MR EMRRO—DX, HFPROKEHRBRNNOERM (aseptic neutrophil infiltration)

LEZLNTWS. ZOFFIRRIZ, 451 superoxide BEPEAIFHIRE L TORELS
%, BBRENZ &, N—Fry MNERECESBETS L INIBHET HLA-BS1 24
AZXNE Tg U ATIE, FMLP #I#i2 &% superoxide @RIEAF HEROBHIEML T
NS ENFTENAE (Takeno et al, 1995). LAL, BEFBRVLIDOITATHE, X—
Frv MRICHMT 284 7ER (REORE, BOT RURADRE, OBAT 7S,
BHEES) BRHEIN TN (Takeno et al, 1995). MICBRR Tg YU AITREN
7~ B MRS DYEF /2 AN, T @ superoxide BREELEFHFROKOEMNZRBRL TS
O, S, HEHRRTALETHD.

EEOAERETODVWTR 1A TR CH SHN, B 1 RETI-HO F, KOH
FAH SN0, MICB OBRERENCOL L Z2ERITHERAETTHIMLES S
BRAPETHS. ALREHMOBREXORETE, AEBOREER, REBOIEESA
phf. BEEMRBOSEEENMSMOREBTEALALREELZSEREILTVSY
EMNS S, MREE LT MICA, MICB # U7 EZ2RE L ZMRIIBE ERICFET
By 6THMBECESINARBEZZTA ZEMHESMCE> TS, (Grohetal,

1998) <YW AEER Y 6T MROBECHFETIHMTHY MICB Te HETHMK
DELFRZ BN S 5. EEALEEHOREEREZNRBELELRS. ATY
Ay 6T cell ILXBAMBEEMOGERBEIT oD, HENOREMBADR BEM
BidHE ko . (RART—%). SBREORME R R 2RE L ERYT
HRENHDEBLNS. £/ MICB mRNA OBEERARDF 20352 VT T RIRE
OFFEMELH, 1HEMEETHELEZ. (RABET—F) SORIBEVLETHS.

MICA & MICB W, MHC 752 1AL &L 25S, MRARATTHSal, a2,
a3 EOREMR 27%E D TEVD, STHEBENICE HLA 75A T HUREBEHTLO
T, FORTIIEIARTF RESEHE, THRERSMNS S A% ENDS (Bahram et al.,
1994). UL, HLA 752 1 HiEEERAEZY, B2-microglobulin &REFFEEL Tz
Eaxn3 (Bahram et al., 1994). #E->T, MICA & MICB &, #H#HMZX MHC 75 A 1
FEETORIZEBERLAVOTRAVNEOTFRGBHS. MICA 23T % monoclonal
Fifkiz & 2 L2 mTn S MICA #2278, MELERICOZBHET DI &M
HWBL7 (Groh et al., 1996) A%, Zhid, MICA 285 ERMBEND > NRIKBITSZ TH
BTy bAa H RELTHETS, szl BENAZ T MRoAaRER%
CBLWTEETAZEERBLTWS. Lhd, MICA RU MICB ORBRIEI#H 3 v 7k
MEEEEL, MICA RO MICB#{&F promoter IZIX, # 3 v VIEEHE element 17
ETB M5 (Groh et al, 1996), —# Tk, cell stress response BZFD—D TR
RAAMEINTWS, HEER Hic MICA, MICB EHHE 2R L ZMIEBE LEICHF
FT5y 6T MBRCRBINMAEEEEZZTSZENHSNITE>TWS. (Groh et al.
1998).

49813 Tg 2RAVTEROE 357 MICA, MICB BinFOBREERRLZWL. U



NEYTEy F Ot OBRASEREICEENTPREILETH D,

¥/, MICB %5 Tg ¥ A, MICA B Tg ¥ X, HLA-B51 Tg YU A &L OBNTH
bRIZEY, 0—F v MNRIELWRRBPENS C EAMFTES. £/ HLA-B5L
Tg ITA, EhB23r7unru’syy>s Tg, IUAS2I/0/ar/Us/ vy 7IR
A EERET S Z L THRIERE TO HLA-B51 ¥ 2 X BEOMIBERNORREZHLT
CBZLEEEELTNS.

MICA KU MICB OBEEIIMTHZH, SF> TEOEFRBHSATRLL, INnsF
ST ERBRERBERETS Tg IUARZAVBHI LK, TOEFBRHAICHL N THER
HRDDTRABNWNEEZTNS. HICEERNOEBORAICRAMAELZANLHENL
BEEha LT, FOBECREBORI, ey o NIBER—Foy MNERIEES
DOEREBFRFHSMCIZND DO EHFINS.

[&E ]
Bahram, S., Bresnahan, M., Geraghty, E., and Spies, T. (1994) A second lineage of mammalian
major histocompatibility complex class [ genes. Proc. Natl. Acad. Sci. USA 91, 6259-6263.

Bahram, S. and Spies, T. (1996) Nucleotide sequence of a human MHC class I MICB cDNA.
Immunogenetics 43, 230-233.
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Bahram, S., Shiina, T., Oka, A., Tamiya, G., and Inoko, H. (1996a) Genomic structure of the human
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HLA-B*5101 #& X T7F R OEESEDHFHT

O OHE REAKRSEI A LEWRITR Y — « A AHE S E)
iR BEE (R KFEIM XEWEEF— - AL AR5 EF)

KEYWORD= ~X—F v hF, HLA-B*5101, X7F K, Bw4 T b—7

[E8] HLA-B*5101 #A&X7F ROBESHEEZMHBITT S0, AU
B5CREG #iET# % HLA-B*5301 IC#ATBERXTF ROBESEEMEATL .
HLA-B*3501 #i& 7 F R &b, il 7=,

[51%] RMA-S-B*5301 #ii3 % B\ /= HLA class I stabilization assay {2 & 1.
HLA-B*5301 # &8 X 7TF ROBEREIZOWTENT Lz, £/-. HLA-B*3501 &
FADFEG BRSNS L.

R] HE SN TV HLA-B*5301 3R CTL TE T RTF ROFKE
feld, HLA-B*3501 fifE CTL TV h—7RTF ROFHBEHREE LERTEN -
2o FEFZEOATF RO HLA-B*3501 & HLA-B*5301 f\@fﬁé%hﬁﬁﬁébt
Fir. B*5301 ~O#FBIIELSEKFL.

[#&3%] HLA-B*5301 & HLA-B*3501 {2 Bw4/Bw6 ¥ h—T7OHEE-> T
WAHDT, Bwd TE h—THRTF ROBERERO TS EEZ SN, T
D EMm5, AT BS5CREG TH S HLA-B*5101 ##&5 X 7F ROEHKEMER.
Bwd TE R —TIZE> TIRESNDH EHFZ LNz,

Analysis of low affinity of HLA-B*5101 binding peptides

Masafumi Takiguchi(Division of Viral Immunology, Center for AIDS
Research, Kumamoto University), Yuji Sobao(Division of Viral Immunology,
Center for AIDS Research, Kumamoto University)

[Purpose] Affimty of HLA-B*5301 binding peptides was studied and
compared to that of HLA-B*3501 binding peptides in order to analyze low
affinity of HLA-B*5101 binding peptides.

[Method] Binding of peptides carrying HILA-B*5301 anchor residues to HLA-
B*5301 was examined by HLA-B*5301 stabilization assay using RMA-S-
B*5301 cells.

[Results] Affinity of HLA-B*5301-restricted CTL epitope peptides was
lower than that of HLA-B*3501-restricted CTL epitope peptides. Direct
comparison of affinity of a panel of peptides for HLA-B*5301 and HLA-



B*3501 showed that affinity of peptides for HLA-B*5301 is much lower than
that for HLA-B*3501.

[Conclusion] Residues associated with Bw4/Bw6 epitopes determine affinity
of peptides for these HLA-B molecules.

[T T®HIZ]

HLA-B*5101 & R—F v FMEOMHBENM SN TV S, HLA-B*5101 OX—
Frv MEIZEDEDIZHEDbS TWBNEFEARAZSL, HLA-B*5101 73 4%z
EEE THETE h—7ORBIILS T, TORILNRETHFA 1 DOEEE
MELTEZBNS, Lo T, HLA-B*5101 5 FICHE T 2T F RO
EETH D EEZHN5., B4 HLA-B*5101, B*5102, B*5103 2 1 1TH
AT BERTFROEF—TEHESMIIL V7, THEDOXTFRENI DO
HLA-B51 &St 2 B E2H oM Lz, —F. HLA-B5, B35CREG #1
B T#H 5 HLA-B*3501 I8T33 7F Rid. £F - 74 HLA-B51 C#HET
ZRTF RICEhHTELL TS0 970, Z0#AMEIX HLA-B51 FHAN
TFFREERTEL LGN, £ 2T, HLA-B*3501 & HLA-B*5101 & @
+ 1 5 WA T TH 5 HLA-B*5301 IZHE T 67 F RIZBEL T, €0
TF— T EREREIZDWTREH L,

(5]

(1)B*5301 #& HEHIERTF ROEF— 7ML 0, HLA-B*5301 ff& X
FEROT L H—1L 2 EZBBMN Pro THOENALNTR-> TS, —H. CR
D7 > H—it HLA-B*3501 $& B*5101 EHBARMEDTY I /RO,
HLA-B*5301 H#AMO T 2 /BT > H—iZ> TWD ARSI RE . €
7T, 2FEA Pro, C#EMBAREDT X /B TH S 62 O HIV-19-mer X
FF RAESE L. F0OEEAEE% HLA-B*5301 stabilization assay % M TR
P XBITC KBTIV —ERETAEDIZ, CRHEDIa—F L FRTFR
EERLTHAR, (Q8ESITVWS HLA-B*5301 stk CTL T¥ h—7
RTF R DOESEEE HLA-B*3501 #j3MH: CTL TE b — 7 RT7F ROREHE
B ARATF REAVTHEMRM UL, ISFEEORTF KO HLA-B*5301
& HLA-B*3501 I2 X9 B A RE % LLBET LU 7.

k3R]

(1) 62 FEXED 9-mer N7 F FOFRERROMITLO. 34 AR T7F KA HLA-
B*5301 12454 L. C #7 Phe, lle, Tyr, Leu THERXTF R OFEERERS
Mo 7=D5, Met THBRTF ROBERIIE, -, INHD 4 DD 2 J B



W CERWTT AL THWTWEEEZ LN (D . IN5DT h—
3. 2a-Y 2 MRTFROMTIVHERTE 2.

£1 9-mer RFFROCKHT I /BOHLA-B*S301 ~DEEICE L ITTHE
Amino acid of the C-terminus

F I Y L M Total

N.B.P./N.T.P.* 6/7 10/17 7/12 10/17 1/9 34/62

(percentage) (85.7%) (58.8%) (58.3%) (58.8%) (11.1%) (54.8%)
MBR** 1.43 1.18 1.00 0.94 0.22 0.97

* N, B. P : number of binding peptide, N.T. P:number of total peptide tested.
** mean binding rank

(2) HLA-B*5301 #3#: CTL LY b—7® HLA-B*5301 ~D#EHREE.
HLA-B*3501 #)3% CTL ¥ b — 7O HLA-B*3501 ~DO#E&HE & Fh AT
>7 (GE-2) .

£2 CTLIER—IRIFFEOHLAZ SRAIDEG

HLA-B*5301- BLsp* HLA-B*3501- Blsp HLA-B*5101- Blso

restricted epitopes restricted epitopes restricted epitopes

TPYDI NaML 2.4x10° EPI VGAETF  7.4x10°% LPPVvVvAKE! 6.1x107°

KPI VQYDNF 2.9%X10° FPVRPQVPL 1.2x107 TAFTIPsS! 6.8%x10°
| PLTEEAEL 1.4x107 DAvYFsveL 2.3x10°

NPDI VI YQY 3.7x107 LPCRIKQII 7.3%x107°
DPNPQEVVL  7.5x10° NANPDCKTI 4.0x107*
EPI VGAETFY 1.2X10° QGWKGSPAI >107®
RPQVPLRP MTY 2.7%107°
VPLDKDFRKY 4.5x107°
RPI VSTQLL 1.1x10™*

" S0%BAMESABNTF KBREM)

(3) 18 DR T F KD HLA-B*5301 & HLA-B*3501 O #5& % thi L 72Fh,
IEHEORTF RZnWTNO HLA 7 7 A 12 #Ea Ukho 20, o 158
DR TF P33T N THLA-B*5301 ~D#EHMB*3501 S LEARTHEL <{Eh-
7z (F&-3) .



%£3 HLA-B*5301 5 LUHLA-B*3501 ADRTF FEEGHEDLER

nonamer peptides BlLsg
HLA-B*5301 HLA-B*3501
peptides carrying Phe at P9
EPI VGATETF 4.3x10°° 7.4x10°®
DPE I VMHSTF >107 2.9x10"*
PPHSAKSTKF NB NB
peptides carrying lle at P9
YPCTVNFTI 1.4x10° 3.9%x10°°
L PCRI KQI | 1.6x107" 6.6%x10°°
LPPTTGPP I >107° 22x10™*
QPR GRROQP I NB NB
peptides carrying Tyr at P9
S PSS STPLLY 1.5x107° 4.4x1077
L P11 VGATETYY 2.0x107" 52%x107
V PGAAYA ALY >107° 1.1x107*
GPKEPTFRUDY NB NB
peptides carrying Leu at P9
F PV RPQV P L 1.2x107° 1.2x107
DPNPQEVVL 3.8x107* 7.5%x10°®
YPLTSLRSIL >107° 3.5x10°
PPAVHGT CPL NB >10"°
peptides carrying Met at P9
RP I VSTQLWM 1.5%x10°" 3.2%x10°°
A PP PSWDOGQM NB 7.5x10°°

[Z%]

HLA-B*5301# &8 XRTF RO CERD T > A— B SMITR>TWARNoT7Z
. SEOFET 4 DOBKEDT I JBRTY 2 H—I/E> T HENHAL P
o, £ CTL IE b—7XRTF ROFEEREOHIT LD . HLA-B*5301
“eA N TF ROFSSEET. HLA-B*3501 #5287 F ROMEREL D {EWENH
Sz o, COEIRE-ET KB/ 15 BEOR—X7TF ROM
HLA 7 5 2 1 HF DS EFHANZERTOHL NI TE

HLA-B*5301 & HLA-B*3501 M@ E. o 1 FAT L@ Bwd/Bw6 T
E -7 THDBODT I B (77,80, 81, 82, 83 FEE)TRLND Y, ZDH



L O RTFROESEIENHLA-B*3501 #6X7F K BHE . HLA-
B*5101 #£87F K (K4S i3, Bwa/Bwe .Y b—FIZ Lo TREEN
TWBEEZ NS, ZOENSHN LT HLA-B*5101 #5517 F FOEREE
M1, Bwd TE R —TICkoTRESNTVWEEEZ NS, LML IR,
HLA-B*5101 &R TF ROEFEHE. BHERBOTRVEZERLTED,
Ne-F 1y FPREOEFICIE HLA-B*5101 #&X7F ROBHEHEEEL
TWiaWEZEREL TS,

PO
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and -B78 molecules, and implications for Behget’s disease. Int immunol
1995;7: 223-228.

2)Kikuchi A, Sakaguchi T, Miwa K, et al; Binding of nonamer peptides to
three HLA-B51 molecules which differ by a single amino acid substitution in
the A-pocket. Immunogenetics 1996;43: 268-273.

3)Sakaguhci T, Ibe M, Miwa K, et al, Bindign of 8-mer to 11-mer peptides
carrying the anchor residues to slow assembling HLA-class [ molecules
(HLA-B*5101). Immunogenetics 1997;45: 226-228. '

HFalk K, Rotzschke O, Grahovac B, et al: Peptide motifs of HLA-B35 and -
B37 molecules. Immunogenetics 1993;38: 161-162.

5)Schonbach C, Ibe M, Shiga H, et al; Fine tuning of peptide binding to HLA-
B*3501 molecules by nonanchor residues. J Immunol 1995;154: 5951-5958.
6)Schonbach C, Miwa K, The M., et al; Refined peptide-HLA-B*3501 binding
motif reveals differences in 9-mer to 1l-mer peptide binding.
Immunogenetics 1996;45: 121-129.

TYHill AVS, Elvin J, Willis AC, et al; Molecular analysis of the association of
HLA-B53 and resistance to severe malaria. Nature 1992;360: 434-439.
8)Hayashi H, Ooba T, Nakayama S, et al: Allospecificities between HILA-
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R—F x v MGEHOF U R FA 2B Fik

BEE  HEREE CGRRURZFRZEE, IBRD
bR GERCRZEEZER, BED
I R GREARZEZELR, BRD

KEYWORD A~N—F=x v bFE. 77 LBERE. #i) R71 JBHUAMm

[BHIR—F v MEOEREL T, 77 LBEEOHESERE OB S ERHIN TV 5,
B&E VI LBERECEET A VRTL IBREMICREIFELZERELIS I L%
WELE. R, N—F v MEEBITBURTA IBOBES2HXHBMT, URT
A ABIZHT 2P ERE L 2. [HIEIR—F v MREE304], REIEERER
BELI6HF. ERA25FIB%t % & L 7=, Streptococcus (Str) sanguis & Str. pyogenes
DURFAABEHEE LT, MBFOHY R T I8 [eGHB I WNIgAFF ZELISAE
ICTHIE L. FLPSH#MSH ., BERIN—F oy MFBE OHILTA IgAFEM
BIERARKEARERIOE . £AESHHOEZETEHHOBE ITLFRICEHETH >
72, HILTA [eGHifiIBF2ETREEA EEadh - 8, EBHOEEIIFES
HBOBELDEETH -2, FILPSHEMITEG. IgBAEBIZERAEEN M o7,
FmIN—F v MEEU R T IR OBEES R I N,

Antibody to LTA in patients with BD
Fujino Yujiro, Chen Jun, Kaburaki Toshikatsu
(Tokyo University School of Medicine, Department of Ophthalmology)

[Purpose] Streptococcal infection is thought to be one of the important causative factors in Behge
t's disease(BD). Previously we reported that lipoteichoic acid (LT A) from Gram-p ositive bacteria
could induce experimantal uveitis in animals. Therefore, we examined anti-LTA antibody titres
from serum samples of patients with BD to investigate the relationship between streptococcal
infection and BD. [Methods] Thirty patients with BD, 16 patients with acute iridocyclitis and 25
healthy controls were included in this study. LTAs from Streptococcus sanguis (S sanguis) and
Streptococcus pyogenes (S pyogenes), and LPS were used as antigens. Serum anti-LTA or LPS
antibodies were measured by ELISA. [Results] Anti-LTA IgA titers elevated significantly in
patients with BD compared with normal controls (P<0.01). A significant increase of anti-LTA
IgG titers was also determined in patients with active BD compared with normal controls
(£<0.05). No significant elevation of anti-LPS antibodies was shown between BD and normals.

[Conclusions] LTA may play important roles in Behcet's disease.



IRUBHI] A-Frv MEOBERELT, 7 ILBEREOEBEIREOMN TR S
NTn3, Bxid. 7S5 LBREEIZEET 2R T 28 (Lipoteichoic acid; LTA)
BT REDELAEERLD B T EERELEY. S0, X—Fz v MEKBTLY
EBFA AMOBESERRSHNT, URT aBIId ShiEMzREl7x.

(% & Hik] 199843 AMS 9 BOMIZEABRZZBLAENX-F 1y R 30
FERRELE, FONRE. BiE26H. LSBT, E41327~68F (FEH43F)
TH ol RIMITERENS ORZEEELE TERBE 25EROAFECIHD 59 EIE &
fFol. £k "—Frv MEUAORESBEREBE L LU TaMEmEsE D BER164

(BE126. ZotEAf) » 5 BERBICEL Lz, ¥EEFEI> bO—)lE L THEE A2h
Fl (BHE18H. LHTH) BRVE. FUEEOREIZBEOREICHEIEELISAIK TN o

=2 HilE e LT, Streptococcus sanguls & Streptococcus pyogenes OLTAZHW®
7. ¥/, WEELUTE coli LPS #HWW/z. 2 Kk¥ifk & U Talkaline phosphatase
labeled O b FeG E-idlgA%H Wi, FHRERE LT, LTAELPSIZRRERKG D
RN EERENDIZ.

[$52] R—-F v MNEBEOMEIERACHA, FiStreptococcus sanguis &

Streptococcus pyogenes LTA [gAFREASE TH o/ (WINHP<0.01, &1) .
R Fry NERERZERHOBRE (134) EFFEBHOEE (74D THTT
B3 &, EBNOBZIIEEHHOBECHAFRICHE TH 72 (P<0.01, &
2) . HleGHKIZR—F v MNEEFHLETIRER A L ARZERBRL o720, EBiE
L IRE B BB ANEBICBETH o7 (P<0.05) . PILPSHKIIIEG, lgA s
HIEBASEN AN, BEIIPEREREEIL. FILTAFUFRIER A LZW2P 5
7%, HILPS leGHitk M A BICEETH > &2 (P<0.05, &3)

%1 LTA, LPS iIxtd 5 IgAFifbf

S. sanguis—LTA S. pyogens—LTA LPS

BD 0.495£0.269%* 0.645+£0.395%* 1.075+£0.770
AlC 0.345+0.148 0.428+0.125 0.859+0.582
BEA 0.308+0.142 0.377+0.198 0.888+0.760

~ (mean=8D, ** P<0.01)
BD : RA—F v K, AIC : AT Bk



#£2 EBMEEEEBHER—F v MEOIgAFIAHM

S. sanguis—LTA S. pyogens—LTA
15 8%EBD 0.697+0.198** 0.9621+0.392%*

JETEENEBD  0.351+0.221 0.419x0.214
A 0.308:4:0.142 0.377+0.198
** P<0.01

#3 LTA, LPS iz B 1gGH &M

S. sanguis-LTA S. pyogens—LTA LPS

BD 0.234+0.1156 0.284+0.151 0.155= 0.141

AlC 0.317+0.190 0.437+0.276 0.1934 0.087*

BE A 0.250+0.115 0.258:+0.097 0.096=+ 0.066
* P<0.05

[ZE-f#H] cnNETR—F v MEFOER &L TStreptococcus  pyogenes,
Streptococcus sanguisMBI SRR E X N T, e, N—F v MEEFTEIgA
PR S W I EBHEIN TS, 26, FILTA [BAHIEAR—F v MEBHETE
B AT HAREEITEN o =M, HLPSHAIRER A EERN B ol &b, U
[EALROEINT L 5 BN T OBMTIIRLWbDEEZ SIS, LTAWR Y 7 LABIEE O
HRNE A L. LPSEELIOBER, <07y — VB R DENMSNTED,
Hald. LTARNERMICRESIEARRILIB I &, FEER—Fry MREEDOR
RS BAEER 1Y, LPSHIETIIIE®E A & O TIL-SEARICEERENRD NN 72D
H L. LTARB TR A ZIEWIL-SEARER LA Z E2RE LYY . SH, N—
Frv MEEEMENINS OHEOHDLTAICXK L THE W KM ZRLAEZZEE, &
NS OB D D VIRLTANR-F v MRORERFCEE L TS AREEZRRT 2
HOEEZOHND,

[ R

1) Guillermo Merino, Yujiro Fujino, Rodolfo K Hanashiro: Lipoteichoic acid as an
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N—F v MEOEBFERME

MERF RERER. R RE&SR. AN HAE GERAFEZFER. BED
By BRI BROE. M B GRERRESE. IBRD
riE AR AE B GORPEERE,. BRY

KEYWORD A~N—Fxw ME, aANVEF, IO XRY >

(B R—F v MEEHE OIREICHT5RREEEE LT, Fa)leFr&rn
ARV BHWLENTNS, YR TRERELTANEF O R2ERREEL TN,
BRI OBEBRBER Tz, (5] 199280 5 97T EOMIZEKER 202 L LRIER 2
FIEH5R—Fry MNRBEHESIFAIO S B, 1 EL ERBEBOTELLFAICONT, B
FEIZKXT T BARGER EIBEDD > FO— )LD RBEIZ DOV TN, FR] sz,
PRI L OBRFIIOFAOATH o/, D)V EF o BEMEE T - ImBEIA0H T,
HBRFEMED S b O-IIVRIFFII24%] (60%) TH-ol=, BINZI 7 OARY BEM
BEBRTRONTW 4T 28I P O— )V BIFTH-=, 2)IBF T2 b
O—-ARRTH o HIZ 7 O R CEMBRICY 0B Z 12EFTiZas hao—
NWEIFFHIX1HAOATH o7, TN EF 7 OXR) 2 OFHIER4HATHDIL D
B2 M—ILEFFIE8H (57%)THh-o7z. YIVRARD VEMEHL EH19HF 4
# (21%) ITAEN—F v MRERERSHE L2, Fa] 2V eEF BB THEEL B
DBEOIRED > FO--IVRTES, 7 0AR) P EOHAICLDBEI> hO—JL
BEHFFIIEMT 20, B3 Na--VFAERANZEEET S,

Treatment of Behcet's disease

Fujino Yujiro, Hiracka Miina, Kitagawa Mayumi, Kaburaki Toshikatsu,
Chen Jun, Hayvashi Kivofumi, Izawa Yasuho, Numaga Jiro
(Tokyvo University School of Medicine,Department of Ophthalmology)

[Purpose] Colchicine and ciclosporine are used for the major treatment of
Behcet's disease(BD). We selected colchicine as the first choice of medication.

We investigated the efficacy of these drugs in BD patients in our clinic.[Methods]
From 1992 to 1997, 53 of 81 patients who continued to visit our clinic for more
than 1 vear, were investigated to the clinical effects of medication. [Results]
Nine patients did not need any systemic treatments. Sixty % of patients (24 in
40) receiving colchicine only had good efficacy from drugs. One of 12 patients
who was treated with cyclosporine instead of colchicine was controlled



effectively. Fifty—seven % of patients (8 of 14 ) were controlled under the
treatment of colchicine with ciclosporine. Additionally, 21% of patients (4 of 19)
receiving ciclosporine suffered from the appearance of neurological
manifestations. [Conclusions] In our series, more than half of BD patients
showed a good efficacy under the treatment with colchicine. The combined
therapy with ciclosporine increased the number of effective cases, but some of
cases failed to be controlled by these medications.
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New therapeutic ways by the inhibition of cytokine function for Behget's
disease
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[Purpose]

The experimental final purposes of our research are to investigate the pathogenic
significance of abnormal cytokine production in Beghet's disease and to show the
therapeutic approach by the inhibition of cytokine function for Behget's disease.

1) To start the clinical research by using a chimeric antibody to TNF-a for Behget's disease.

2) Establishment of human antibody to human IL-8 utlizing the zenomice which can
produce human antibodies.

3) To know the therapeutic effect of anti IL-8 antibody on the experimental arthritis model
in rabbit.

4) To elucidate the role of IL-6 in the Behghet's sysnptomes associated with menstrual
cycle.

[Methods and results]

1) Prof. Ohno, the chief investigator of this project, is dissolving the problems concerning
the clinical trial with anti TNF-a antibody, cA2.

2) Four human monoclonal IL-8 antibodies were established from the zenomice which
was immunozed with recombinant human IL-8.

3) The mouse anti IL-8 antibody inhibited the infiltration of neutrophals in the synovium
of experimental rabbit arthritis and protected the destruction of arthral cartilage. The
established human monoclonal anti [L-8 antibody is now investigated the pathological
effects on the in vivo experimental human arthritis in SCID-Hu model mice which are
transplanted with human joint tissure from RA patient.

4) A fifty year old female patient with entero behget's disease showed transit fever with
elevation of serum CRP and IL-6 in the early period of menstruation.

The peripheral blood mononuclear cells (PBMC) obtained from the patient were
stimulated with LH, FSH and estrogen, respectively. LH and FSH induced the production
of IL-6, but estrogen did not. PBMC from a healthy women did not produce IL-6
stimulated with either LH, FSH or estrogen.

[Discussion]

1)Human antibodies against other human cytokines than IL-8 are establishing utilizing
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the zenomice.

2) The anti IL-8 antibody may be a useful therapeutic agent for the chronic inflammatory
disease.

3) Induction of IL-6 by LH and FSH may be explained the recurrent symptoms associated
with menstrual cycle of women patient with Behget's disease.
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