIE1V) it
?5%@1%5 | i

RR7 V== 7HEE, EBodke MHALBRERCEBETTARERL
THbhd, BEEFLE LT, BEABOEFTLOVWFRE bERTS 2 &
BEAMTH Y, FIAOMBS. Fe MHLBYL YT FOsENOEROR

EABEEND, AR Y-SV HECBOTRRS B k], [EERD

W) 1B L FRTH B, E LIS, BB MBS EEY ko
FA~BISN B, 2T, BRECHSAS [k Ly eoy b & AER
FTHBTLNEE LV, AERRRERERROMMGEBET 5 &, BT
KICHR B BUIS & RIFH BRI M U B 7 b, Bl TRARICHT B LA 0

DRSS B 2 L RNEEE L 2B BARDBENDTH S,

BRI LS Exy LB~ RS Sh3, BEREBEONE TR T
%of%iw WRILEWIZ., A7V —=V T FETICREH IR b0 LEED
%@%ﬁﬁ#é LRTE B, ,

RiIZEBRibERBESR LYy FOBEEMICBITACD 1 1 b+l
BB BIE S5, CD 1 1 b MM E HIET 5 R8I, JICIRE S L2V a8,
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BRSO LV (BB 3 045~ 4 SEEME) AFELV., CD11b
THIAE, B 20T, BAEEBALY BRI S 2 HEE L, REMERE S P ICE X
RECD 11 b Al (RVZEIA) 270 —94 b A—s—STHETS 2
LICR DB BT EMTEB, -
ZLC, HRIAMBBRE Shic vy Esy FOBEMALICET5CD11b
THRIE, BRLAMERE SN TORVHEL Y E Y b OBERAICE T

ACD11b LS ng, MREOKEE, FE L. FEEDHE

WCHESNTTRDIS, HELYEZY FOBEBMICKISCD 1 1 b
ML, BRIEAMARE S LY ey N OBRIBIICKITECD11b "
ﬁ@ﬁ®@it%b\$ﬁﬂﬁﬁbkﬁﬁﬁof%\ﬁﬁﬂ%ﬁbt@?&OT
B, EROBE. BRECEENDRAKICHE LLETHD & B FE L
A | .

Bitic, HBRRICESN T, BEIAICHTSCD 1 1 b ko LR %
i LB LAMREIR SN 5, BRoSic, BESLICHITSCD 1 1 b+l
Wtk o> b 5% 0 LB B LA MiE, BIAEROTE - WRALAm L LCHA
Th B, 0T, BREEMLICHEITHCD 1 1 b IMEZIEM L LT, BT

RO - WEAOER, UITFEARED K ORMEANERRT 52 L

ARE &R D, N ‘
ERFDORY V—=U T HEI~IVIRIVELNLEGDIE, BEAERE
P - WELBIOT, ERARHOTHM LAk, EXL LTRALT 52
LT ko T, BREAEEOT - WAL 752 L BTE B, A
DU, MR R LCRRH % & 0 BRI BB T 525, ABRIRLLTICRT
MR k5> TILBESNE bOTRAY,

Syl
ERM B RO T IE

(B¥h)
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'vwx&Charles RiQer Japan (FE)N, BAR) XVEA
S, AFEWE D OBYMRIC THERF SN, HC57BL/6 (H—-2") <
YARURCS TBL,/ 6y 775 KOVal ANKTHMEXE (J o 28
1”“)772(10;15ﬁ%)ﬁﬁmém&0C57BL/6N&7¢9?
YEOIFN—yRBU AL, REAREEFHOY. Iwakumal@tdy

@5 SN (Tagawa, V., et. al., 1997, J. Immunol., 159: 1418-1428), Bh%
REIZ, AEAELOBWROT A FT 4 Vit o, |

(HERIR ) |

BRI, A VT EY P OBIRNEAC L o TLYEZRY bey ZPIC
%EéhkkSTZ\180mg/kg;Sigﬁa\St.Louis, M
O) (Schein, P.S., et. al., 1968, Diabetes; 17:760-765), ML /L2 — 2R L
~JuiEy Beckman glucose 'anarlyzer (Beckman -
instrﬁﬁents Japan, Tokyo, japan)KiD
HEESNZZ, STZEA#Z, HFHREMPE IV a—21L~Ulbidday 2FTIZ40
Omg,/d1%Bx. MEBEORICII~ Y ARBLECEEThHo7, =
(Bt B8 B B O ) | |
'ﬁ%@\%%ﬁﬂfffhf%mk\%ﬂﬁaﬁ<FicolI—Conra
vy T7T 4y NRTORLSEEC LY BEEEXN (Sutton, R., 1986, Transpla
ntation, 42:689-691, 0Ohtsuka, K., et. al., 1997, Transplantation,'64: 63
3-639), PIR% A LCS T Z HEBERE~ 7 2 OFF I ~BH & iz Kemp, C.
R,ﬂ.ﬂ”1%&NmméZMAML#ﬁﬁﬁmﬁﬁwﬁ—zvaﬁﬁwﬁ
B BHORHIC ST, 8 3 EE = 5 — Sk, R MM, BHEICST 5,
2 [ElE#E L 7o OOmg/dlibﬁwﬁﬁﬁﬁwﬁ~xVkabfﬁ%éh
7o |

éa—ﬁiabthiéFME) ‘

a—HF7 b EFIF (a—GalCer) i, RIKEN RCAI®
EREIZBWTAKI N, ¥V re— & t» 6 bt 5 =z (Kawano, T.,
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ét. al. ,’ 1997, Science, 278: 1626-1629), TR~ a—Ga I1Cer (1
00ueg/keg) XFEEZA (1% (v./v) DMSO. 0. 025% (w/
v) Tween80) %, EENIC, 1EIXII3E (4 HA >V Z—3LT) HEA
Ltoﬁﬁmﬁﬂm64aﬁ\%%%wﬁa—ca1Cer(100ng/mf)
RUTEE 7 VOEERTRESNE, 3 AMKEEERO T FN—y ROTL—
ADV_RABREL L SAICE Y ARSI,

- (MEfaBA)

PercollZIF 4=y NELSBIC K Y MBS i FEIREBRR 33 BER
X OB E N7z (Ohtsuka, K., et. al., 1997, Transplantation, 64: 633-6
39), .“,, , |
(Fr—FA A FY—) B

TreYA AR —ORDIHERSNIEE ) 7 B —FABHE (mAD s).
YUAFcRy II/TI11 (2. 4G2), IFLyEf A Y F AT R~
MFITC)BAHMCD3:(145—2C11),FITC—#CD11b M
1/70), 7Tuz4ay 7=y (APC) ~#AHIFN—y (XMG'1. 2),
APc4ﬁrL—4(1lB1U,Percp—%éﬁGf—l(Rba—sc
m,PngPny5.5éﬁGr—1(86—scm,F1Tc—ﬁ0D
11b (M1,/70), FITC—#CD11c (HL3), FITC—#CDS
6 (GL—1), FITC—HI—-A® (AF6—120. 1), FITC—H1
gG1(A85—1L74:19zuy(PE)—%éﬁCD11b(M1/7
0), RUENBDTA Y ¥4 FilA=y bu—it . PharMingen (S
an Diego,cA)#BﬁAéntoFITc—ﬁF4/80(A3~1)
&WFITC—HCD68(FAfll)MSEROTEC(OXford, U
K) "oEE®EIN, PE—#Aa—GalCerua—FCD1d (¢a—Ga l
CI er—CD1d) T I\"i.Vb—liEHﬁLRODJZ 9 b:?}ﬁ%ﬁéﬂf: (Matsuda, J. L., et.
al., 2000, J. Exp. Med. 192:741-753), #IBEANEEDO=HIZ, MEIZHF ¢ R
yI1I1/111EkO0®neutravidin Molecular Probe
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s}InéI{Eugene,OR)&%K%V?:&hﬁéﬂ\%bfﬁﬁ%@~
S, MIIZEESHh, Cytofix/CytopermEiK (PharM
ingen) HTEBBLSH. HIFN—yROHIL—4 mAbsicLy,
%E%@%ﬁ%ﬂ%m%ééhto%éémtmmm\FAcscaribu@

(Becton Dickinson,MOuntain View, CA) Lk

”Cﬁgﬁéﬁ’b —ZIZCELLQuest software(Becton D
ickinson) ICEYAEEShE, 1000 OBEDOAEMMBAMAMRIT ST,

(f»/—74/i&U%K)
ﬂ?ké**ﬁkzuai DIRICAR S e (Transplantatlon, 64, 633-639, 1997) G .
r—1'CD11b " flBEUOVael4 NKT,fIHB’ﬂzJ: Moflo™ (Dako Cytomation,
M%Hw)K;U\%h%ﬂ\ﬁﬁz99%&@;98%ﬁy—béhtc%W
BHRHIE (DCs) 2%, #CD 1 1 c#&AMME—X (lyltenyi Biotec) ZH\> -
TMACSRKIE\%EEQS%T%%é%tO

(Bt ER) |
Gr—lXﬁCDllbCﬁ?é%/7m—*wﬁﬁﬁy200@@ﬁ%%§
7S T ZHRIHET Y AN~ B, BEAEASAE.

(L)

BELIEy FLOFEEVKEABouin’ sBRPTEESN, X
EFRBRRO T DITAT T 4 h~MEE N, BESNE, BT~ Ry
Yo —F VU ROTATE F—7 73 ic kW s, SERRkbRmr
B, RRLT R T EVY— BTy — Rty P PEAKEIC L Y b
(Int. J. Cancer., 83, 732—737,.1999)0 |

& TREMEIT)

BER B RER 1 BFfE 2%% 6ﬁﬁ@ﬁmf®%WVa14NKTmmmﬁﬁ
BmRN AREA affinetlix METF v 71 & VAT S e, S, BV o 1
ANKTHEIZBITFBIL—-18 mRNALVSARYTLEALART—PCR
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mibmiéhko1L—1B@kwwﬁ%ﬁ;%M%h@HPRT%ﬁwib
EmEL IR,

(WERFSEHOARAT)

Fisher' s extract testi BEBMEDRNLT N
b BRI~ § AR B ERIE (o ug 1y comia) OBEDH
SHEROE B R T B T D ICHE S, |

BREUVEE

(Vo 14NKTHGSRERBHTEROFERTH2)
Va14NKTﬂﬁﬁﬁ%@ﬁﬁ?éh%boTméT%ﬁ&ﬁmét
KIHE B IIIE BB ORBR 2 RS 5 a%aatumﬁmﬁam Ah
FrS Ry (STZ) %é%ﬁf?f?xhibﬁér%m%%&%ﬁ“ét TN
LEND FF—HEROKEREZHRBLL, C57BL//6<TRAISTZOMH
BRI A D& <\ MUBE M R OBERIEE & 72 o2 (B1 A), S T Z bR
vy AT FBMICBIES s 4 0 0 B ORISR S ER W2 2K T2
EBItATHE T ERRABERE (B1 B, %), —%, EXLET, Blov
9 APl & T 5 2 & OTE BHBORTH B, 2 0 0 MORMRAREED

.%ﬁ?@%ﬁ?é:&ﬁ@%ﬁmot(glc\ﬁh 40 0fEADER (n=26)

X120 OEOMES (n=10) OBEHKOERFBEER YA CRT 5EH M
E(euglycemia) DEESOERI., HHFMIARTHo (P<O.
001), £{BMT—FIZEELT, 400@@%%%%ntvvx BT,

'i<%ﬁm5%k(Well—granulatgdfﬁﬁm%ﬁfézwii

@H%.%ﬁi‘%ﬂﬁ%z“?é@&z%t Bmﬁﬁ\ —% 2 0 OHDL DR &) o< 7 RITBW
Tﬁ\%%ﬁméﬂﬁ(de—g;anulated)Bﬂ@%ﬁ?é%%én
rREEBRBEIRE (BW1BRUC, A,

KROIE DI, Val4NKTHRSROESBEAEACEST 55085 i
RE LT, RTOWRFEET 028177 "=V RiE, 20 0@XiI>72100
BOEBOBHER 1 L BETREFLEL R (R1DEKTE, £), HfkFE
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MBRbEL, L<BMLENE (well—granulated) SMMER
THEZDELEDHEOFELHPICIAEL (1D, A), Va1l 4 NK THIRAHS
BREAEN (ROBMSNEERORMBHATER) CHEEREHERLLTY

5o LSRR SN, '

%méntﬁ%’*#éva14NKT@@@%$&@%%E%?5K
%4»7&%&@,Ja281—“\X@IFN—ykﬁvvxm&ﬁﬁéht
JFIBEEZER (5 X 1 0°fE) 25, 2 0 OEDORBERRES 21T SHERFED J
« 2817 vUADMIRPIC, BHED L FCEASHE, BAHTYANLO
ﬁ@%&ﬂéht%&ﬁ@Ja281 *vam BAEt 6 0 AW, BMmbED
iif%ot(QIF E)—%‘Jazsl/“ XIZIFN—y KRBT X
m%w%ﬁ%ﬁﬂéhk%ﬁFDJa281'“vﬁxm;ﬁﬁm%kﬁotﬂz
1 GRUH, %), M#FHRRb %k, Ja2817 " MEFIFN—yX#~
meammmbva:ybm%mf%wii@%%ﬁﬁﬁb\%Eﬂv?x
PHOMBO VY TRy MZBWTEZ ) TRV EZ@HALEL (B1F, G,
H, £), RN, Va1l ANKTHIEEWI FN—y 2, $%%%ﬁ?éﬂ%h
R) DIEDOURRADHERERTHD Z LIRBES T,
(%ﬁ@i@%ﬁéntGr—1+CD11b+mmﬁﬁ%%ﬁﬁﬁ%@m7l
77— TH D)

WEBB I 7R 4 B L 7 (L B 01 B A T 570 b1c, FERBRR A IE B E
W& ICEMIOICERES T, a—GalCerRr—KShECD1d (a—Ga
1Cer—CD1d) ¥ Fov—%MNEFACSICEDRBERE, FACS
%ﬁﬁ\a—Galcér—CDla ?}37~*Va14NKTWWbA~
ty?—vm\mbw\Ohr?olo.3%wB6hrs?@ms%«ﬁ@L
B, L LEBBHEEZ 2 4R TIX19. 2%RAEFELEZLEZRLE (K
2. ERFA), COmMRE, WESHTWA LS (Int. Immunol., 16, 241~
247, 2004 : Proc. Natl. Acad. Sci. USA, 100, 10913-10918, 2003 : J. Immuno
1., 171, 4020-4027, 2003) .V o 1 4 NK THEOEMEIIC L Y SHEERERNF
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YUl ¥al—h&h, 20fRa—GalCer—CD1ld 7 hov—ick
STVl 4NKTREMRISHARL Rolks & 2Rlds, Bi, Bl 2
~BIFEIZBNTER NV e 1 4 NK T, I FN;yJ%’I L—180k
RIEMS A b4 L 2BEAELES L5 (H2ROE10), Va1 ANKTH
BABHIT & DB SN5 2 L ARRENE, Vo 1 4NKTRROBALS
EHex, Vol ANKTHAIZ, EE#E@ X 512 (Int. Immunol., .16, 241-247,

12004 : Proc. Natl. Acad. Sci. USA, 100, 10913-10918, 2003 : J. Immuhol., 1

ﬂ,%%%%lzww\ﬂz(24hrs)K%?i5K\$%K%%bk°@
%%bikﬁ\%V&WQIFN—V%%iféa—GaICer—CDld‘
P 15— MEOTAN, HBBHE 6 ETO. 5%nb14. 3%~EL
HMLE (M2, £75%0), a—GalCer—CD1d 7 h7~—fil
REECHF—FEN, Gr—1RUCDL 1 bREHAMNT FN—yEELHEL TR
ﬁéﬂ>Gr~1WHHJJﬁ%MT%5&%EéMtUZ&OGr—l*CD
11 b "#MEIX.CD11c .CD86 "  MHCZS5XI11°,F4,/80%
RUCD 6 84 " Thy (K4), BEEMICFPRCH o722 Epb (H5),
SRBOMBIZEBRTH S = & RRRS L, BESHERBOB~EA L
%*%K@S)m\;71&5—%m@;5ﬁ@okoﬁ%ﬁa\Gr—lxm
CD11blZHs2EDEACLY, BEBHEAOERETFHINELLTH
5 (®6). | ‘
BARM< A LELLSHBEHC, Ja28 1 =URICBWTIZI FN—y

'%@Gr—lﬂxnjwﬁmm@%Mﬁﬁahf(Ez\EN*WLHﬁ%%ﬁ

IZB1%5< Va1 ANK THIBAOIEMEILA I FN— y BEAEGr —1+*CD11b*
%@@%ﬁ%a%@:?;kﬁﬁ@éﬂtoValiNKTﬁ@@ﬁEKﬁKﬁ
CEPLT. I L-4EAMBOFEREMIRDO b o/ (B2, HFR
/I/l) 0 | '
a—GalCerDEEEANGr—17"CD11b lEIZEITAI FN—
yEAZBIRNCHEEL (R7), Vo lANKTHENXGr—17CD11b ##
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WAL, 1 FN—y ZEASEST L SFRENE, BB, Gr—17C
D11b*MfElck28mML77zI FN—yEAX ESBECLIIVBTEINLY
o1 ANKTHBOEENERETHS L5 Thot, |

IFN-yEEGr—1%CD11b fllE AT, ABET V=04 (7
7H) KR ERESEERRZREOLDIZAN L EI, T MLV FHRE
NI L—48EAEGY — 17 CD11b+EWﬁBm@%@mmﬁgﬁﬁﬁ%%‘

72LTW3 (Jordan, M. B., 2004, Science, 304: 1808-1810), ZiL B D 2O D

%I@ ﬁ#ﬁfi&UﬁFﬁmK%H63%%K%#5&M@K%#mb6
., I L— 4F¢Gr—1cmnjwﬁwmmﬁfﬁaarmO%Dﬁmém
—H1FN— yFEGr—l CD11b+%mi@ﬁ%¢<(6hr) BB
LWHEEDL YR, S OB bR ERNE &éhéomﬂﬁﬁGr—l C .
Dllb*ﬂﬁwﬁﬁﬁgﬁﬁ%%@Téo.
(Va1 4NKTHIBEIEOBET X 5 REBH A0 F5)
ValANKTHEIZ, c—GalCerlCIVHEMENEETSICEED I
FN—y 20T 55, #YE EL®a—GalCer MM TIXIFN—yZE
ET5Z k%ﬁ&btﬂﬂﬂ AFEHEDIT, BVELDa—Ga l Ceé rEA

'ﬁ;Vg14NKT@%ui51FN—yEE%&£L\%ﬁﬁiﬁ¢’E@%

EXBAMEEERT A M E57EDIc, BEBEICHTHRVELOe—Ga 1l C
e r FIBOMEET|A, 40 0HOHESHZ TS T ZHEMRRT AR <
AN, BEOEIZEL /ML 1EREBISNEZ L ZIZ, £TO- U RXIERM

ERo (M8A), 40 0EDKEEE D ERMFAM <Y 2H, a—G a

1CerDHEEEA (100 g /kg) CEVABEShL &ic, BiEEG6 O
AT b ERMIEIC o e 7 X0 A o7 (08 B), MM, BAT~y 2
B, BKEBHEIVITOERFOFEDORINOday 15, 11, RO7IZ, «a—G
QICer(looug/kg) ZED 3EMESN TNz EIZIX, 2001
OFRBERREROHZOBER, 1 0 ALUANIZ, 2TOL Y YTy vy X TRV
CEEOELEESE: (U8D), a—GalCe r DBEDVICEE 7 L THE
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SMtvéxﬁ\%E6oﬁ%\%mﬁoiiﬁ%ot(@smo;h&m%%
i, EEBEIVETOKY IR L@a—GalCerElleIFN-yEE@
ForvF¥al—varRNREID, ZhUBEEBHHIC %&’E%%%xt_k%
STRE L7z, |

(Vo 1 ANKTHIRIZEYEICEZSNZGr—17CD1 1 b Milaic k2

I FN-y EA)

=T ABWEDIE. o —GalCerDGr—1+CD1 1 b ML
IFN*V@EE“@M%%E“KOFACS%ﬁi HEBHERELIZG r —
1 CD11b%Mm»#%ﬁﬁ%&mﬁbfiﬁmbt_k%%Bmkbtﬂz
9B), r—ﬂ.CDl1b+ﬁ@®WXMVa14NKTﬂ@ki@4Tho
o BERL, Gr—17 CD11b+ﬁ%®%MM\@ﬁ%@]aZSl*“7
YRZBOTHREENENLTHS (M9C), TDTLiF, Gr—17CD1 -
1b+m%ﬁﬁ%ﬁmibtﬁbt:&é%@?50L@L&ﬁe\Gr—1+c
Dllb+ﬁﬁﬂi6LFN—vE$ﬁa—Ga1Cer®$@ﬁﬂkiof%
MK%ﬁéhtﬁ(@9D)a-Ga1Cer®@D LEAREZ bR L &
i, FEZ By hu— (M9E) CRASOLCETHS LE (99
Fxﬁ?fxer%LWHMJJﬁ%mKiaiFNw@ﬂHLéWELfm\
Val4NKT/#EOEEMREBIIKEL THWDIZ LBRBENE,

BEXY, A VERTORVELDae—GalCe rHfilllcldValdaNK
THEEBECKEIX.Gr—1'CD1 1 b MIIZLD I FN—yEERBREL,
Wﬁ@@ﬁﬁié&@ﬁ%%ﬁﬁ@ﬁ%@%%%%%L % L C R BN
BRICHS LB L ARB S,

vvzmﬁﬁéva14NKTkaﬁ%n\tFVa24NKTﬁm%%@
I XV RED I FN-y ZHH T 5 (J. Exp. Med., 186, 109-120, 1997) Z &
Bb. b MCBY BHEOSMBEERDV o 2 4 NK TR L Y BfS i
BTELNRBREIND, -oT.EFVe 24NKTHMEIZEBZ I FN-yELDF
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LR A V—va U RER L L RIREIR. BRICET BB o Rk
ReTFHIHLEPREL, BRHEEBHEODEDORM LTI LEZHMRELES,

= AT
AEBOTHAE R I, RIS BRI 5B EE T
iy 52 L BMETHEOT, BEPBOMLEEELES, HlziE, BEBHE
RWTIE, fE3R, ﬁ%%ﬁﬁﬁ%wt. ~vay8iy} HFLT2~3
ABD KT B2 E LB LTI, +5 R IR e BT 5 = & 5
TERBoL A, ABHOTHALAONEL, kY SEOKO KT —REs
H%‘%UD{A%%)J%’ZE”-—;‘SH BT LRTE D,
Rl KBHORZ ) —=y SHERAVIIL, R A D= XA LB RH
BRI EEAOTY - (AREZAIMT 52 LR TE B,

imEmE$TMEémt%@2005—233250(&@E:zoosﬁv
S8ALLA) REMLLTHY, ZONERIAPMBICLTAEINE bOTH
50
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#ER D i

[t

“NKTﬁ%UﬁyF%ﬁﬁpfﬁé\%ﬁﬁ%%@%%ﬂoA
&NKTW@UﬁVPMa-ﬁ?&F?WffiP@b&%*@l%ﬁ®ﬂ;
. BHEAERIIERBHEICEI bOTH S, HRELEHOH.

4. BHEAEKIIFBA~OBEICHI bOTH D, FHRE LEROAL
5 %ﬁﬁK2Euk&5éh6:&%%@k¢5\%*ﬁl%ﬁmmo

6. NKTHIEIOWILEIN LB BLANEBRT 5 2 L 241, BHEL
DT - WERAILAMDRY ) —= v I H i,

7. CD11b D I FN—yEEZIH LEZLAMERRT 5 - L &4
e, BEAEEOTE - WRBLANDOR 7 Y —= 2 7 HE,

8. UTHIRZEL, BEAEROTFE - BEALEMORI )V —= T FHik
(A) BBRIEEMOFEEF CNK THMEEZCCD 1 1 b THifa % kiE®R+5 TR ;
(B)%%%%$@NKT%M%%ﬁLtE%®CD11b+ﬁ@mB®IFN
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A. CLASSIFICATION OF SUBJECT MATTER
A61K45/00(2006.01)1, A61K31/7032(2006.01)i, A61P37/06(2006.01)1,
GO1IN33/15(2006.01)1, GOIN33/50(2006.01)1

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
A61K45/00, A61K31/7032, A61P37/06, GO1N33/15, GO01N33/50

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
Jitsuyo Shinan Kcho 1922-1996 Jitsuyo Shinan Toroku Koho  1996-2006
Kokai Jitsuyo Shinan Kcho 1971-2006 Toroku Jitsuyo Shinan Koho  1994-2006

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
WPI, BIOSIS(STN), CA(STN), EMBASE(STN), MEDLINE (STN), JMEDPlusg (JDream2),
JST7580 (JDream2), JSTPlus (JDream2)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X JP 2002-284692 A (Kirin Brewery Co., Ltd.), 1,2,5,10
A 03 October, 2002 (03.10.02), 3,4,6
Examples

(Family: none)

X MORECKI, S. et.al., Effect of KRN7000 on 1,2,5,10
A induced graft-vs-host disease, Experimental 3,4,6
Hematology, 2004, Vol.32, p.630-637, Figure
1-4, Table 1-4

X HASHIMOTO, D. et.al., Stimulation of Host NKT 1,2,5,10
A Cells by Synthetic Glycolipid Regulates Acute 3,4,6
Graft-versus-Host Disease by Inducing Th2
Polarization of Donor T Cells, The Journal
of Immunology, 2005, Vol.174, p.551-556,
Figure 1-6
Further documents are listed in the continuation of Box C. |:| See patent family annex.
* Special categories of cited documents: “T”  later document published after the international filing date or priority
“A”  document defining the general state of the art which is not considered to date and not in conflict with the application but cited to understand
be of particular relevance the principle or theory underlying the invention
“E”  earlier application or patent but published on or after the international filing  “X”  document of particular relevance; the claimed invention cannot be
date considered novel or cannot be considered to involve an inventive

“L”  document which may throw doubts on priority claim(s) or which is step when the document is taken alone

cited to establish the publication date of another citation or other “y”

! I document of particular relevance; the claimed invention cannot be
special reason (as specified)

considered to involve an inventive step when the document is
“0”  document referring to an oral disclosure, use, exhibition or other means combined with one or more other such documents, such combination

“P”  document published prior to the international filing date but later than the being obvious to a person skilled in the art

priority date claimed “&”  document member of the same patent family
Date of the actual completion of the international search Date of mailing of the international search report
02 November, 2006 (02.11.06) 14 November, 2006 (14.11.06)
Name and mailing address of the ISA/ Authorized officer
Japanese Patent Office
Facsimile No. Telephone No.
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DOCUMENTS CONSIDERED TO BE RELEVANT

Relevant to claim No.

The Journal of Immunology, 2005, Vol.1l75,
p.1320-1328

Category* Citation of document, with indication, where appropriate, of the relevant passages
X HARAGUCHI, K., et.al., Host-Residual Invariant 1,2,5,10
A NK T Cells Attenuate Graft-versus-Host Immunity, 3,4,6
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Box No. IT Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L. Claims Nos.: 11

because they relate to subject matter not required to be searched by this Authority, namely:

Claim 11 pertains to methods for treatment of the human body by therapy.
Thus, claim 1l relates to a subject matter which this International Searching
Authority is not required, under the provisions of the PCT Rule 39.1(iv),
to search.

2. |:| Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. |:| Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. IIT Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
(See extra sheet.)

L. |:| As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of
any additional fee.

3. |:| As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. No required additional search fees were timely paid by the applicant. Consequently, this international search report is

restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
1-6 and 10

Remark on Protest |:| The additional search fees were accompanied by the applicant’s protest and, where applicable,
the payment of a protest fee..

|:| The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

|:| No protest accompanied the payment of additional search fees.
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Continuation of Box No.III of continuation of first sheet (2)

Claim 11 of the present international application relates to a method
for treatment of the human body by therapy, and therefore relates to
a subject matter which this international searching authority is not
required, under the provisions of and PCT Rule 39.1(iv), to search.

With this situation in mind, it i1s examined whether claims 1-10,
which are subject matters which are required to be gearched by this
international searching authority, comply with the requirement of unity
of invention.

Thege claimg include the following groups of inventions (1) and (2) .

(1) A group of inventions relating to an agent for prevention of
graft logs comprising an NKT cell ligand as an active ingredient claimed
in c¢laimg 1-5, a method for screening a compound for use in the
prevention/treatment of graft loss, comprising selecting a compound
capable of inhibiting the activation of an NKT cell claimed in claim
6 and a method for producing an agent for prevention of graft loss claimed
in claim 10.

(2) Agroup of inventiong relating toamethod for screening a compound
for use in the prevention/treatment of graft logs, comprising reacting
a compound with a CD11lb" cell claimed in claims 7-9.

The group of inventions (1) relate to the prevention of graft loss
by using a compound capable of acting on an NKT cell. The group of
inventiong (2) relate to the prevention of graft loss by using a compound
capable of acting on a CD11b" cell.

The groups of inventions (1) and (2) are different from each other
inthespeciesof acell onwhichthe compoundacts, and cannot be considered
to shear a common gpecial technical feature.

Thug, the inventiong of these claimg cannot be regarded as a group
of inventions so linked as to form a single general inventive concept
under PCT Rule 13.1, and the number of inventions included in the scope
of the claims ig two.

Form PCT/ISA/210 (extra sheet) (April 2005)
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<Subject of searchs

Inclaims 1-5and 10, the active ingredient of the agent for prevention
of graft logs is specified by the words "an NKT cell ligand" (claim
1). In claims 6 and 8, the active ingredient ig specified by the words
"a compound capable of inhibiting the activation of an NKT cell" (claim
6) .

The description digcloses a-glycosylceramide,
igoglobotritrihexosylceramide, OCH, a-galactosgsylceramide and
(28,38,4R) -1-0- (ax-D-garactopyranosyl) -2-hexacosanoylamino-1, 3, 4-ocC
tadecantriol as gspecificexamples of the active ingredient of the claimed
inventions (p.8, line 25 to p.9, line 20). However, there is found
no explanation about the specific gcopes of the "NKT cell ligand" and
the "compound capable of inhibiting the activation of an NKT cell".
Even though the common technical knowledge at the time of the filing
of the present application is taken into the consideration, it appears
that the scopes of the ligand and the compound cannot be specified.
Thusg, these claims do not comply with the requirement of clearnesgs under
PCT Article 6, too.

In the inventions of these claims, those that are disclosed in the
meaning within PCT Article 5 and supported in the meaning within PCT
Article 6 are limited to embodiments wherein
(28,38,4R) -1-0- (ax-D-garactopyranosyl) -2-hexacosanoylamino-1, 3, 4-ocC
tadecantriol is used.

Such being the case, in the present international application, the
search through prior art documents was made only on a-glycosylceramide,
isoglobotritrihexosylceramide, OCH, c-galactosylceramide and
(28,38,4R) -1-0- (ax-D-garactopyranosyl) -2-hexacosanoylamino-1, 3, 4-ocC
tadecantriol, with taking the description into the consideration.

Form PCT/ISA/210 (extra sheet) (April 2005)
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