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(57) Abstract: Disclosed are: a kit for treating atopic dermatitis in human and an animal; a method for treating atopic dermatitis;
and others. Specifically disclosed are: an administration method; and a drug kit in which the monitoring, measurement and evalua-
tion of a TGF-P1-Th3 biological reaction (a Th3 cell), a Th2 biological reaction (both a Th2 cell and a Th9 cell, or any one of the
Th cells), a Thl biological reaction (a Thl cell and a Tth cell or a Thl cytokine) and a cytokine are carried out sequentially to se-
lect the quantity of each of the Th agents and the period of administration of each of the Th agents, thereby formulating a thera-
peutic agent.
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v M)
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y T, IL4T R OTGF- g1t L, MME%k (F72bb (Th
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ERERICESHWTTFRRICIVER IS,

Th cytokine(+)CD4(+)cell
Th(%) = X 100
Th cytokine(=)CD4(+)cell + Th cytokine(+)CD4(+)cell

723, Th%XThHifa D A DR EM T, EIREIZ LI > TEHELNLRE, H5D
WITREEZF LR bWE LY, BULEZTh%DEEZThAERKE & L
THELE (EF)

X 2%, EHEFl1OT7T b E—HREROBRICKIT S, REEREDIROREL
ATRTH S, R1ICbARL7ZTh1%,. Th2% X OTh3% DR L & b1z, Thl
FREESE (Th1Al) . HiTh23E (BiTh2#)) KR OHITh3%E (HiTh3H)) 0EIE (
Anti-Th3, anti-Th2, adjasumentTh1(IFN)-Therapy.fE L. &REET LR
BEREEZET AL FEEHOT P E—TIXTh3EWBFI OB E L2 5, T OHENIX
TGFESREX » b ETh3EERIE» DHIWT§ 5, v PORKERET hE—0OfER
SR ) BREFHROBRESEHFICOVWTERLTNS,

X 3%, EHEH L OFET b —EREROBRICEITS. BE O LBEOR
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BO7 F—EERR L EEROERL (A URILE) LB,
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A EERRISETRLTEY ., ThlYA FIA 2, Th2Y A b A R OTh3
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X 9%, FEHEFA4DAXDOT FE—HKERDOBRICEIT D, A4 XDOBEOH
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DEWIEFEETH D) bHFLLTWS,

M1 0%, EMAS IR UERERET E—HEEROKRIEAF v FOBIEE
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B1 14k, RABRREERT be—EREEAOBREAF Y h2HAWT, T RY
— MR ER D BE R OMEEE (Control) D MIEF DOTGF- B 10RE (ng/ml)
PHIELEEREETTRTHS, 7 hE—EERBRE & @FE & CTGF- 8 1
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Lix7e . UTOFRUIMIONT S, AEAORE ZBZ2 D2 VEHH CTHELE
W LUEM LSS,
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7%, ARBAMIE L, ANFEESCMEEIROER & 22 5 8FE2009-2300195 FAAIE (
2009410 A 1B HifE) o2fkz28E8T 5, £k, APMECRBVW A
TOFHTY., Bl ZIXEITEAM IR, R OABIAR, HFFAHRE OO REF R
R L CARAMEICEAIAEN D,

1. AP OME

ARIFEIL, ERDMNDOEREITE BRS, 7 M —WHREROIBRERE (&
BH¥Y N ROEOREREE, 7 e —HEEEROBRBAT Y b (G520
v b)) EERETLILOTHD,

Peske, BEHEAEICEET B~V T (Th) U 3Rk, £ETLHA MUA
VOBEWNMZLE Y, ThIRUOTh2ZIEZX LD LT 0007y Mo Eh
HeBnmbhTnd, fvZ—7xuy (IFN) -y, A& —umA % (L
) 2% EAETDHHOIRThIAR E Wby (BIZThlE HvH) | F& L TILA4,
IL-5, IL-6, IL-10 % ONL-13%4ET 2 b DIETh2HE & Wb TWS (I
Th2e bW H) , £, BER NS VR 73— IV FHET (TGF) -B %%
BEICAET D HOIThSMIE (BAMEEITHIREEBZ TVD) LnbiLT
W5 (BIZTh3E b)) o £ LT, BREE, B, BLAREEEERTT L X

— MR B&E DR 2 IR W T, Th9d 5 WIXTh17THIlE b & D EH DO ThiR S
DI/ T 2 A ORHE & REB & OBEMERH LM I TV 5,

AREEEFIT, £<OT MR EREBEROEEE IO E b o mEHkE
EOWTAZLIcLY, 7T ME—MEREZRAN, Thl, Th2RTTh3 & o 2k E
D~V R—=T (Th) V2 EROERKENDIERE TRWEEICRET S L 2HA
L. 2 5Thl, Th2R O Th3D AR (REAR (REH) OFThERRRER,
WIER DA ThARKR) ZEHRMEICTIZ LI, 7 MY —ERBERERE
ROEETHERIER & COoREELHME RE L, BAERNOE. ARAFD
7R ERAERREL TWAREICBWTIEL, TGF-B12Th3dH 5 WIZED
O & oDOTh2AEMEE (ThOfifaz &) BAMEROTh2HE@NTLEL TV &
& HiZ. Th1IEEKEPEFHEAEZAN TN (EFHEEALZ THE> TWDZ &8
2\ EVIOIBEBAROLNAZ LERR L, £, ABEAFEIREET Y

10
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— MR R D D VITERLE LWRENR (7 R F—) TTh3EERIGP IR =
NTVWHZEERHLE, 7 he—HEER (AD) OREFIEL LT flx
X, ETHTGF- 8125 L, REE L REREOENERITIIMNTh3E Z &
B U CTh3A AR 2 EFFANICEL, kW T, HTh3FEICRZ THTh2RKZ
Fe5 LT, Th2AEBEKIGEIEFFHEANICRE L, £0%, HiTh2E IR 2 TThl1H
BIEEE LT, Th1EGBKGE EFERBENICT S, LW REDOHRSFIE (B
%) BEAEFEERCL, 7 M EEEAEDRIERLEESE, L
PHLERELIFFREITHSIERNTERZLERHLE, 20X ) REORSE
FIE (A CL27 FE—EEEROIERIZ. fERDBIR & ITHBIT2 5720
EERBEDRPEEICEN O THY | RHIRIXITEEDOT P —REREE
OB L ChBWEIS ToEls (GEAIDIBEERZ 3 B 272 5 BERD
HVET) 2RATIILNTED, BOTEBIMRBESTETH D,

ZoXdiT, RERIL, T ME—EEEROWEICEL., EkEITE<ERD
ERICE S RN A SEHZRERFIER REREE GRIER ¥ > ) 2Rt
HHDTHD,

2. 7 hE—ERERDOEFRMAF > b

AFEHOT bE—MERERXOBEER® Y M, R L2 LS5, XEET MY
—MREERDDVITERE L WREMR (72 4F—) TTh3A&KRKGATH &
NTWAT FE—MEES. (AD) DISMIFTGF- 8 182 #E5 L, MITh3RE O
FiTh23E & & 7. & EDIZThIFAEREEZ ST, 7 FE—ERERDIBR
F¥y b ThoT, WALBHICH LT, HLTGF- B 13 H A VW IIPIThIES T 5
N, ZOEBFAThIFTICNA L TRTh2E S TE Sh, HEIc LD, TOHPITh2IE
W2 CThIFAEENBRE SN IS5 ICHAVWDNA Z L 2R ET5, AIEEER
HA¥x> FThd,

¥, AEPOT MR EROBER Sy FORIOREKE LTI, #iRL
L Hic, FiTh3E R OThIFAEELZEH. BEICLY S bITHiTh2FE z &0,
7 e EREROBEMS Y N Tho T, WIHLEWICH LT, HTh3ENE S
Eh, ZO®HIThSFEIZR X TTh1IFHEE RE S, HEITI Y. £DH%Thl
11
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BRI THTh2ESBEEND LHICHAVWLND Z & 2R E T 5. AR
BERAXY FTH B,

AREAOIERA X v MCEENSHTh3HE L 1Z, Th3Rit (Th3EERKRE) @
PEEEEE T AEAEERT S, 22T, Th3EERS EIE, 7 e —ERE
REFBEL TV SEECERE 2EBFICHTh3REZEES LRG0T —2 707
7A VTR OREEOBRNEREZEATEEETH S, T7bb, HiTh3HE
IXREE (BRRER) BMHEKRT2ET EER (RBEL) OTh3%MPEFHHE (
EHE CETHET) #5745, ZOBAOREHMIZ., RER EGHRA) o
Th3%IZ X VHEIh, BEEIZ, NEEOTh3%ICKVHAESND, £ 7
Th3%E & i3, BRI ERT b 5 Th3EMEKIS & ThOMAaICER T2 7 LAF—
RIS &imEl BN L BETHE L TE S,

BB, BROBY | RFEHAOBEMAF v MTBW TR, Th3% %2 IEHEG@EPI
T A OICHThIIEZ AW 58, BAEIC LY. HTh3Eiz 2 CTTh3A& KRG
FEAI(Th3EIRA) #HVWsZ b TE5, flziE, B FOEET FE— (B2
b MEREET FE—) ROGRERE (RERE) S0HeR. e Fawickld
BHEEMEI O H 5 EFRERERE DL EIE. Th3ERKEHNEMETHD Z L2 D
Bz, ZD XD AR, Thd3% % EFFEANIZT 5 72 DI Th3 A& KGR HE
BERWDZERFELY, 22T, b MEET PE—&i, #lAX, 7Y
—DEEESFEDO I D, REREBDO36% LU LICBWTRELEELF T2 RMEL
EFETHILENTE, BERMIZE, AT A FEOEBESBLOAR LR
EFOIZEAEN, ZOBEESRICEYTLE2bND, £, RO
BREL L, P OTGR- B 1MEETY 7 F 7 4 FIEMEEF (KGF) OmE4L
IR VVRER AT Qe DR TEMICH D 7R h— 225 HIEO R L E%
Shd,

ARFEPFICB N THEATE 3HTh3HE E LTIk, flzid, B2 rombiys
ARG E LTEDEA (BAbLETD) EFEES (RELZ) %) . VY
4—, IFN-a. IL4, 7 u2RY A (CsA) . FK506, HUEHISIGE LL
BFbh, PTH, EFEEE (HEMDE) PFE LY, £, ERTh3ERKRK
Fe Al (Th3RAD & LTk, #l2iE, RS AEDNIFE L., BEEMICiX

12



10

15

20

25

WO 2011/040052 PCT/JP2010/052394

IO EBROMRENTFE LIFET N5,

AREFAOERA S v MCEENAHTh23 & 13, Th2Kis (Th2E B @
MENSEE BT HEFEE%RT S, 22T, TheAEKRIS & X, 7 b e —Hp
KOMBELU EORARROBEZEEZER L, EHOERERREX. Ak L7
Th3%E & R RERAF B CTRET S, /2, ITh2E L IX, 7 rE—0DOF
BECTdH A2 Th2MME & ThOMARZ Pl 2 FEH L BETH T L B TE D,

B, LROEY , AEAOIEERH Xy MZBW T, Th2%ZEFFEAPNIC
T A7 OICHTh2E 2 V58, BAIC LY., FiTh2 & 2 TTh2 ARG
A (Th23EBRAD) Z2H VA2 HT& 5, MTh2EEZRE L L5 & LEBRIT,
Th2% DE LWERT AR b zi&61, ERo@EY . HiTh23E oA 2 TTh2H#
MFIEZFHNEFRPRATHE D, IFELV,

ARBPICBOTHEA T 2HTh2% L LT, Bl IPD (RIBZEMS T3 ;
#1 ZZIPD C50, IPD-1151T) . A/ ¥, IFN-y, ¥ 7 rAKY A (CsA) |
FK506, BXXIIZ oMb Easmg & LTEaLEAl (BRbEt) A
WEY (BELRD) %) SRFELIETLN, FTHIPDALVEFE LY, %
7o LRTh2AMBKISHEMEAI(Th2EEAD) & Lk, Ml £EgER (<0
AFHERE) | FERLVEVA (KiERLVEY, BERLVEY, BERLVEY)
ENFELLET NS,

AFEHOWEEAF Yy MCEENAThIFAEIE L L Tid, BE XSV, A
z1E, WTEBITh1 ¥R S ¥, RERTh1ZME T 5 (0 Y NERThIKROR
FERITh1 2 FRRICHRET5) BHENFELLBETbND, 22T, N7EEThI
L. FTBHRBEOMEELE L, T ME—MEEROREERGERDOT bE—
s T UAR—EEOWHER L ZOMRHICEAE T AERKGEERT 5, Eit, KA
BTh1AEKE BIE EZThlY o )EROMERE CORIERE) 13EFONY T
B EFERELY R OBREAEKTS (FrruyryA )7 LTERL
F—HIC L ERFERBERREEZT ) .

ARFIICBWTHERATE AThIFAERE L Uik, flxiX. INF-y, INF-a,
B MFET ik Z oY, MEBIZToMEY. ROEEXIZZOMEYEH
PIRRS E LCE LA (MALED) ERxToh, &0 - AEANIFN-o, &

13
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ORISR A XIFN-y (R THEHFHRE) SR LV EFELL, BThH, IFN-«a,
IFN-y . BRMAl (BARKERSVFr— A/ —FU—A4) EUGel32R &b
W& LV,

B, FEROARBAOEERX Yy MW TIX, & i, TGF- B 1ImflH (Bt
TGF- 8 1% (HiTGF-B13K) ) 25 bONFE LIE T b5, HTGF-B 17l
X, WELEMIC LT, FiTh3ERBREIN DA, BETDHZEBHFEL,
FTGF- 1K1 & LTk, FlziE. BEXIXZ0MbHH EFRS & L TELEA
(MAbET) (EFEEZ (RELR) %) . FEEA. VY 10—,
IFN-a. IL-4, 72 ARY A (CsA) . FK506% 03 E L<ET b5, I
$EHOTGF- B 1L~V OFHE ROV OBl OfER L, BREZ SRV, Fl X,
BRTAARBAOT b —MEEAORBAF Y FERAWVWTITI Z LR TE D,
WA > Mk, PITGF-8 ka2 b0 ThHY . mIEHOTGE- B 14—
FL_ALUTTHENTNEBLD LIV THLNT, BER BRI &3
BrLERTES, FAIE, & hOBEE, MIEFOTGF- B 1DRED 1.5 ng/mllL
b, FELLIF2.0 ngmlPl ETHB L, FRIET PE—HEEEREZFEL TV
BLEMETAZ ENTE, R, X2DBAIE, 1.7 ngmlll b, 4 XOHE
122.0 ng/mll LD MIEPTGF- B LIEEDHR S, FREICT M —ERERZ I
LTWB LIS 5 Z LM TEBH8, HITGF f1AI0REIC LY, FITh3FEDOH
BE\z5er s, MmiETHTGE- 8 LRE %2 LRGIEARMICT 2 Z LB FE LY,
RIEPAOIRER Xy FOEREE L 2B e LTiE, & FRUYEE M
ABHONTNGEFE LIETbhS, 22T, e MNELBHLE LTIE, FIx
E. AR, ko, i, ww, TE TR ATy NRUNAAL —ERZ
FTonsB™, HTh, 41X, FaPFELL, FVHFELLEAMXTH S,
AFEOWHBEAF v 25, HTh3E F) . HiTh2E F) RUHEFICLY
Th1FAEIE (F) 2E50bOTHIHAIE. MR LR D2WABBHITHE LT,
Th3%k (X)) . HTh23E (F) ROTh1IFERE &) 2Thfh I OJEETERE
FT AT LREETHD, ., AEBEOBERX Y M2, HTh3E (F) . Thi
I (F) ROEAIC L VHTh2E &) 28Lb0THIHBAIR. ARLR
AL EICK LT, HiTh3FE (F) . Th1FREIE (F) ROHTh2E H) %

14
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FNFNIOEETRETIZENEETH D, TDRHD. 7 FE—ZR LT
Th3%E, HTh2¥E R OThIFAEED > bbb b 2BeHETS (Fhbb
FFHICEThHZ#ET2) Lk, RBHORKAF v b OFEABRICIESE
ENRV, EROHETZT v F T=R MIEThA LITFBIZANWS Z &3 T
& D,

ARFERICBWT, ERABMThAERKE (Th) » NROMREZRE THIE) &,
$EHK| (HiTh3ZE, MTh2¥E X OTh1FREIR) OREHHOBEL RV, FRER
ThAERE (Th) »EROMBENCRE) X, EROREERVEAERE
BREOHBEL 25, EFRELVEVESICIIENThE HEHRA) 25 L,
EHEELVEVGESICITIEThIERAEZ, e ENEETHILENTED, 71
v R R RE LTV AEEICB VLTI, #2113, Th3&ARAS & Th2A &
KIEREWBERH B0, TOHBAIEMThIE L HiTh2E L 2 ERRET5 =
LiThed, £z, TOX D RAERKGHEER OMIZ, FRABMThOKIEZ K<
THEDICEBREREBRTIERZ IR EDT A=A (FIANA
T F—FHHD) ERELTLIN,

AFRHOEBA S > M2, HITh3E (&) . HTh2E (F) RTCHAIC KLY
Th1FRHEE &) 2E8Lb0OTHIHEEIE. BEICE, FIAE, fiTh3FEDK
ERAsE#% ., Th3AEMRKIEOIETHRFED bNZRICHTh2FE I RE IS X HITH
WHENBZ ERFELL, HEICLY . RTh2RORERBE. Th2EEKIED
BETARDOENEZICE HIZThIFFEER TS SN KO ITHWDON D Z &34
ELWV, #ELIE, 7T FE—HRERERE L TWOSHALBMIZT L THTh3HE
OBREEBMGT D & Th3EKRRGEHMET L, 22XV Th3 (%) OfF (Blx
IZFRAERThS (%) ) BPEFHMANE 2520, TOERKBTHThIEOREND
PTh2REOBE IV BZ 5, WNT, HTh2HFOR S E AT 5 L. Th2£EK
FOSPMET L, ZHIZX W Th2 (%) O (FIZIEREMTh2 (%) ) FIEHEE
AR ERBD, ZORETHT2ROBRS 2T 5, £0%, BEITXKD,
ThIAREDOHREICHVRLZZ N TE M, ATh2EOFEK THRIZ, Thl
AEFIEMET LTV B 2TLHE L TV B0 E 2 ORIIC L W BT 5 Z & 13E
ZoNn5n, ThIFAEREL LTk, ¥R EBE LT, Th1EKRIGz R
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THEME RS, ThIAKRKSZ T 2HEREZ A2 P2 EERET DT
ENTE D, RN, FTh2EO# KX TRIC, Th1EFERIGSET LT
BILNENED, UERNETIESELEAZR/ETHIENGFE LY, B,
AFERICB N TR, —BEFFHEANICHEE SR ZTh3EFRITIX, TOROHM
Th2EECThIFHEREOB LI L > TRESEEBEND Z L3R, BIEHKEER
IR (b L IXZ 0l RS 5, Afflc, —BER@GHEMNICHES L
7eTh2AEBRIEIE, 0% OThIFABEEOBREIC Lo TRESEESND Z LT
724, BlEmEEE®REAN (b LIXZ20EE) KREFEshd,

)5, ARFEOWEEAx v M5, HiTh3E (H) . ThIFHERE G) KOHE
X W HITh2EE &) 254b0OThIHEEE. EEMICE, Al HTh3HE
DR ERIE%, Th3AEERISOETARD bN2RICThIFAERER KRG SN D &
SICHAVLNAZ ERFELL, BHICL Y., ThIFAEREORERLAHE. Thik
KRS DORT XIITLER B D SN RIS S IZiTh2E R EE I NS L5 ITHW
BENAZENFELY, FELLIE. 7 PE—MFEEREZREL TWAHALEYIZ
%t L CHIThSEDOBR 52 BT 5 &, Th3AEKIEMET L. 2z X ¥ Th3 (
%) OfE (Fl 2 IXRERThS (%) ) PEFHENLE 257D, TORKETH
Th3F D57 b ThIFAEEOR G IV B2 5, 22T, MTh3FEDOKREGKT
BT, Th1AEERISEMET LTV 223701 LT 2 233 2 OIRBIC K EET
BIENEZLNDTYH, ThIFAERLE LT, ¥R EBRE L T, Thikl
s % e 5 3H 2 AV 25, Th1AERG WA 282 RV 5028 E
WETHZENTED, —REICIZ. HITh3EDOREK THRIZ, ThlAERIEH
ETLTWDZ NSV, UERRIGETIESEIHEREZRET DI ENEE
LW, 20X, ThifAEEOREZMLMGT S &, ThlAERRISMET UITT
EL, ZHick v Thl (%) OfF (FIEREREThL (%) RORERThL (%
) ) BEFFEEANEL 257D, ZOBRBTHTIMENREZK T TS5, TORK,
BAICLY, HITh2EOREICH VW BEZ 5 &8 T& 5, HTh2EOR 5 2 s
T2E, Th2AEEKEMET L, ZHIZE D Th2 (%) OfF (Bl 2 iXRERTHh2
(%) ) PEFHEANL DD, TOERBTHTR2EOREEZRT T2, 1B,
ARIEHITBWTIE, —BEEFHAPNICHE S N 2Th3ERERINE. £ DHEDThl

16
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IO Th2EDFE I L o TRESEEIND Z LTkl BIEHEE LR
BN (b L IXZE0ERE) WhFFshs, ik, —BEFEGEANICRESNLT
Thl1EEG X, EOBROFTh2EDEFELSIC L o TRESEEINSL Z LT <,
Bl & E EHHAN (b L IXTOuEE) IKhFEshs,

22T, £Th (%) CEFE#E (EFEME) & LT REZXEIhT, BFEE
S L TAHABYORE T L ICHMONTWAAHMOFEHEZHATIIX L VA,
ZIE, & FORERTh (%) OHAE. Th (%) 132.0~10.0% TH 5 Z L 234F
E L., Th2 (%) 130.20~1.2% TH 25 Z &2 E L. Thl (%) 1£20~60
% THDZ ENFELV,

FFRRIC, BREROEAEBM N IEL N THHBEDOHE LT, £ XIZ
BT 5%&Th (%) OEFEGEE (EEME) X, flid, REETh (%) OHE.
Th3 (%) 130.1~3.0%THHZ EBFELL, IV HFELL1T0.2~3.0%., &
BIZiFE LLI1X0.5~25%TH Y, Th2 (%) 130.1~25%THD I LMNMFEL
< EVHFFELLIF0.2~2.0%, S DICHELLIF0.4~1.5%ThHY . Thl (%
) 130.3~3.0% THDHZ ENFELL, IVHFELLLIF05~25%, EDITHFE
L<130.5~20%TH b, £z, WEETh (%) OFA. Th3 (%) 1%0.5~4.0
%THDHZEBFELL, E0VHFFELLIF0.6~35%, HIZHFELLIT0.8~
25%THY., Th2 (%) 130.1~20% THHZ PFELL, XV FELLIIE
02~15%, EHIHFELLIZ03~1.83%THY, Thl (%) 1X0.5~4.0%Th
BT ERFELL, LVHFELIZ05~35%, &bICHELIF0.6~2.5%T
H Do

2B, £Th (%) OfF FIZIFREROETh (%) ) 1E. ~AS—THIE (
Th : CD4SP) ¢ #&Th¥ A b > &%, Thl (IFN-y*) . Th2 (IL-4%) .
Th3 (TGF-B17) & L. &fifak (F72b 5 [Th cytokine)CD4(H)cell]
O I'Th cytokine(-)CD4(H)cell] mHIEE) ZRIE LIzRICESWHTTRAIC
LVEHTAZENTE D,

Th cytokine(+)CD4(+)cell
Th(%) = % 100
Th cytokine(-=)CD4(+)cell + Th cytokine(+)CD4(+)cell

17
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28, Th%XThilfan 2 OREE T, BPHREC L > TRONERE, D
WIIRREE R LN bBELLD . B LS ThOELEEZThAERRIE L L
<THESHhS, MEKoRER, flxE, 7e—%A4 8 A MY —, FACS (
fluorescence-activated cell sorter) 5% v P EZANTITI T LB TE,
FrEOMIa%gDH vy NIFEROEHZIT) Z LTV AETH LR TE
Do

ERARBAOBRTAS v MY, REECREREERL T M —ERERERE
FE LTV AREELEMWIC R U TR S A HE1E. HICUTOREBIRSEFE LV,
bbb, HTh3EO#5BEMAH% L., Th3EFRISOET & & bICTh2 A KRS
DTLENTED b %IC, HTh2ERRESNE X5 ICHVLND Z EBRHFEL
<. BAICEY., FITh2E OB MAE T, Th2EEKEOET & & bICThlE
KRB OETRE® biv#%ic, ThIFHEEAREEND LI ICHVWLN TS XK
vV (Anti-Th3, anti-Th2, adjasumentTh1(IFN)-Therapy : 27 > 7i&)

AFEPEOBEAS Y boFERICRB T, flx i, HiTh3%E, RTh2ERT
Th1ZREIE L, ZhFn, 22 2B E SR KO ICAVbERDL Z N
FELL, T0FEELIEAR L L5AM, SbiFELLE5~60HHE, &
SIZEVIFE L II5~35BMTH B, £/, MTh3E, HTh2EXROTh1FHE
EDTNENOBREMEIOSEHE, 180T ERA XIICAVLND Z & W4
FLL, EVHFEULIEIBOEUT, SHIHFELLIXIBEEUT, &biT&Y
HFELIIZI00BUTTH D,

ARAOREA X v MCBW TRV AHiTh3%E, HTh2IE K OTh1FAEIE,
K2 | BIR UTe BB LA ME LR BDRS L LTER, S DICRERICIIRS
NAEEEZSLERHRYOFRETHRESNDEZEPFELY, 22T, [E#
HC A S BB ik, BIEH. AREL HER. REER. ZEA. KT
#. BEH. E. FEA. BEAL. AL, WREEL. B BEHBAD
BVE T OMOFTIMAFIER BT oND, FOLIRBED1IEULEEZAVSZ L
iw kD, EREFL WEEL b TEAHL BREH, FH D VT ey THRIZFORE
PDEEMESDE LTHRMINES, 20X 2ERERHFEOCHThIIE, i

18



10

15

20

25

WO 2011/040052 PCT/JP2010/052394

Th2 R OThIFAEIEZ, ThZROMD 2 WEFERAMICRETLHZ LR T
&5, ROBESoEEE LTL, AlE0pERE, OENERS, ET&ES. BAR
B, RERE ., MERELRERETONG, FRORSEOEODOBREREL L
TiE, BB XV AF SN B EHF (R TREROCFEHTREAOEHAD) 2, &
REIC AR E R OEERER ENEEN S, EFRAIOBSICE, EEAE
KIUTTHIROESF AR K EORFNICHFR SN S EAETICHREIRE TS
TRk ETAZ LN TEDS, B, ThIABEOREIZBW T, Mz, &
AREINF-y (A& —T7=nr-y) (BEOVIAE) X () KEEINF-
@« (fr&—T=xzur-a) (XBETHRLBRIEET) 2RETHE61
RO#E, BRAICIZ, DG, DEARE, TTRE., HRRMA, MRS,
WEEREMNEFE L,

F7-, PiTh33E, MTh2E R OThIFAEE DK« ORE5EIT, REZ ST,
BWERET DI N TE, HRLLDIHABHOEEE, TR L 2D
B (BE) O, . REROER. WEDR. REGFE, LEFER S
WX BoTWTH Iy,

RTh3E D EEIZ, BE XS NABWA, FlziX, 1 Bz >&1~120mgkglf
BTHHIERFELL., SVFELIETBIZDE5~110mgkgfETH 5,
Kz, I8R5 LE A e b THEESIT. FITh3ROBRERIE, 1 RIZD
£1~120mgkgRETHHZEBRHFELL, IV HFELIIXLHIZDE5~
30mg/kgRETH B, o, B LRDIHABYNRA X, X2FETHLHIHEIL.
FiTh3Z O} 5 8i%, 1 BIZ0&1~120mgkgFETHEZ L PFELL, KV
HFELIZ1 Bz E5~30mg/kehETH 5, EFRIIEMEETGF-81H 25\ %
Th3EAEFS DI K- TRADHERERRELZ EET 5.

MTh2E DB E BT, BREFEN2WVA, fIX, 1 BiIZ2%0.1~10mgkg
FEETHARIENFELL, IVHFELIX1L Bl oE1~5mg/kglFETH 5,
iz, WRERIZHAESNAE P THHEEIE. MTh3EORERIX, 1 HIZD
%1~10mgkg R BETHBE I L BPFELL, IV FELE1IRIEO&E2~
Smg/kgEETH D, Tz, MBLBRIMABMIRA X, F2LETHDIHEIL
FTh3EO®REEIT, 1 BIC2&3~bmgkelFETHAZ LMBHFELL, KVF
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FLIEL BT OES~30meg/keFETH 2,

Th1FHER OB EBIX, BERZRENZVA, flxiE, 1 HiIZ>E1 MU~30
MUTHBZEBRFELL, EVHFELLIZ1BIZoE4 MU~10 MUTH 2,
Ml xt& L 2 AWALEN e P THBEEE X, MITh3EORERIX, 1RO
X 1~120mgkghETHHZENFELL, IVHFELLLIXL BIZ2E5~
60mg/kgEETH D, £io. WABLRBPEALEBYHEA X, FAFETHLIHEI.
HTh3®ORE5EEIZ, 1 BItoX1~120mgkgfETHD T ENHFELL, LY
FELIZ1 HIZDE10~30mg/kglkETH 5,

ARBEOWBER> v Mid., EARNIZIE., Anti-Th3,anti-Th2,adjustment-
Th1/P.Therapy (A7 v 7IE) ICAWEDL X PBRHFELWVEEE LTETOH
A3, HTh3%E, FTh23 K OTh1FHEELSC, MOBRERZEFA TV TH
LW, fhofERER L LTk, BRERShT, fld, BAIRRASEO%
BNy 77— ARAE (FlR~=aT7) SEBTH5IEHRTE D, £,
AFEBOEEAF v M, HiTh3%E, HTh23E OThIFREIEREOFERERZ .
FRTEELD LD TH->THIWL, 272 & b—HBEBIMEMILIT)HE X
bDTH-oTh L, REZSNRW,

3. 7 ME—HEREROIGRTIE

AREOT F R R OBEF B, AR Lz X i, 7 M eE—EpER
PIRELTCWAIEE MBI LT, ATh3E 2L L, ZORITh3FKIC
RZ THTh2EZHE L, BRI LY., ZOHATh2EICRA CThIFHERE &
B3z LM ET D, WRAETH D,

Y7, AEEOT b E—MEEROBERFEOROERK L LT, Bkl X
Sz, T rE—MEREAERELTVAIEE MNELEMICHE LT, MTh3FZ &
51, ZO%HTh3EICR X TThIAEEL RS L, BAIZLY ., £O%ETh1FH
B A 2 THITh2 A B 575 2 L3 Bl §5, BWERFETHD,

AR OB IEIZ A S 35 Th3ZE, HTh2FE K O'Th1FFEIE D E &
B OMFE LD EEFIT-OVW TR, BIRE 2 BT 2B ARFERICER TE& %,

R, EROEY . AFBEOWBEAFECBON T, Th3%x EFEGEAMNICY
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Dl DICHTh3EZ LT 203, HEIC LY, HTh3TEICMR A TTh3EKKIGHE
BAKI(Th3EsRA]) 2®RETHZLbT&E S, flE. B hOEET b — (B
It MEEET ) RUOGERE (RERR) S05B6X. Ikt MBIk
FBEME 0D B IEIHERFEREOEH ST, ThAERRKEPEETHZ Z &N
HBIH, DX I eEE . Th3% % EFFENICT 5 72 O I Th3 & UG
BRFE VD Z EBNEFE LV, Th3EEKAEEANCE T 2R T E LW E
BN OV TIE, AR 2 RIS RIS FERICER T& %5, & FEET MY
— (FFlce PREET bE—) RUOMEHHERBRICET 2 EERAITOVTH,
ATRD 2 TEICR T AP FEIRRICE A T % %,

F, ERORFBHOBEFIEICBONTE, 7 FE—HERERERIEL TS
JEr FEILEMICE LT, &5, TGF-81 (TGF-8) ##lH (FTGF- B 1%
(BITGF-B13E) ) Z2RETHZLbFELVEBHEE LTHET LD, HLTGF-
B1AIO#EEIL, FITh3FEZFE G T 2AMCIT S L o2 L. EFMiciX, HiTGF- B
150512 LY TGF- B 1Ml B vz, MiTh3EZ®RET DL Z L34
E LV, MEFROTGF- 8 1L~V OFHE R OV Ol OfERR T, REX S LV
0B, B2, B TAERREHAOT FE—EEEAOKREAX Y FEAWTITI Z
ENTE D, YEMHAT Y ML, BITGF-B A2 EL b0 TH Y, MiEho
TGF-BIB—BLV_RAUT THEINENEZBZ D LIV THHMNT, BEKUE
MO ETHZENTES, FlaiE, & FoBEe, MEFOTGF- B 1DREN
1.5 ngmll b, L1320 ngml ETHB L, BEWLT b —MEELE
FIELTND LT DI LATE, ARIZ, F2DBEEIT. 1.7 ng/mlll k|
A X DBEA1E2.0 ng/mlPl LD MEERTGOF- B 1BREOHRE. AEICT b —5
EREFREL TS LFMIT 2 Z N TE B0, HITGF- B 1AIOFEIZ LY,
PITh3EOE G123 h, MIRPTGE- B HRE z EEEGARIC TS Z &P E
LV, PITGF- 8 1B D EZNAR O4F E LW EEFICTOWTIEL, BIFE 2 . HITH
T HMBANFRICEMTE 5,

REHDOIBRGEORHR L 25k MEAEME LTI, 7 MY —ERELE
EEL TV e MBI THIIEL L, BEIZENT., #l2IE, 41X, R=2,
vy, Uw, TE BV PR, vUR, Ty b UTE ELEY PROAN
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AAR—ZERFFT N, FTh, AXRLYRHFEL, 2B, REHDOHES
BiXe M2 bBERTAZENRTE D,

KIEBADHBEFEIZRB O TIE, 7 MR FRERIE L TV D HABWITH
LT, $iTh3%E, ATh2EROH S LV ThiFHERZ ZhENL Z DJEE TR E
TB5Z &, F2iIHTh33E, ThIFAERER OEEIC LY HITh2RE Z T IO
B CTRETAZENEETH D, TDRH, HTh3E, HiTh23 K ONTh1FHE
WO L b 2BEHATS (TRLOLFABMICRSEST2) &1k, XEHD
TRIRFIE O ERRBRITITE 20,

AFRBAORFEFEN, PiTh3IE, HiTh2E R OHEIZ X W Th1FRERE 2 =€
NZDESETERETIHEAZ. BEMICIX. FliX, fiTh3R DR ERHAE.
Th3EEFROET AR b BICHTh2EERE T2 ZEBFE L, BE
kv, HTh2RO® 5%, Th2ERKISOETARD b 7-#ICTh1FHE
HrBETHZENFELY, LI, 7 hE—MRBREZRE L TV SR
Bt L CHITh3E R E2BMET 5 &, Th3ERKGAETL, ZhiTky
Th3 (%) OfE (FIZIERERTHhS (%) ) PEFFHEANLRDD, ZOBRMKE

FITh3E DB 55 HMTh2R OB G V&2 5, RWT, HiTh2KoRkE%
BEfET 5 &, Th2AEKFKEMMET L. 22XV Th2 (%) OfE (Bl x iXRER
Th2 (%) ) DEFESMAN L2570, TOEBETHT2EOREEZKT 5,
0%, BAHICX Y, ThIABREOBRLEICE VY BX 55, HTh2EOR 5K TR
2. Th1EFERGMET LT B 0T0HE LT 2 04 ORBUZ LY EE T 5
TEBNEZLNDD, ThIFFEREL UL, YR E2FE L T, Th1AEK
& T B EH E VS 2, Th1EERRIE 20 238 2 V5 22l ER
ETBHZENTED, —RICIE, HTh2R OB K TERIZ, Thl1ARRGHME
TLTWAI NSV, YBEKGEZTIEITIEFERETDHZLPHFEL
W, 7R, AEFICRBWTIE, —BEEFTHANICTE SN Th3ERRITIE, ©

#OPATh2ECThIFAEE DR EICL o TRESEREIND Z LITRL, B&
X TERMIAN (b LIXZOEE) IcfEsn 3, Ffflc, —BEEFHEANIC
FIE S NTh2AEEIG IR, FOEOThIFAEEOHREICL o TREXSEEIN
B lidiad, BlEREERBEN (b LIXEoiEE) ThFahd,

22

.4‘

I8



10

15

20

25

WO 2011/040052 PCT/JP2010/052394

5. ARFEAOIBRSEN, HTh3FE (=HTCFAD . ThiFAEER THEIC
LV BiTh23E 2 ZNEN 2 DIEE TR ET 585813, BEMmiCix, i, 7 b
Y — DR RE & BIEEIC L A BN Th3E OB 5 BtAE, Th3A KRS DK TR0
BV BICThIFRERE A R ETH 2 LB FE LS., BEICE Y, ThifAEEOR
BB, Th1EERKIEOET IITUERR D b BICHTh2E 285552
EDBFELY, FELIE, 7 ME—HEREREZIEL TV SHAEIMIE LT
Th3FE DKL 2T 5 &, Th3EKFIEMET L. THIZE W Th3 (%) OfE
(Bl 2 IXREHThS (%) ) PEFEFIAN L 725720, T OB CTHTh3ZED
E» bThIFHEEOREIZHIVEL B, 22T, MTh3EOER 5K THIZ, Thl
ARG HMET LTV 2 T0HE LT B 233l 2 ORI & 0 B85 2 L3k
2o d7c, ThIFFEIERL LTI, YRR EZERE LT, Th1AEERE %R
T HEHFEAVDH ThIEERRS 2l 22 AV 202 ERET S Z
EMTE D, —RAICIE, FITh3FEDOF G THHIZ, Th1EFRKESET LT
BHZENZNED, UERSEZTLEIEIERFNE2RETIEBHFELY, 20
X5z, ThIAEEOREZRET S &, ThIEAEKGHMETXIITLEL., Zh
2L YW Thl (%) OfFE WXIEREZRThL (%) ROERFEHRThL (%) ) BIEH
FWHNE 2B, ZOERMTHThEOCREEZKT T3, T0%, HEICLY,
FTh2BEDOFE STV R D52 BN TE D, HTh2EORE LB T 5 L. Th2
ARBISPMET L, 22XV Th2 (%) OfF B IERERTh2 (%) ) BE
HHENE 250, TOBRBTHTREOREZKTT5, 2B, AFRICE
VT, —BEREAPNICHE S = Th3EERRIL. £ 0% OThlFHEEH
Th2IEDHEEIZ Lo TRESEBEBEINAZ 1372, BlEmEEFHMEAN (L L
<IFZFOERE) ChRFEENS, Rk, —BIEFGEANICRE SN 72Th14 KK
ik, EDBOPTh2EDOFREIZ L > TRESEEINSZ L1372<, Bl&HiE
EFHEN (b LIXZ0EE) iofiEshs,
2T, £Th (%) OEF@EFLE LT, BERELT., BENE LT 50H
HEWMOBR I LI DN TVWARAMOHFHAZEATIEE IV, FIxIX, B b
DRIEZTh (%) OHFE. Thd (%) 132.0~100%THDZ EPHFELL,
Th2 (%) 130.20~1.2% TdH 5 Z & 2347 % L<, Thl (%) 1X20~60%Th 5
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ZEDEHE L,

2B, £Th (%) OFE (FIXIEREROLTh (%) ) OBEBFIEL, A2,
HCRANTHHFELFETH 2,

AP OBETEN, BEDCT P —HEREAEZRE L TOAHILEIYIC
L CHEASNDHEEER, I TOREEBERSIGFE LY, T742b5, HTh3E
O 5-BREH# T, Th3ERIEDIET & & HICTh2A KRS DTLERFED bl
#I1Z, FITh3E D LHTh2EICE D B2 TRETHZEBHFELL, HBEITLD,
MTh2E D 5 BE% 1T, Th2ERRIEOET & & HIZThlIAEEIEDE T AR
Do BIZ, UTh2E N S ThIFABIEICM Y FEA TRELTH XV,

ARIEBADVRE ST EDS, HiTh3E, FTh2HE B A X W Th1FHEE L2 Zh 2
NI DNEETHEET 556, HiTh3FEOHEGIL, Th3EAEEE=F V) 7L
RBBITI ZENFELL, EHLITR2ERKIEDE=F U V7 b TITo T
IV, Th3AEMS &ETh2ERKIEDE=FY 72 RTh3EORE L WITL
TITH Z &k v, Th3(%)E (Bl X IEREFTh3(%)E) OEELEEL LT, i
Th3E D EH L EBOHIH, & 5I12iFHTh3E s SR Th2E~D R E D)
DL CERSITRE - YT A LR TE, T R R OIRR
RELV—RBHRDLZLENTED,

EAERIZ, PiTh3E DR 541217 2 FiTh2FE OB 51X, Th2A KRG % €=
BT URBRBITIZENFELL, ELIThIAKKIEDE=F U 7 b
FTIT->Th LV, Th2EEKG & ThIAEKIEOE=4 Y > 7 ZHiTh2E O
BELWATLTITI Z Lk v, Th2(%)% (Bl ITRERTh2(%)%) OEZHE
2 LT, MITh2E OB SRR 5 BORIME ., FICHTh2E OB EHK TR (3
o bERANBEDLERER L 2 2 BAR D D) | S OIIEEEIT L V1T O HiTh2k
NOEThIFHEEA~OREGOE W BEARHN R EZESICRE - T 52 LN TE,
TR EROERDREE LV —BRDL LN TE S,

& BICFERIC, FiTh2RO B E%I121T 5 Th1IFIEEOR 5L, ThlAEERE %
T FZ YT LRABITH ZENFELL . ThREOKREM[E A2 7#HA (CL
) FE=FV T URBRBITIZENRELITHELY, £, Th2AEKRRKEE R
/OITh3AE KRG OThHIREDREF E A2 7H A (CL) 0E=F Y 7 bt
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FTIToTh XV Th1ERKEEDE=4 Y > 72 ThIFEEK DR E L T L
TITH Z L&Y, Th1AFKEOThiREOHREME Xa7#HFA (CL) 50
IITGF- B 1RIL-5Z#81E & LT, ThIAEROREHMLREBOHIME, K
Th1FIEIEOR R T (T 72b bLEABEBERIF) 72 L2 ABITRE - H
WridZ B TE, 7 HEEROBEDREZIV-BRDLZENTE S,
Rric, TGF-B1 (IEPORE) X, 7 ME—WEEADOFRBETET 535 2
—F L THEATE S0, LERORE - 2 X0 —BES»OHIEIZITS =
EBTE D,

AFEBADOIGRTIES ., HITh3%E (HITGFE) | Th1FABRER OEAIC L
Th23 Z TN TN I DIEE TRET 2B A, MTh3EOBR 5L, Th3EERIS %
FBmR YT ULRBLIT) ZEMNFELL, ESEThIAKRIEUNADE=FY
VI BPETT > Th &V, Th3AEEKG EThIEERRIEDOET=4 Y v 7 & H
Th3FEDIRE LT L TITO Z L2k v, Th3(%)%E (Fl 2 1ZRERThI(%)%)
DIEZIEESE LT, AITh3EOREHMOREROHIE, & 5ITIFMThE» S
Th1THEE~DREDG D B2 R L2 RSICRE - M+ 52 LN TE, 7
FE—HEEROIBEDIREZ LIV —BEHDE I ENTE 5,

FE AR, FiTh3E DG4 1217 5 ThIFABEE 0K 5%, Thl1AEKKE %€
=Z VT LRBATI ZENIFELL, ELEThRARKIEOET=F Y > 7
HETIToTH v, ThIAERERS & Th2AEBKIEDE =4 Y o 7 % Thl FHE %
DG LIATLTITH Z LIk, Thi(%)E (Fl 2 IZNER KR NEERThL(%)
%) OEEZEREL LT, ThIFAREORSHECHREEOHIHE, 12 Thl FHkx
DHREMRTERH (T2 bERIBEBLERN & 2288085 5) | &bICRES
(2 X VAT 5 Th1FREERE D> S FiTh2EEA~DRE DU B X iR P2 BB IR E -
HEF5Z &R TE, 7T MRBEROEBEDREZ IV —BEDDLZ LR TE
5,

EBICFERIZ, Th1FFEERORE%IZIT 5 PiTh2E OB 513, Th2AEKG %
F=F VT LRBBITIZERHFELL, THREDHREE L X2 7#E4 (CL
) BESFZ VT URPLITIZEBEIDIZFE LY, £, Th1EERKEENR
S RITTh3EMEKEOTHREDOREBEE L A2 7/ A (CL) OE=F Y L7 bt
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BTIT-oTH &V, Th2AKRBEDE=FY 7 EHTh2EDOR 5 & W{TL T
7228k, Th2EEFIGOThHIREDREME A 27 HKR (CL) H5WIX
TGF- B 1RIL-52HEE & LT, HiTh2E OB EHMHR S EORIHE, £ HTh2
EoOREXRTIRY ThbbRAMNEREE) REZFIITRE - HKT5Z
ENTE, 7T INE—EREROBEDIRE LIV —BEOL LR TED, &I,
TGF- 1 (IEFDOIRE ng/ml) X, 7 FE—EREROKREEZFTMT 537 A
—HZE LTHERTES%20, LRORE - HlTE LV —BES»oHEICITS =
EMNTE D,

B, ERULEE=2Y v 2BV TR, Th3A RIS X TXIHHT LT
Th3Y% A " A THHTGF-B1OMFRELZET=F Y 7L Tb I, £k
Th24 TR 2 TUIPHT L TTh2 A R A > Th BIL-4D MR E %
=Z2Y 7L Th &L SHIEThIAEKRGIZRATXIEHMT L TThlY A b
AV THHINF-y DMFREEZE=F U 7 LTH XU,

KEROWREFEICB T, FRT=F Y 7ok, BRERERRV,
Bz, 7e—% A b X FU—, FACS (fluorescence-activated cell sorter) <°
g%y MEEZRWTIT) 2L TE, FREOMRED D v FUIFELROR
HETY Z LIk VP REDTFEEZ T2 Z &N TX 2,

ARIEBPDOIBREFTIECB O THWV 55 Th33E, HTh23E K CTh1AEFK OB E B
., BERRESCERGEZICOWTIL, A2 BB T 2HHAIFEKICEATE
Do

RBARFHIZ, WELEM (b FXUIFEE NEALEY) ©OF FY—EREAOWE
FRAOx Y P XIEA 2 RET 5700, FITh3E R OHITh2E (BAicky
ThIFREIE L&) OFEM, LN, HWABY (v F3UIFEE FELEM) 07
FE— R SRR IERT 5720 OMTh3E R OHTh2EE (35461 & » Th1FH%EHK
bED) OFEALELLOTHS, AKX, BIOBKE LT, WaLEY (
b MR MEEEM) OF MY —EEEROERAOF v b UIIEH] A S
T 50, HiTh3FER OTh1FHEERE (BFEIC L HTh2FE L&) OFEM. I
T, WREM (v PITFEE MEREMY) o7 P —ERERERERET S0
OHTh3FE KR OTh1FEE (BEHIC L v HTh2E L&) OFEALELLOTH
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Do

4. 7 hE—HEEROBHBASY k

AFERICBW T, BITGF-BHREEL I L 2B E T2, 7 MY —EE
KOWHAX Y FHRMET B2 LR TES, ARAFIL. BEEMEICL-TT
FEe— MR ER BTSN BERLIET PE—B (BEE) omE»L,
TGF-81E (TGF-B DORE) ZREL., MBICAFEESPHDZ L 2B L, B
EECIR, 7 hE—MERER BB SN BERIX. IET P BT T
TGF- B EAFEBEICEBWVEEZRT I L2 A Lz, REHOT M —HEEED
BRHAX Y FEIX, 20X BRARICESWTER SN,

B, AFAOKRBAFY ME, 7T ME—EREXOZEHAIF Y FELTHH
WHZENRTE D, iz, RERIX, MITGF- AL E LT Y —HEERD
BHEAR O HERMERY . FITGF-8MEEAWAT bR EROHKH
FEROBWFE, NS, 7 bR R O R & O 0o 3KH) & i
THIDDOHRTGE- BHRAEDOERALETL D TH D,

ARIEFHOKBBAX v MoBWT, HTGF- g Hifkix, ZEME (RiFkE) ROVE
ARGHESEEEZEER LT, BMLZRETHAON TS Z EBMFE LV,

AREFOHRHAF > M. HITGF- g LA LISMC OB ERZ ST Z L AT
&5, LOMWRESEL LR, flAXIkEREARE, BeiE, £E Ay
77—, MIFEREAOSEREE ORRE. FURIEEISICER LS5 B EAR.
R~ T VEEFET D LHTED,

AFEHOBRBAI > MY, ®BiZ, ELISAZFIH L CTGF-B 12 MHT 5729
DFy N THAHIBEEIE, MOBKRESEL LT, S5RRIRAKREARE, #
GREBEL2XTAENTED, £/, vERXF 7y MEZFIH L TTGF-
BEMMHETAODOF Y FTHAGEIE, MOBRERL LTE, S HICTLKRER
FHREARE, REEEEELR T LENTEDL, £, A/ 70w ME (&
auA FiE) Z2FALTTGF-B 2T 57200F%Fy FTHLHHERIX, &=
A FE#HAESEEERLTEICNLZ, = e =X TR0y 7
Ry RRayPalfi— MRy RERBATETANRAT A v 7 EHFTHZENT
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x5,

AFKHEORMEAF > M, BREEL LT & balk LziTGE- B Hils
R THB LD THIIEEV, #oT, 7 b E—HERERORECBETNICYA
LR AHREROE TR, YENTOF- AL HIHELATVNEHOTHLTH
T, #5TRRSTHEL, BERZRENZRY,

AFBEOKRLA S v MRV BHTEF- 8 Hifk (HTGF- B 1HL4K) OIERITIA
X, REIZESNT, AMORY 7 a—FAHEROE ) 7 v —FVHEOERS
EEHBAT S ENTE S, PUTGF- B Hukix. REXSRWA, £/ 78—
FATETHD Z EBHFELY,

AEHOBMHATY FEAWT, 7 ME—EREREZRET 5128720 T,
v NS, IEFOTGF- B 1DEEHNLS ngmlll b, £FF L < iX2.0 ng/mlli
EThre, AECT PE—HEBREREL TS LFHETS I ENTE D,
E-FEIC. R2DBEIE, 1.7 ngmlPl k. A XOEHE1E2.0 ng/mlLl ko il
FTGE- B LBREDEA, AEICT PE—MRERERELTWDH LFHETH I L
BTE D,

ARBEOKRHAFy ME, Rk LizX i, P OTGF-B1ORELZTER L
LT, 7 hE—EEEAEZBETEDZ LR LA, YHBRERTEORRIE,
Hidk L7z 7 b MR R OWBEFIRIZB VLT, PiTh3E A 532 72 DIEHA
EHEERREICANVD ZENTE A, 7 b —MHRERICH T 2 REREICE
W CERANBEBLEERL OBINT (SBIRHE 2 p SIRRZIR KT b HWD Z LR
TE %,

AFEICBO T, FAEETREASY FPERNWDZ EITXY ., HEBRIETLE
BOMIEROTGF- 8 Z R L, TORBBREBEIELLTT PE—ERFERO
REERIET A FERRET A b TE 5, TRbL, 7 FE—EEERORE
R BT, BEZOWVWTHOBRIZEN TS, HAWET ME—REXD
FEER R THLEMICB N TS, MEPOTGE-B 2R L, REZHET S
Zrizky, 7 E—EEEROEROBRECIHRENROBE 2R FIFHMET 5
ZEMWTE D,
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LI, EMf 257 CRERZ L BEROICHAT 28, AERITZALIC
RESHDHOTER,

REMFNCRV T, WE. FHF Y Mo X258 7 b ©—HEER OIRERE
“Anti-Th3,anti-Th2,adjustment-Th1/P. Therapy” (AT v 7{k) ZHWiE, 7
. Anti-Th3. anti-Th2. adjustment-Thl. &% OP.Therapy® EE N ORI
DWW TO#EY Th D,

- Anti-Th3 : 51Th3%%

- anti-Th2 : HiTh23E

- adjustment-Thl : Th1FREH (REMTh1ZMEI L, NERTh1ZHEKT S
EWVNH . INLWGRERE O CHREBEEKE B®T 5, )

* P.Therapy : /SWVAREE (BEKOEBHICERT D) ;A MFaty—
vk L’C100~200mg75_’1 H1EIRERICEARMA T2, 2B, FREOERIC X
HT 5, 2720, 4 N7 a2 —AERBD SO0 FE L OHE, 1E
200mgZ 1H2E (18 HE400mg) RERICEARAT 2, B8 TEIEAZ
8mg/kg/SIGNENHEETH HM, 3~30mgDEDHFHFIFE LV,

(EHER 1)
BHET b E—HREROER (1)

BIET b E—MEERIITh2AERREOBREM[N Y ST v K (BICETAEE
LIRBTL) THILBRFHUTHD, BET PE—HRERXTIIERAT v 70K
#| (Anti-Th3,anti-Th2,adjustment-Th1/P.Therapy) Z@inT 5 & &R0,
ThiRZEH b B ThEERIRA T 2+ — N 0% 5B 0 RIS RRE % EiiT
DHBEWND D,

FEB] : 45mBME, NREINL T P —HEEER (AD) T30 A 7 =
A F&TV, &F»0RBEAH THREMBELE Y Thote, BB, 34Tl
EEEL, 2, AMBETHET 2 LEDES ZLREh ol

BRI L BUE : WO bR ORI I3 TER, BRLRWVWIZODREZ L,
EFDOREPFREL, BIEENZFHE L, REORENEATH o7, JLTh2FE L
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LCOIPD (RMEHES) ZERAL, Sbict/ vET2, ARBELES. i
ECOBFEOHMWETH T LiTRdoT,

B REE L LTI AT v 7 (Anti-Th3,anti-Th2,adjustment-
Th1/P.Therapy) % EMi L7z, ERIZIEXT v 71 & LT, TGF-B1D A~

—. REBTHBEERS FEROREHMBRERT) 20 CICNERAERK
o (EROREERERTF) 2HEMEL LT, HThHE L LTES - £FEOEZ(
HEMLSR)ZRA S ¥z, MiTh3EDORA N BR2, ABIITREILERB L. KE
BT AT be—Ril (ERMU/EEREE) bR LZ, £0#%. Th2AERE
(IgEDELA) OTLEL2%ET HHTh23E : LTIPD (KIBIEMS) =492, A RR
A&, Z0t%, ThIFHEREE U GROIFNFGEA (5 - ZREOWHERK L
BHEEFERDETEIEN AV E—T =20 "—TFERF - 2/ — KV —Lh)
2Rl ARMRAS Y, RICARLEZEL SR T v 7 3 I8V TIThIAERIE
PIERMESEENICTEE (adjustment-Thl) bk L7z RIFNGHEA 2S5 Lk,

ARFEHFITIX, BEILHN 108 B THIROBERATIREL 720 | BRIRER DR
LT NT O Th AEKEE N TGE- 81 O AL F=—h—ZETNENEFHEIC
ELFEE SN (R3%28R) , TGF-81 iE, Igh XX TARC (Th2 7rEhA
V) k0BT M EEAOEEY— I — L LTREMICBD AR Th o 7,
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C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X Masato KUWABARA et al., “Atopy-sei Hifuen no 1-21,52
Chiryoji no Yakubutsu no Shiyo Junjo no
Juyosei”, Japanese Journal of Allergology,

30 September 2009 (30.09.2009), vol.58, no.8/9,

page 1264
X JP 2008-214230 A (Makoto KAWASHIMA), 1,3,4,13,14,
18 September 2008 (18.09.2008), 16,19-21
Y entire text; particularly, claim 2 1-21

(Family: none)

Y Masaru HORIUCHI et al., “Th Paradigm Pattern no 1-21
Shikkan ni Taisuru Shushokuteki Inshi Toshite
no Yakuwari”, Japanese Association of
Comparative Clinical Medicine Gakujutsu Shukai
Koen Yoshishu, 2007, vol.37th, page 14

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 date and not in conflict with the application but cited to understand
to be of particular relevance the principle or theory underlying the invention
“E” earlier application or patent but published on or after the international “X”  document of particular relevance; the claimed invention cannot be
filing 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”  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 being obvious to a person skilled in the art

the 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
11 March, 2010 (11.03.10) 23 March, 2010 (23.03.10)
Name and mailing address of the ISA/ Authorized ofticer
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Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.
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Hidehito SUZUKI, “Allergy no Rinsho ni Yoseru
-495- Atopy-sei Hifuen ni Taisuru Suplatast
Tosilate (IPD) ni yoru Ko Allergy Sayo”,
Allergy in Practice, 2008, no.374, pages 504 to
508

Tadashi TERUI, “Atopy-sei Hifuen ni Okeru
Kosankyusei Ensho no Seigyo”, Journal of Nihon
University Medical Association, 2005, wvol.o64,
no.l, pages 55 to 59
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Box No. II 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.: 22-51, 53-55
because they relate to subject matter not required to be searched by this Authority, namely:

Claims 22 to 51 pertain to methods for treatment of the human or animal
body by surgery or therapy and claims 53 to 55 pertain to methods for diagnosis
of the same and thus relate to a subject matter on which this International

(Continued to extra sheet)

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, specitically:

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. III 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:
The inventions in claims 1 — 21, 52 do not have a special technical feature,
since the inventions are described in the document 1 and cannot be considered
to be novel.

Document 1: Masato KUWABARA et al., “Atopy-sei Hifuenno Chiryojino Yakubutsu
no Shiyo Junjo no Juyosei", Japanese Journal of Allergology,
30 September 2009 (30.09.2009), vol.58, no.8/9, page 1264

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 additional fees, this Authority did not invite payment of
additional fees.

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.:

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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