%5 SR

T10€LLE

SELI F10SkE
7
SRR //'W/ i

0] 25 50 75 100 %

b« JbeF

[7]: ¥oBRKU

N EF+oORERY
[1: zoit - mig®

B3 RE D RSO Fesm W & NRRIGHE

BRI ASERMOEF T2 O AR 20T, BRI LL
FOEFATIEINEF O EDBEENE 2> T, E-ERNFED
L0EL EOEFTIX 2 EEBEOE &N U TN,

(]

FEkAN—F v NEBREOMIIZPREBIZZWNEINTELRN. RETIREDENR
<D, BROBH TLEEEROLROBINMEH I N TS, £z, HEIARERN
SN EREXIN TS 4)5)6), BETRIBERZ2Z2 L BFCDOLTHEROBRNES
ni-, 7270, BEREETAEAZERICEZ L, BRICBWTEHEENMEL RS
EEH 0, REOBRFERL, EERDEMIZH D SN DI |REDVDH D 495)6)7)8).
SEFRLZ DRAEKRE T, ERFZERERITITEND 5 WITBAERIEA S NN 72,
F7r RESEROFHREERIT 20 BN S I0BRNELREERICH L EENTVRD
M9, YRIZBWTHEEREEHII BN THD. ELLEOHFNRENPLEDN S
7=,

AEIERICKT SNREEL. Fx OMEERTIZ, SEDREROREREDIRIERNIC
WZEAIE L TalEF 2 imgday NS BEAL. ERIZIE T 2mg/day BEE THEEL TW
LS, REOEE, BEIKENASNEVWESRZINEF AL TARY ¥
Smg/Kg/day ICZENMAD, HEVWEEEOHAZET > TS, £/, EELHERSE
HERORIEL R DR THERAICH LTI, FRIEARNMS I OZRZZHANTNS,
SEIOPHBERTIE. NEIERLONIMEEDOR.LIZ. BREEICEN 7O AR 2h
S EF B L, . BREBEEN I0EU ERBLUEATHESFEHEROEE



DAL Tz, ZOEBEEL T, IBERIIFER S £< 5 WOBICIERIIER R RIE
BRITIENEL, TORBBRAICHBELLEZLIRYD. HI0ESSWTHEMEL TL
5T EMEN DM DD EB DT,

N—F v MR, BEERESERZICEZEATFERRGDEETHD. BBk E
Hizhz20, BRHEEE D L. B OEAOEREFHETFROTFEEZ LMD &
TTERBECHELLERD D, REIBERICHTHRMBEICEL T, /ERh53FEX
FRMENHLBNELHIINTNEN 13). REBOHBEROARZSTHEE TSR
VIR B0, BERVBETIIE BRELTIANVEF UAAVWL NS Z &A% 0
DIDIDISHH, Freax DEHRD. ARBEFEOF.LIZINVEF 2 THD ., EEFSEREFICIE
SHOARY CEMHLTNS, BEAICHL 7D AR) 2MBAEINLXDITRD,
BHFHRIIEEL TS )INIHEDHEDHHD, EERRIERCRRRTE R EDOH
SEENHLHD, WETSICEHERIITARETHAVWERDLNS, £/, WTNHEHER
EESHBOTH A0 BHFICHTLEBEOHPDFER T L2EFOHAZITS 2 &ITLD.
BHEOFABEEZ/RLIOIINIETHARL THEFEL TRBREL THHERH L 8D
N5,

[ 232 k] |

1) ZB—rZ, BEZR: N—F v MNEOZE B, BE 38: 1139-1145, 199%6.
2) BERRCE . R—F v MNEOEPEEREKES. IER 33 225-232, 1991.

3) $EFRY—  RXN—F v bME. H-S5LWLEEE 8: 1185-1189, 1991.

4) EEIF, WIEF, KFEHEEA, HIDER, HFHZRME, ik 58 1970 £ 5 1992
EOBOEAREIBRARIIBITAR—F vy MREFOHERE. RIR  48:67—70, 1994
5) W, BEHRET, TAHETY, FHREE, BHEXRE  X—F v MEORIKE
— BRI E R ST —. HIE 101 : 814-—818, 1997.

6) KEFERE, H &7y, SFHENAT  MEHTIARFIIBITAR—F v MNROEKRAEE.
B4R EREAN-F oy MNEHEMRIERITEERREEE, 15-16, T1990.

7) MR, EAE—, WEEEE, SETE JGCKBRCRITAREDONN—F v bFE
DEE. HEBKERBN—F v MNERETTTAY TR 4 FEVAREEER, 157-159, 1993,
8) REFEHE, KOIEH, AMEZ, MHEHZEE, ZEEE . N—Foy MIEZFOERRKE
HEERTE. BAEEBREEERAN—F v MNEFRTEIFEIEEE 55 FEHFEEE, 204-208,
1981.

9) BERRL, EAREZ, PIRL, ZH B, BOKE BEER: REZZLE
N—Frv MEEHEDFERE. BESREREN—F v MEREMFTILRE 60 4T
RAEE, 39-42, 1986.

10) NEERT  RN—F v MEOBZK. BFE 33 :239-248, 1991.

1) REABR, AL, £H B, HEEE, EHEGF, FHEHE, HiRel2E
1990 (ER%2) FlIzBiFaN—F oy MEOHR. B 42:1014-1018, 1991.

12) KE#ZE, PR, AR, H B2t KE A RBEFH, BEXERE : X—F



v FRICHT S EF 2, 27 a AR o ABXINFKS06 i O Lhgkess. BRlR 48 -
279-282, 1994,

13) =BT, BT, thig B0 FEUEREBEBTEA—F v bE. IRFL 48 :
707-712, 1997.

14) B BT, NEERT, SHBEEM BT SH=EF, AKRET, AR, S
=i 7 0AR) CEABOR—F v MEIRE. B 48 : 809-813.

15) ALIRGFHF, B8 TR, BEFHEREE, # B3 PR, BHEHERE N—F v
RMEODLZOZRY) P EANEF OGRS, BEHIE 48 : 1401-1404, 1994



EAUICBIT 5 Y ¥ 8RB 5T OME

KEF EEE GERTLRFESTEIREL)
Bl BF (BEEWRFEEF IR
ff R (R AT L RS2 R D IR
W EHR BEETZREESFERE

S3 HE EETLRFESFEIRF)

KEYWORD= “EEa( 1 UL s I 5 & 9 BB & 825471, L-selectin, LFA-1,
N—=F z v MF

(B A 38R B CLRE MRS 5L 29 Bk (EAU) O3EMEEM 2B 5 v/ IRt ie
EHOFEES FREEOES WY S, [Hik] ERATF FRI4ZHES L, WV
£ ARGy FERWTEAURER L7 BENIZT v Mo ERME L, ) ¥/
HEEL T HREERIR T RN T) kR B L, TO—F A F A—-FT
CD4. L-sclecting LFA 1DRBEL T L7120 #55 CD4RFMEMBLIZ BT AL
selectin M FEBIL . GUEMKGH B £ TIZBERINL . EAUSHEBIIOSH B IZEEUS
W L7, FO®BION HIEUHiNL, OH# L FEREEORHFICE - 72, 77,
LFA-1DH#Z. EAUDREMO108 B ot ibe, 150 B2 THEI
FA L. 22 HICIA Lo [53) EAUTIEL-selectin, LFA-1& 3127 ¥/ EBRDIG
VLI PE N2 ORI EEI A A S N, BRI E R EREL ) BEICE
T2 B4 50 O RE OENDTRIR S 2,

Lymphocyte Adhesion Molecules on Experimental Autoimmune Uveoretinitis in
Rats

Shigeaki Ohno, Satoko Toriyama, Satoshi Nakamura, Miyuki Sugita, Yumi Imai
(Department of Ophthalmology, Yokohama City University School of Medicine)

[Purposc} We investigated lymphocyte adhesion molecules during the progression of
experimental autoimmune uveoretinitis (EAU) in rats.[Methods]A synthesized R14 was
used as an antigen to induce EAU in Lewis rats. Spleen lymphocytes were Isolated
from rats several times through the development of EAU. The lymphocytes were
stained with anti-ral monoclonal antibodies, and the expressions of surface antigens,
CD4. L-selectin and LEA-1 were analyzed by flow cytometer. [Results| The proportion
of L-seleetintCDA+ lymphoceytes gradually increased up to day 6, then suddenly
decreased at day 8 when was just before EAU onset, and once again began to increase
at day 10 and recovered to almost the same proportion as day 0 group. The proportion
of LFA-1+CD4+ lymphocytes began to increase significantly from day 10 fo day 15
when was the effector phase and then decreased at day 22. [Conclusions]lt was
revealed that the expressions of these adhesion molecules of spleen CD4+ lymphocytes
varied markedly in rat EAU before and after the onset.
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Structural analysis of HLA class I region between the IkBL to HLA-F genes and
identification of Behcet's disease candidate gene.

Hidetoshi Inoko (Tokai University School of Medicine, Department of Molecular Life Science 1I)
Takashi Shiina (Tokai University School of Medicine, Department of Molecular Life Science II)
Gen Tamiya (Tokai University School of Medicine, Department of Molecular Life Science II)
Akira Oka (Tokai University School of Medicine, Department of Molecular Life Science II)
Kazumi Sano (Tokat University School of Medicine, Department of Molecular Life Science II)
Kazuhiro Kimura (Y okohama City University, Department of Ophthalmol.)

Kazurou Yabuki (Y okohama City University, Department of Ophthaimol.)

Kaori Gotoh (Y okohama City University, Department of Ophthalmol.)

[purpose] We have cusrently conducted large scale genome sequencing of the 1.8 Mb



segment in the class I region from the centromeric boundary (the MICB gene) to the
HLA-F gene in order to elucidate the gene organization of the HLA associlated
diseases such as Behcet's disease. [Method] Nucleotide sequence determination was
carried out by the shotgun method. Homology and Grail search of the sequence data
with the aid of computer analyses as well as RT-PCR, Northern hybridization and
cDNA cloning was carried out to detect new expressed genes. [Results] We revealed
the existence of 127 genes in total, namely 23 known expressed genes, 12 new
expressed genes, 22 EST sites, 30 known pseudogenes, 37 new pseudogenes and 3
potential coding sequences in this region. A total of 758 microsatellite repeats have
been found in this region. Among them, 38 microsatellites so far examined displayed
a high degree of genetic polymorphism in the repeat number and were expected to
serve as good genetic markers for focusing susceptible loci of Behcet's disease.
Interestingly, two genes and one EST sequences were included in the 46 kb of
Behcet's disease region between the MICA to HLA-B genes, where the causative
gene for Behcet's disease is supposed to be localized. Therefore, the candidate genes

for Behcet's disease were narrowed down to three expressed gene.
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Bo5 AN EDORIEXHTS 135 B 2 D DELES. 4 BULEOREBEXHFT S 107
oo 3 EEEYELES., 3EULEOREXF TS 199 Ho 4 B VELEH, 2 ik
DEEXFTH 114 B 5 DR LES. &5t 758 o~ A 7 0% 774 MEHIZR
WH L7, chonAf 7085754 DS, 70 BICOWTEEBEZRE LR,
38 EAEXMTEBETF (T U N :allele) £ 89, ~T UEAMHHEE 66% T, HEY—7
— L LTHSREREEEL TV, SHEDTA 7 0H T 54 MIEDE LA OB
CEELEMETRL, BEROBRZIHRAGTOFMEEy ¥ FICER RS- 3
—EZILNBIEDRS, UTIORTAR—F 2y MIOERZEERERTFOT v EXFiC
it L7z,

(2) X—F x v MRERBEWHEEFORR

HBADINTTOBRFICEIY ., X—F v MNEORELTHE L T A REBEZF
HLABEBEF LWy POXTHZE 200 kb LRICFET LI E2HORIIL TS, £
ST, L WREB Yy TR IRINVE(DBEY- I —FLET S, TIT,
microsatellite #2038 L8 % L7 dinucleotide Y E— T (5 EI#DELL L) OXRFR
N TOFELEREFOBITL D, BE L7, FO&HR. HLA-B, HLA-C BE T2 E LR
% (IKBL~S M{EFH : 452 kb) 1243 35 . FH 129 kb IT—BE V). BEE»OHE



I~ dinucleotide Y ¥ — MRV SNz, TN 5D dinucleotide ) ¥ — b AV FER
FOME, N—F xv MROBRSHEEEEET I MICA & HLA-B EEZTFHD 46 kb Az
ﬁ&f%ﬂ%ﬁﬁmw:&ﬁﬁ%éﬂto%:ﬁ\:@%ﬁtﬁﬁ%$%mv~ﬁﬁ\ﬁ
ETFHREMA. RT-PCR BB LU/ Fond T ¥4 ¥— 3 YBITET o kR, 2
SHORBEET MICA & HLA-B) & 1 20 EST (yv75a05) BRWVH Sz, LAo
T. 20 3 ONEETFRA—F v MEOBRREHEET THD ML L D@ ORR
=y (VAR
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HLA 7 5 A 1 4l (MICB ~ HLA-F BIZFH) CowTEB L7 1,797 kb DEEARS!
b L, COEMOBETEER 141 kb K120HETH), Ik, 772 11
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N EWEISTH ol $72. MICB %5 HLAC 3B LU HLA] 75 HLA-F FIS, 8~20
kb b3 KBELEETERITD O, 77X I BRTIEIN L) LRIEFEEDN
FHLNBEVIERS. 75 A [ EROBROEHNIGEREFHFLIRE CAERL. L2
LEOERE EEDTWAEI L, Thbb, 77A 1 §REYZ FA 1T FIRCHST, #
ﬂ%ﬂ%t<%ﬁéht:&%LbLTW6®#%Lﬂ&woit‘N~%lvbﬁ®@
= B R EE TR Y & & MICB~HLA-C Sk HLA 7 7 X 1 EBOBEROAHL b
MEOEMEM-TEY ., COBFENR—F 2y MROBEFITAS ZEATE 20 LN
2\,

F7-. MICB #*5 HLA-C f#3&® microsatellite f#fF & N _—F x v rMROERBETIE
MICA 7*5 HLA-B o 46 kb O$EEICH VAT i, TOFEBAICIR, 2 2ORBER
F (MICA & HLA-B) BL U1 2 EST FEESINI &5, ZhHDEEEFR EST
L HSR—F 2 v MROERBEFTHLTREFE . BE, BELBTSINOHRET
D — s LYYy BRIV, EE BRI EITo TV 5,
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Inhibition of experimental autoimmune uveoretinitis (EAU) by pre-

treatmant with liposomal antigen



Kazunori Onoé (Section of Pathology, Institute of Immunological Science
Hokkaido University), Nobuyoshi Kitaichi, Kenichi Namba, Satoshi Kotake,
Yoichi Sasamoto (Department of Ophthalmology , Hokkaido University School of
Medicine), Kazumasa Ogasawara (Section of Pathology, Institute of

Immunological Science Hokkaido University)

[Purpose] We have reported that the interphotoreceptor retinoid binding protein
(IRBP) derived peptide, K2, induces experimental autoimmune uveoretinitis (EAU) in
B10.BR (H-2A%) mice. Herein, we attempted to inhibit EAU in B10.BR mice by s.c.
administration of liposomal K2 before immunization with K2. [Methods] K2
(50nmol) in liposome was administrated subcutaneously to B10.BR mice (6-8 weeks
old). 1) After 10 days, the mice were immunized with K2 (20nmol) in CFA. T cells
from the draining lymph nodes were cultured with irradiated syngeneic spleen cells and
K2 for 3 days. Evaluation of T cell proliferative responses was performed by *H-
thy midine incorporation. 2) Ten days after the pre-treatment with liposomal K2, or
liposomal K2 plus anti-CD40 ligand (L) mAb, B10.BR mice were immunized with K2
emulsified in CFA. Thereafter an additional adjuvant, Bordetella pertussis toxin, was
injected intraperitoneally. These mice were examined for disease onset by inspecting the
fundus every second day. The severity of EAU was graded on a scale of 0 {(no disease)
to 4 (severe disease) according to the clinical criteria. [Results] Pre-treatment of mice
with liposomal K2 inhibited *H-thymidine incorporation of the K2 primed T cells,
which might be attributable to anrgy induction. In addition, the development of EAU
was delayed in the mice pre-treated with liposomal K2. The inhibition was seen more
considerably in mice pre-treated with liposomal K2 plus anti-CD40L mAb.
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