THD., AEAEHERICA S N8RS O cryptal
BEEEZ. BEO® stem cell LN THEREMBERADOEE
ERBEETWAILERELTWS, Thbs, §R
Hifa~ OB EERT UC KIEREICEEBENICR o G2
HOD, stem cell L~ TOMBREEEERIL. colitic
cancer DR & 2 - A KIBHEIGERMICELCTY
LBEFLEERIND,

E. {3
colitic cancer & FAMBHEELZ 13 stem cell LI TD

BRMR~OBEEREH D, £D LIz KEEEOHFRE
I colitic cancer high risk UC SR D/ DI-h-iZ750 D
HEEZ OGN,

F. MERE

1. amd{HER

colitic cancer / dysplasia (D% BEFLBR 2 HO4F L. R —.
skl mtEA, BERE. mHK. BEHE— B
EBE 37:956-970, 2002



SERERE 30

BARFMRE#Y) SR ERBUYRNAEE
MEER T RREVE RS R

BT L RENIFE) BE

TR E

BaTEHZ2AWRERBREBRZNE - KEEHEBELET OB

SHEMRE RN BEE OHILRERZR

NRLRREY  MLEBENEL WA

WIS  RAEMARERD BIBMRER - 70— 20 RBE - RBRCEEGENERSBES TS L SMERHE N,
BOKTRBEZ 7 O— DR OBEZIERET & LT NODZ BETARIE SN TN D, SR TR A A SIEERKRIC

BUYSEHENERZHLSMIT LI L5 NI,

HLA-DQBI/DRB] BIEFEME 7 O— RN & OMGEE

Two-stage association study IZ TR U7z, £O#E, HLA-DQBI*04/DRBI1*04 & 7 01— 2 Hi/NRBE - DBWER %

Hhi-—7.

70— 45/0G - REIBRL 20— KBRS MR 280 Ao/, TOZELD. HHEEHNET

ARG THRLL I ENHEREN, FARLARAZO- R TH> THRUGIIEENE BN RRB T

EIHL NI

S FIEE DR TS, BERNS, BIEETAAARES
SR MR- TN MR B | BREEMREULERBAOE & E o RIEEEL
e L, 4, BRZBLTHEREE T < OREEE

Ails b RSB AR B i (e 85 AL O
B HER AR P AN

A pHFEEMN

RVERRER (V O— 28 - EEHKIBR) OREIC
BEAFAESGL TWD I ST ERE R0, BREIC
POTHEROEZHECTFEMECEZERGET
NOD2 AEEEN TS 1, HERERSHBETARE
ENDTEICLD, KEBORKRE - FEOHH, 2ZH -

IREEEOEEADA SR ARNTFHINT WD, LML,

ABIZ L » TESHEET DA< &Mz B
BT EMNHMHL 28 Y BRROMERHEEFOT F
HANINTIZS S ZEEANGETH O, SHEEAR
HEME MR IR R R F ORI E, frbaithidiz sl
U,

RAEMEMG EIB O I D B NFHEBICB T A2
R R, KEC<HIIT2:E0HS, | DIE, &
BER T X B HEEANIC L > TRZMB LT HEMZE
RELTW AL O I DIBMBETERCED A
ETHD (BLEMIZIE 2 OO iEEEASOETHIFS
BIEWEW). wER A MO BRI, Bk
ZHWTEEIZ L 0¥ "o ETBHREMHFEL, O
EAHCK Y O— 2 RIBHEOKZHERT NOD2 FE

THHA e an, &1 OBEBETEHEOCHENRE SN
TWwa. Lal, 1) ER—SBIREOHITZSTTHS,
2) sample size A/NE Ly, 3) HLA & TNF #]RNT,
BRGFENT eV, 4) disease phenotype & DB
g, P4 JRETHDE. Lidl s LY
EEIN TS,

Crohn’s disease

=1
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-857)
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CD14 Ulcerative colitis Obuna N

HSP70-2 Subgroup of the | sakiM™
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ICAMI Ulcerative colitis Matsuzawa
Crohn’s disease o

MICA Ulcerative colihis Sugimura K™
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118 BEEFO b HEMHAT 5 &7 (656G/T,
-607C/A. -137G/C, +1131/G. +127C/T) i & BN58%
51, BEATH 3 BEoNTod1 FTHRERIN
7= (Fig ). CD#, UCBRINTOF17 1 (6560,
~-607C, -137G. +113T, +1270) = &H ¢ A EEIIF BE
W LR <, iz Oy 7 2 (-656T, -6074,
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-6074, -137G, +1137, +1270) =F T @& OHEMN
BEEIZEMN- = (IBD: 2=10.002, CD: P=0.011, UC:
P = 0.003, Table 1). HEZI-6566/T, -607C/A
DERIZIOEBIZRWS 2N, GU/GC, GL/TA
BLU TA/TA OBIZFEITHE$ S & [BD #Hidx
HEOMTHERERDZ (P=0.0010). TANTOH
1 7EHETHEEL IBD 2RET S odds ratio i
2.46, £z UCIX 3. 65 THork.

+12Z7T1CT)
607 (CA) +113 (T/G}
656 {G/T) =137 (G/Cy
5 = = Exond t————- 3
~ -
PU 1 recognition site
Posstion  Yariation  Haplotype 1  Haplotype 2  Haplotype 3
656 G/T G T T
607 C/A < A A
137 G/C G C G
+113 T/G T & 1
127 Cci1 C T c

Fig 1. Gene structure of 5'-flanking region of [/L]8
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Table 1, Haplotype frequency of -656 and -607 sites of ILIKR

Haplotype

1 2 3

IBD 173 R3 266

(n=3522) (33.1%)  (159%)  (519%) o= 0062
Crohn's Discase 96 a8 148

(n=2%2) (34 0%) (13 5°6) (52 5%) *P =4003
Ulcerative Colitis 77 45 118 —

(n = 240) (32 1%) (1R 8")  (492%%) *P =40/
Disease Free Cont 113 30 99 =

(n=242) (467°5)  (124%) (409%)

L8 BT/ 0T—y—@BEONTOF 1T 2
(-636T, -607A, -137C. +113G. +12TH B LTNT O
47 3 (-656T, -6074, -137G, +113T, +127C) I
IBD REWHBETARFTSHD, NTad1T7 |
(-656G, -607C, -137G. +113T. +127C) ¥ IBD ZE4EIC
L THIRIA &EEE U D CEMma ik,

(%% CHk)

1) Podolsky DK: Inflammatory bowel disease. N Engl J

Med 1997; 325: 928-937, 1008-1016.
Orholm M, Munkholm P, Langholz E, Nielsen OH,
Sorensen IA, Binder V. Familial occurrence of
inflammatory bowel disease. N Engl J] Med 324: 84-88,
1991.

2) Okamura H, Tsutsi H, Komatsu T, Yutsudo M, Hakura
A, Tanimoto T, Torigoe K, Okura T, Nukada Y, Hattori
K, Akita K, Namba M, Tanabe F, Konishi K, Fukuda S,
Kurimoto M. Ciening of a new cytokine that induces
IFN-y production by T cells. Nature 378: 88-91, 1995,

3) Pizarro TT, Michie MH, Bentz M, Woraratanadharm J,
Smith MF Jr, Foley E, Moskaluk CA, Bickston SJ,

IL-18,
cytokine, is up-regulated
expression and localization in intestinal mucosal cells.
J Immunol 162: 6829-6835, 1999,

4) Monteleone (G Trapasso F, Parrello T, Biancone L,
Stella A, [uliano R, Luzza F, Fusco A, Pallone F:
Bioactive IL-18 expression is up-regulated in Crohn’s
disease. J Immunol 1999; 163. 143-147.

5) Kanai T, Watanabe M, Okazawa A, Nakamaru K,
Okamoto M, Naganuma M, Ishii H, lkeda M,
Kurimote M, Hibi T: Interleukin 18 is a potent
proliferative factor for intestinal mucosal lymphocytes
in  Crohn’s  disease. 2000; 119:
1514-1523.

immunoregulatory
Crohn’s  disease:

Cominelli F. a novel

in

Gastroenterol



6) Tamura K, Fukuda Y, Sashio H, Takeda N, Bamba H, H., Kosaka, T., Fukw, S., Sawada. K., Fukuda Y.,

Kosaka T, Fukw 8, Sawada K, Fukuda Y, Tamura K, Tamura, K., Satomi, M, Shimoyama. T. and Furuyama,
Satomi M, Yamada T, Ymamura T, Yamamoto Y, l.. Polymorphisms of TNF gene and TNF recepror
Furuyama J, Okamura H, Shimoyama T: /L& superfumily, member |B gene arc associated with
polymorphism is associated an increased risk of susceptibility to ulcerative colitis and Crohn's disease,
Crohn’s disease. ). Gastroenterol. 37(Supple XIV): respectively. Immunogenetics., 33: 1020-1027, 2002,
111-116, 2002,

7) Gredraits V, He B, Huang W-X, Hillert J: Cloning and 4) HATFIAE . RIEMEBEROBERG S EET.
mutation analysis of the human IL-18 promoter: a I BUESE, 46: 27-34, 2002,

possible role of polymorphisms 1n  expression

regulation. J. Neurormmunol. 112: 146-152, 2001. sy IUAIEA, MAHRE, 10y JPRIEE, R

L ERRERE B T, EU_QE:‘,F H;EK{ZAQXL . WHEEM, F

Htr. BT B D e 2 Yﬂb?}j:i:—)iﬂﬁﬂkm{ﬁ-g—‘é scolitic cancer *
dysplasia DB R EFOIEA  HAABRA

C. W FEMETE, 190 147-150, 2002,

I mXHER

1} Tamura, K. Fukuda Y., Sashio, H., Takeda, N., Y,
Banba, H., Kosaka, T., Fukui, S., Sawada, K., Tamura, 3 FRIER
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fL1& polymorphism is associated with an increased (5 44 M BAHEEBEEERE 7O T 4, 99,
risk of Crohn's disease J. Gastroenterol., 37[suppl 14]: 1 P-341)
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PR E'S « [B 0] % A% (GBF : germinated barley foodstuff)id, B#MMMEL /Ny I LIZHEOTVUNRAFF 4 AT
HD. A, EEIN SRR UC TO GBF BRSO SRR TR L /2. [HENEE3Y uc B3F 15 68
REEHIZH LT EMERAIE & B2 GBF 20-30g/1 % 6 » ARHRS L, BIREROEBEBRL L. £/, B UC
B 22 (3 MEIT S LT EESRFICMA T GBF 10-20g/H % 12 » A5 L, EREKIER - WHER R R /S5
BOHB E G F)E e L2, (BRBEHHEE TOBKARTIE, GBF IXVBRKEROHTERRENS
S, BRIEETOBRKAERTIE, NBREIERTREBRELZT O FREBOHELEIVPSSNL.
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A, HREAEH
BEEABARUCOOKMIELHHEINTHARND,
MoEMOBEBETREICE > THAEL SN REFHE
HWIZBAME L S ORERFMD - TREl - Bk a%
WIS EE TER AN, FORBRIENIE - ERT
ZHOEEBINT S, FHIFFANK(GBF : germinated
barley foodstuff)id, LA RKZXOEFET O D RE
K0y, BYHHEE LY I ZEDTUNA T4
27 AT, ER 2 FICREHEHE L DRIHRRNOME
PIEEEREE R S E LT &2 T W%, GBF i
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Blo B h, R L EARic IR F—-E ksl
0, LT O NF-k B % STAT3 72 & QO JREEENE S
FFNENGL THABREDRERET S, R4 ILES
i UC XK GBF OEBEERHEBEEITY, TOFY
ML ARELTEL AB TR, BHluc B
SRR UC 20 ELEZERTO RN SEKH

BROKREHRETD.

B. RHE
DIEBY I UC TOE iRk il B

AF0O14 BRI /50 FIEBRHAN LS EERE
1o THERIERN L r AU EAED, BE - PEHIE
OIEBHP UC BFERRE L. PREFBRRIEICED
< A7 RBARNTITW, HEBREN=)TREEEED
H, GBF Bt(n=11TIXHBEREIZ GBFEF ) » E—IL#

Seel, HIDAENMA . GBE i 20-30g/B % 2-3 [EIZ
SEILT1 #» A5 L, -1, 0, 14 AHE® Lichuger B
KAD7 &HE Lz, T0%, BEC=15IZEELRKE
MBI LD RO GBF £ 6 4 AMERES L, EHMIZ
BEIR A7 &3 L7z, (BINER - ALBE 6k, &
AR 3 AR, BEERAFNEL, REHRRE R
HEERANE, EHERREHCENA, REER K
T2, NEERAZNEEESR T, ABEREE2
ML
VBRI UC T 04 Hi 2% Bk Ik 7 B4

FERE A (Rachmilewitz BERTE ENTE B B(CADZ= 40 UC

mEAWRELZ, UC OHEERKF OIS IIMEL, X
FO1 RIEERELA. A7 BB AFREL, B
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Iz GBF #MA 7. GBF 2 10-20g/ B % 1-2 B2 T 12
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0 3
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CEREOH AN AR TEL, &5610, FER uc itk
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H. %3FBss derived from the germinated seed of a grass family plant and
US 6475533 uses thereof. Kanauchi et al.

Substance containing proteins and insoluble dietary fibers
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MAFZ Y, FHERR ", WFEE Y skhyg— 2,
B S BPAEC— Y
R HR R RFBH s - — AR D,
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BN 20 L SR T EBBEILF Y & 23 i 1T
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BT TRIERONREAD ZEMH 0, HAREROITERD, 7 O IREFIIZA SN FHER%SEA B 1
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TR o 2855 1 70 sk 2850 & A W = RIS B HENTTH R T
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AREESARSEBEROIE BT 2550l
FHIEBUIZ N1 992284 [A], 9.8 [B1 3,78, 10.6+
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2) Fukuda Y. Kosaka T. Okut M, Hirakaw:: . Shimoyama T.,
Eflicacy of nutritional therapy for active Crohn’s disease, |
Gastroenterol, 30 (13), 83-87, 1995

3) shRIE, IR EHIFREE, W ORI, %R
BN, Tl % ool BBkl bl
D HEROBINIHT 27 72 FRA M) L HED
FRPE. REERS R E AR, 16, 91-94.



SEMRME 35
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IBD OWRRMIICHNT T: 7 0 — 2 RFIEIC BT S Mycobacterium
paratuberculosis D5 DN T OIS

HERE TE #

HERFRZE

HILBAR B

MEBE : 70— WOREBRERICBEABESZNEE L THWDLZEMNWRBINTW D, Mycobacterium
paratuberculosis MP THIRAED I —FHOMEBATH 50 FEBORERIANOT O— R EHLUANRLSNS,

FIZTMPTIZREMNZES 1S90 OV I EF> FEHZARL. THEAWVWT MPTIZRHREMZ ELISA O%%
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ARYOT77—PMPYERBWEBRERT, #BICMPTAAO MPIZBRT B ZEMRENE, B EXD, MPT
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B. H%iE

1. MP Z£5& L. DNA i L 235, 18900 #0731
BEALRTSAT-2AVWTHEHEI L. 20LD
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% GST reading frame Z 2 /= pGEX-4T-2 X7 & —
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2. 70— RBE T, 1S900 10T SR RN IgG,
lgA WIEHI > bO—)VIZLTHREICERL
T, (24740 1 (60%)). LAMLEEEK
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