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FFZER R DOMEE (F230) : We sought to determine the molecules associated with the
pathogenesis of Japanese cedar pollinoisis in mouse. Experiment using KO mice showed
that BLTA selectively suppressed Cry j 1-specific Th1 response in this model. Microarray
analysis revealed that amounts of mRNAs for Th2 cytokines including IL.-5 and I1.-13 were
significantly higher in submandibular lymph node from responder BALB/c mice as
compared with non-responder C57BL/6 mice. On the other hand, removal of
submandibular lymph node had little effect on sensitization and onset of Japanese cedar
pollinosis in this model.

SEATIRTEHA
(BAEHAT - 1)
[ERES XS4 ik & Ft
2008 B 1,100, 000 330, 000 1,430, 000
2009 B 900, 000 270, 000 1,170, 000
2010 £ 900, 000 270, 000 1,170, 000
R
FE
ik 2,900, 000 870, 000 3,770, 000

W5y B - B SR
B DR - MR« SMEERBRPRIE 7 + B SRAERL Y
F—U— N EMIE. U A AR, R Y >, IL5, IL13



1. WFZERHAR S F 0T 5

AFEET, ERO 1 0% ESRE LT
WHWDIEERFBTHY . ZONRREZ R L
BFHUERIEZ R T 2 EETIRE VL, —KIC
JRRBMENT OFIEIL in vitro AT E in vivo
FRNTIC KB CTE D3, AXIEMEDIRIER X
WeL7c in vivo fEHTZAT 5 72 DIZITERRIC

IWEMWE T VOB LETH D,

B I LB 72 AXAEIE T TV~ 7 A % B
3& L7~ (Nomiya R, Okano M, et al. J Immunol
180: 5680, 2008), F7ebbH, AFEHOE
HY LLVF U THACry jlaT Vany M
MW BALB/ e~ w7 AT L Tk b4 %
LTk, PURRRRAIEREA . SRS AT
FRERIRAE ., FH TR Y o EIA O Th2 YA -7
A VPEEDHRIR DT, K LehlmmEnl
FERDBFEHRCE D L HRWIE LT,

2. WEDOBRK
SEIOWFFETIL, Z OFHUTHHZE L7 AF4E
WIEET N~ 22 HNT, LTORZHG

\Z9 %, Cry jl 3FEEG BALB/c ¥ 7 AH D
V3 Non—responder ¥ 7 2 &% & Lz~ A
sar7LABIRN T e T F I AFELH
W RERERIIFRIT 21T\, ~ 0 A A FAERME D
BAER L ORIEICEE L= T2 RET 5,
FIE SN0 Ik LTid, BREFRN, &x
TFWE~ T A PRIFUE, siRNA, & 5N T
TA=ZRAN/ T EZ A=A MNP ElE -
FIAFL, Y URAAFEHIETT VITEAT
5T LT RV - BIEDRRBIC L 5 2
DONENTT D, ZHHDOEREILIC, AF
TERME S RE9 2 BOH O BWIE, HIE TRhA.,
& 2 WITIRIFRIEDOBZ D FRE R FT T 5,

3. WHEDTTE

(1) AXIEBRIETT L~ AT HBTLA

D5
B ARIBALB/c~ 7 A& HVMIBLTA, v 7 T D
k=7 212%F LT, SPRERIE FICAX 7 L LY
Cry j 1% 0 R UREEIE LTe, mUSEELE
KT B DIEIR  GUARPEAE | SRS AT R BRI |
SN CNEOYA N IA CEAZ B LT,

(2) Responder~ 7 A & Non-responder~ 7

BT DHT Y A IR T DB FE

DR AT
Responder~ 7 2 (BALB/c) B LW
Non-responder< 7 A (C57BL/6) (Z%f L TSPF
BREZ FIZCry j 12 RAE M SR Lo, sk
TERETRIZHAT U o/ Hi 2R L. mRNAZ il
H U7, dCEReDNAICE L L=, ~ 1 7
BT L AL T Y ZA XL, SRHEDOFT
2 5Ll EORHTTHE LB O BT, HDHWV
130. SEL FICHBUR T 2380 1o s+ & i
L7z,

(3) AFAEMMERAE - FIEIC
VB DR S-
BALB/c~ U ADFAT U v /38 & il i L7z
AMGAIEE L7284 L 0 Cry j 1&20ERD T
1 b 3= VZREW AT s LT, B R ik
TERS TARITIEIR, Y& S Cry § 1A EEAYHUIAAM,
SRR BRI W T, vy DAL A AT
STZBALB/c= 7 A L Hik L7z,

BIDHETY

JERR

(1) AFIEBEET L~ U RIC
D5
FEIR, Cry j VRPEEROPUARPE A SORLIE N 47
BRI 72 & R L, BT Y v i o
IL-4/IL-572 EDOTh2 YA NI A U PEAITEF A
M~ AL )y 77U R~UALDRTHE
RFEERD I o T, L LR B IFN-y pE

ARBELTE v/ T Y b~ U ATHERRIT

517 HBTLA



ERHB BN, EOFRERLY | XA FIEHIE
BTNV TR T, WP FBTLAE
Fr RE 7R ThUSE 2 BB I 92 2 &2
R E N,

(2) Responder~ 7 & & Non-responder~ 77
ZIWZBIT DTV 3BT DB Is 738
DHEREAIFRAT
Responder~ 7 ADFATEL U > /_EiTlX
Non-responder~ 7 ADSEE Y L/ Hi & Hoig
LT, IL-5°IL-1372 EDTh2BUH o h A
mRNA DOFBRHFEIZEH W LAVRI NIz, L
FORERIT. FURD S SREIEIC > 7S Y
BT D IZIE DY A FAEMIE D
1B « FIER L OVRINEICBE 57 2 Al fetE s R
X,

(3) AFICHMERAE « BIEICRIT D
VBT DO R
ARV L NEiBREZAT 5 72BALB/cv 7 ATl
VX LM E T ol AL g LT, < L
RLHBIRENEEEDNMET LR, AER
ZEHRRBDIRMo T, MIEFOHUR (Cry j 1)
FrEA1gER K O gGLHURAMIZ DU T b [AlAR
T o7, IgGafiifliic >\ TIEFA%E TH -
7o SRIREAEAF IR W T b AR R 7=
ERORoT, LLEORR LY 2R
JE~ U AETVOIEME - BIEICIIT 25T Y
VOB G IRER T D AIREME D R S
i,

VEaY: il

NN

5. ERRERLE
(WFFEfEE . Wt
LR

Gy HE o ONEEERTFEE 12

GEERms) (BH1 51F)
@ Okano M, Fujiwara T, Higaki T,

Makihara S, Haruna T, Noda Y, Kanai
K, Kariya S, Yasueda H, Nishizaki K,
Characterization of pollen
antigen-induced IL-31 production by

peripheral blood mononuclear cells in

allergic rhinitis. Journal of Allergy and
Clinical Immunology., ##tH. 1274,
2011, 277-279

Hosoya K, Satoh T, Yamamoto Y, Saeki
K, Igawa K, Okano M, Moriya T,
Imamura O, Nemoto Y, Yokozeki H.
Gene silencing of STAT6 with siRNA
ameliorates contact hypersensitivity
and allergic rhinitis, Allergy. i .
667, 2011, 124-131

[ 87 et #ERGMT, EBAC S 20114
b/ FRHERRECT ], 7 L LR — Dl
IR, 81%., 2011, 21-26

[ EF Y EAGEDY S 272 0ne airway,
one disease, i B, AacE, 23%, 2010,
643-652

i BF L AT L X — MR TN,
FEBICHERLETN?, JOHNS, &

M. 26%%. 2010, 1402-1405
B, DPSRIR, &7 LLX—7

a7 47, i, 10%, 2010, 34-38
Ichihara Y, Okano M, Nishioka K, Manabe N,
Ichihara N, Jitsunari F, Fujiwara T, Nishizaki
K. Aging exacerbates restraint stress-induced
inhibition of antigen-specific antibody
production in mice, Allergology International
AFiA, 58%, 2009, 119-124

Okano M. Mechanisms and clinical
implications of glucocorticosteroids in the
treatment of allergic rhinitis, Clinical and
Experimental Immunology. &4 . 158%,
2009, 164-173

[T el fik A % I 3K MBENT, #
FEME 104°% . 20094, 40-48

B A FIED A H = Kb & BRITH
FHT LAR—ERROMEST, T
LR — DGR, AT, 29%, 2009, 24-29
Okano M, Otsuki N, Azuma M, Fujiwara T,



Kariya S, Sugata Y, Higaki T, Kino K,
Tanimoto Y, Okubo K, Nishizaki K.
Allergen-specific immunotherapy alters the
expression of BTLA, a co-inhibitory
molecule, in allergic rhinitis, Clinical and
Experimental Allergy, &t fi. 38%:. 2008,
1891-1900
@ Okubo K, Goto M, Fujieda S, Okano M,
Yoshida H, Morikawa H, Masuyama K,
Okamoto Y, Kobayashi M, A
randomized-double-blind comparative study

of sublingual immunotherapy for cedar

pollinosis. Allergology International, ZFtA .

5774, 2008, 265-275

@ Nomiya R, Okano M, Fujiwara T, Maeda M,
Kimura Y, Kino K, Yokoyama M, Hirai H,
Nagata K, Hara T, Nishizaki K, Nakamura M,
CRTH2 plays an essential role in the
pathophysiology of Cry j 1-induced
pollinosis in mice,  Journal of Immunology
e, 1804, 2008, 5680-5688

Kimura N, Kuraki M, Meada M, Okano M

Yokoyama M, Kino K, Glycoform analysis of

Japanese cypress pollen allergen, Cha o 1:

Comparison of glycoform of cedar and

cypress pollen allergens, Bioscience

Biotechnology Biochemistry & &eA . 7254,
2008, 485-491

@ Okano M. Current status of intranasal
glucocoricoids in the management of allergic
rhinitis, Clinical and Experimental Allergy

Reviews, ##if. 8%, 2008, 57-62

(FaRR) GE8f)

O [AFSerl, fE sk, BUE R, RS
iR, ST, FBARGEL, PR, 7
UL — BRI 1T D AR I B A
OPUREERATL-31 4 & = ORGEAF;

. 952908 H A H SRR 7 LL 3
—%a, 2011/2/11, K4y

FEP S, 7 L — PR DR - %
JiE - AR - & L COTh2RY- A h A
DG L ZDOHIE, 49 H A RFF=
AT, 2010/8/28, FLIR
Mitsuhiro Okano. Role of prostaglandin

D2 in the pathophysiology of allergic
rhinitis, The 7th International
Symposium on Tonsils and Mucosal
Barriers of the Upper Airway, 2010/7/8,
Asahikawa

Mitsuhiro Okano, Seiichiro Makihara,

Takaya Higaki, Tazuko Fujiwara,
Kazunori Nishizaki, Role of
interleukin-31 in the pathophysiology
of Japanese cedar/cypress pollinosis,
23rd Congress of the European
Rhinologic Society and 29th
International Symposium of Infection
and Allergy of the Nose, 2010/6/22,
Geneva

L i AN BEN = N 4l AN S
i, BFRPFEE, WERFIR, A - b /&
PRI 2 R ML RO YA -7
A VPEA LSRRI X DI, H1110E
H A HE S AL P 2 AN TR T
2010/5/21, fli&

R B, 7 LA —MERIIKT 550
FEFREDABC, H22[R H AT L L ¥ —5%
REFMRIKRE, 2010/5/8, U

[ A BRFAERE DR & IRRICES
FAHe ) XEHOA s b EEB9EIA
KT LIL X —F2KT MRS
2009/10/30, FkH

FARE, SRS, MEDEE, wmA
T ME AR, PR RR, ERECETR,
PEIREFR, AT A MR LE T



X HCryj 18 EAY e N THIN I O HI4E
YEH. 278 H A E SlER s 7 1 ov
F—2p4r 2008/2/14, T

(XF) Glteff)

O B, BofES AL, B LWk & s
JOABC12 7 LA —Madk. 2011,
43-52

© B, AT 4 a—f, 7L
F—RBEATAMLAT Y R (F20) .
2010, 214-219

@ [ECE, o ES A, EBM B S0ER
B - BEEEESE O GELR) . 2010,
20-22

@ [AEEE, EEER. 4 RO HSIEER
SHSEASNVRHA R IR S (BB 3IR) . 2010,
520-521

® M., HERAT ¢ DB, 4k

BAA K7 w7, 2009, 184-189
® MBI, AfEAT ¢ VB, A K
T A HNEZEE2009, 2009, 364-372

6. WFITHERE

(D) WFgefiRE

/NP &Y (ONODA  TOMOO)

fi] (LIRS = o] LRSI e - Bh 2
WFZeE %5 20420482

(2) B ge oy i

[EF Stid (OKANO  MITSUHIRO)

] LIRS« KB KR A A se gt -
%

WFZe#E 2% 5 : 60304359

(3) R ST

B #Z (Watanabe, Norihiko)
THERY  EFHEHHBERE 7 L¥
— - BEURNEL AT

9 # %5 20375653



