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Murine IBD Models and Inflammatory Bowel Disease
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Abstract

Inflammatory bowel diseas is consisted of ulcerative colitis (UC) and Crohn’s disease

(CD). Their pathogenesis remains largely unknown and hence there lacks any fundamen-

tal treatment for these diseases. To reveal the etiopathogenesis and to find novel treatment

for IBD, many animal models for IBD have been developed so far. We have established a

new animal model for IBD, especially UC, using adoptive cell transfer of immun-

ocompetent cells from mice infected with a murine retrovirus that we termed " MAIDS co-

litis”. In additon, to develop a new treatment for IBD, we have analyzed the therapeutic ef-

fect of anti-IP-10 antibody treatment on DSS colitis model. In this seminar, I would like to

discuss details of the data.
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— 7, BE BB ABE R (Ulcerative colitis,
UC) & 71— 3% (Crohn’s disease, CD) ®—
REBIIRES N, KEARHETEEETH ) S
EUREEBRBLHENS ., — B RESE
# A (Inflammatory bowel disease, IBD) &£ 5o
e, NS UC L CD 28T 2 &0%w. K
FICBWTHEEEIL 1980 48 & e L CHAE R
BIZ3FICBEBFHESEMLTEY, BLZF UC A
6 N, CDDRLTAANEENTVS., &£ HI220F
RIZREDOE -2 23H ), BH X QOL H7k & <
BEEINBI L DS, BEFHENR TS,
IBD & —#E DIZEZNEZEHNEV, HEET
BREBICEEIPRONS. REOBAEIZEL T,
UC IR RENDEETH Y, EHICHET H O
BN EBEICREDILA S, Tniizxt L, CD i
BRI ATRE DU R TIEH 528, O1 5
HFICEDL D25 ELLZ LD D,
IEEFEIREPFET LI LI TH . B
ERERGREIE 2 BT B RIEDO TR S B IILF
A 5. UC ITKBBOKEE ARG & KR TR
JUNER, v szua 7y —TYERFEELEEMERER
& LR MR OBIEE S A LN, [HENEI I IX8F
K, &FBRERIZE ASIN4 5 "acute on chronic” @
HBEPHHTHSH. CD TIIHEERSBICRIE
PEL, AEENAONSL Z ENHEHTHL. @
HIZHLT, IV EY) v Ry EY, ATF0A
N#| 72 EOFEYRERKEREN B I b Tw
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RIEMBEEEBMEST IV

IBD REBRFBWB X OFH -2 ERERED
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BEeF VSN TE /. BES Tk UC, CD &
LICRIEFRRIIAHTH 528, MK BRE M4
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ELD, BERENFOREICERICEEL T

#&1 Experimental colitis model

| . Spontaneous animal model
@ Cotton-top tamarin
@ Juvenile rhesus macaques

Il. Induced animal model
1. Chemical model
(1) Acetic acid
(2) Ethanol
(3) Sulfated polysaccharides
(@ Carrageenan
@ Dextran sulfate sodium (DSS)
2. Immunological model
(1) B cell model
@ Egg albumin
@LpPs
(2) T cell model
@ 2,4-dinitro-chlorobenzene (DNCB)
@ Trinitrobenzene sulfonic acid (TNBS)
(3) Cell transfer model
@ CD4+CD45RB"hT—SCID mice
@ MAIDS colitis
® GVHD colitis
3. Genetic engineering model
(1) Transgenic animal model
(@ HLA-B27 transgenic rat
@ IL-7 transgenic mice »
(@ Bone marrow reconstituted tg £ 26 mice
{2) Gene targeting animal model
@ IL-2-deficient mice
@ IL-10-deficient mice
@ T cell-receptor mutant mice
@ TGF- B 1-deficient mice
® G ai2-deficient mice

WBZEATRBENTWVE. W OHhDHDHE
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BEICEDRET A LARINTEAD, IBD 2
BVWTHIDFEZICETX, UC Tid Th2 BT,
COD CTIZ Th1BNOREREVEETHA ) L
HMEENTWS. TOIBD IZBT A A +H A
YARHEHOBEBMEIX, Bl o T4 O#E
FIFMIBD EFVPHEINDLILICLIDX
BENhTE&7. 72, CD O3 TNF o FifAHED
BAEALEREEE L TIThID2oH 5%, Thd
BET N E O EBERE TR L RoTW 5.
bhbhd, 2T T, UC OH-2EWHET IV
R LD, EROEFNVE AW UC OF
LIEBREORELRATE O TUTIHENT .
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MAIDS colitis

L koA VA LP-BM5~Y AHMIKEY 1 )V
A (murine leukemia virus, MuLV) &, &M
RO TAIBET AL, FO< 7 X AIDS
BUOEE LR BEAL, §7% b5 Murine AIDS
(MAIDS) #3726 ¢ 25 TwWiz. b
bz D MAIDS <7 ZADMERE IR, R, B
e EONTWRCHRIREA RO NS Z R R
WL, 72, Koy A0 BGEIZE T, B #ilg
DRY) ya—FNRERL, Ay a7 v
MAE, PSR 1B % & %% UG O JT HE 1K B8
HA S, BEERHIIZ) Y NEDORIED A S
NHEZEDS, KT AL T -7 L VIiEREE
(Sjogren’s syndrome, SjS) LD FHEX 2T 5
CEERBELAY. 20 MAIDS =7 AD 1) /8
i E X — FZ7 AIBALLEZ S, LUK
IV b7 AL SjS BRIV WBREE D A7z 557, UC
BOKB &% 4 U F#, T2 L2, MR
i CD4FHIL & Mac- 17 HIFEAY AR T, KR
HRE, HIETRBICIRRBL, BLEOUL ARER
Mg AsH S 7z, RT-PCR 12X 5 mRNA FEH o
FEMTCIZ Th19 4 b A v ORETH D IFN-y
ETh2H A bH Ao IL-10& B (2 MAIDS
KT AKBTHB KB SN, RIEE Bk
(IF) —&EG 2 X AT Cik, CD4 T Hifgic B
LCid IL— 106 M A IFN-y i X 0 %
WM ASA SNz, TR L, Mace-1 THifg T
& IFNy A % 2o 7240, kIiZ, MAIDS V) ~
J3EMfE % CD4 40 & Mac-1 * 0 HE[250) T,
KAEX— NI AIRBALEZAHEIZHEIRE
WHREMELSN. $ b b, CD4 T W AR
Tid SjS BRALV T WAREE D A D L, Mac-1 * 451
BABHTIZ UCHRRBROADPLEL. O
POEHENS Z L1, MAIDS w7 2D CD4 +
T #faiX SjS HON DT W KEEL R L T 5
DIzxt L, Mac-1 THifgIx UC BB &I B fE
HLTWAHEW) ZETHAD. MAIDS colitis 12
BiYD Mac-1 "#ilali~r a7 7 - I HNRE#H%

HHDLZEN, INE TOETFHEMEIC X 50T
R FACS 5V IE IF IC L A IAKE~—H—D
FEAT 0 SR STV A A, 2oz d NK #ifa
RBEMFE (Dendritic cell, DC) "8 N5 b D
EEZOLNL. U EDZ E2ERELT, B AT,
bivbiud, MAIDS I REEHEZ 1 DOk
EZTWSL, INET, IFNy EAMEIE T M
HHENENK MBI THY, v a7 7 —JIdHEE
ENTWaho/. UC BERGEMRERY &
gutt [F L CRT L7 2 A, MAIDS B4 TR
LN LD, IFNy AT 7 7 — I
b b7z, At UC 12 BT 2 MBBUIE D FELT
Hifsl LT THIBOA LRSS, v 707 7=
L CHEEREVENPLETH D I LATRIE S
niz-.

DSS BT 231 IP-10in kA5

UC TIIRIEVKBICHRB L TWD Z L A4 #
ThbHD, TOlEFHFREEEZHEL TV AHRHFIZ
B L TIER LD o Ty, EEME o &b
HfeLTCRIZESNTELTFENA BLOTE
A LTy =) 5T, WDRDKE
BoORHFEELZHET IR LTEHL W
LAFEMAVRENTE/. CD4 T MifICB L C
&, Th1#if Fi12iZ CXCR3 R EDTXEHA L
Ty —RBEIN, ThoyF >y KTh b IP-
0% DT ENA VR FEHLBEFICERNIC
Th1 U Y /RERBET S &) L5 RATHEMDS
EZzohb, 72, UC I2BWTH KWK IEE A
BZBNT IP10DFERAEALNE LT HEED
»%5.FZT, bivbiid Thl FIERICEMN D FE
BB RETNTH D DSS B~ 2124 IP-10
PURTGERERZT- TR, BREH, KBoE
&, RS TIIIB W T L U IP-1080K G R
13 DSS B RICH L CHERIREETHZ EHH
binkrofz. BIZHIT 2 ED T, N UC OFi7:
RGBT ) ) AhRET R INZ 72w,
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M1 Postulated mechanism of induction of MAIDS colitis
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Murine GVHD Models and Inflammatory Cutaneous Diseases

Katsuhiro ToMiyAMA

Department of Dermatology,
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Abstract

Human inflammatory cutaneous diseases include immunologically induced diseases,

e.g. contact dermatitis, drug eruption, cutaneous GVHD. Although many murine experi-

mental models mimicking human immunological events have been reported, there have

been few murine models manifesting inflammatory cutaneous lesions. We previously re-

ported that systemic GVHD in athymic nude mice involved apparent cutaneous lesions like
human cutaneous GVHD. Our studies suggested that dendritic epidermal T cells (DETC)

might play an important role for regulation of murine cutaneous GVHD. Here, we will

demonstrate DETC-dependence of cutaneous rigidity to GVHD.

Key words: murine GVHD, DETC, inflammatory cutaneous diseases
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