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1. Two DMARD therapy of the patients with rheumatoid arthritis.
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[ 3. EffectofrTNF- «at various concentrations on the production of O:-
by RASC (@—@),0ASC (¥—W¥) and OACh (E—M) . Cells were
cultured in 24-well plates in the presence of ferricytochrome C with or
withourt rTNF-a for 8 hrs, and the O:-generation was measured.
Data are expressed as the mean and SD of 6 repeated experiments.
Statistical significances were determined by Student’s t-test.*p<<0.05,**p<
0.02(vs the control).
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% 1 : Amounts of mediators (mean (SD)) released by peripheral or synovial fluid monocytes form patients and

normal controls

Mediators released

(normal controls)

Peripheral blood monocytes Peripheral blood monocytes

(rheumatoid arthritis)

Synovial fluid monocytes
(rheumatoid arthritis)

PGE? (pg/10° cells)unstimulated 2741
LPS* stimulated 4898
LTB: (pg/10° cells)unstimulated 91.2
IL-15* (ng/10°cells) unstimulated 56.4
NAG* (#mol) unstimulated 314.5
0O: (nmol) unstimulated 0.99

(1649)
(3671)
8.7
(58.5)
(16.6)
(0.25)

(n=16) 5935  (3748)%
(n=16) 9830  (5873)*
(=15 1464 (58.4)%
=8 1229 79.3)*
=6 3319 (24.5)
(n=9) 1.16 (0.49)

(n=44)
(n=44)
(n=43)
(n=24)
(n=35)
(n=20)

3425 (2540 (n=12)
138 W4 (@=1D
779 W7 ©=Y

Monocytes were cultured for 24 hours at 37°C and the supernatants were assayed for each mediator.

*p<0.05; +p<0.02; p<0.001(v normal), ++p<0.05,

arthritis).

p<0.02(v peripheral blood monocytes in rheumatoid

*IL-1 8 =interleukin-1 5 ; LPS=lipopolysaccharide; NAG = N-Acetyl- 8 -D-Glucosaminidase PGE:. =prostaglandin

E:.
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D IgM-RF 2 A ¥ 5 (X6). HIRDOFRE R indomethacin DFEMIZ & o TIZHES » 2 BB I
ZF % h o 72, CD5°CD20*/CD20* D & L IgM-RFOEA G EMHBE T2 (MW7) Z&Hh 5,

CD5*B #Mifad € DEAEICES 3 5 L Bbii.



Spontaneous PWN sAC

.. ¥ 6. Production of rheumatoid factor by
00— s —_ T+ peripheral blood monouclear cells.
IgM-RF was produced by peripheral
t blood mononuclear cells (MNCs) from
. + patients with seronegative rheumatoid
= . . ____ arthritis (SNRA), those with seropositive
‘; : ! RA(SPRA), of healthy controls (CONT)
:100 : ’ .. stimulated with PWM or SAC. Larger
I I —t- amount of IgM-RF was produced by
K] . o . } * MNCs from SNRA than by those from
- T SPRA or CONT.
: . Statistical significance of the mean values
- . . (depicted by horizontal bar) is shown
ool mlin ke _am - by *(**p<0.01 and *p<0.05).
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X 7. Correlations between IgM-RF production and

CD5*B-cells in seronegative RA patients.
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BHELR) v~F RA) CHBETIRENZECH#KTHL Y < b4 FEF (RF) ZRA
DREFRBRIZE b o TWA I LA HEESNSE. 20k ) ZHBEEECHS T sHCHE
EABMIEAEDL ) ZBRENTHAL T 20042 BHT 22 L IHFENERERLOF
BRI RBEEZLND. InF CUUARNKEDHERMEIRBEZOME V- T Lk
FTRABREY»S RFOH, L#ETEHER (V) EEFLHBEL, B LER B#HORF
B UEMERSEET, BEFEEZEO DNA LEVHERAESEON. 72, TORFIE
DNA®¥fnru7ry) vzt 3RERCEERE L, o7:. ThbOfERD S RFIFED
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EEHOHEIEE*EBET A TRESHRN SN, BEEL-RFVEET2Cy BLUC rEE
FLEELEEMBICEAL TRE S A SHAOFKRELOBBEICOVWTE SR 44T -
TWw3,

B. h MEAKMAIEEv—H—& L TPHAI-RNase L MEREMEEERF & L TOM
AE#MREmA Bk E, fiHEEH, #EHE, RHEEZ, LE—TF)
DHER OB TILiE Al-RNase 2° M E MM (EC) CHKT A5 EFRBENT &2 b,
ZNM%in vitro CTEEIEBHL LS & LT, ECE &Y A1 bh 4~ TREEL, Al-RNase DLH)
%, ECHEN - &) LTw25% 8 AFHENE (VWI: Ag) OLB) & HEL 7.

F¥A4 vy —7xzuary (FN-y) CEELEES, vWI: AgidgE®x L&, ECAEV 2 A4
FELBWIMOMEMEZR LA, Al-RNase iZi3 & A ERETH -7z, T/-IL-18 TREELEE,
EiED vWE: Ag i34 L 722% Al-RNase 313 L AL RETH » 2. H.0.BEERH IR LFED
vWf : Ag, Al'RNase & b HE A L7z, LA > TvWFf: Ag & Al-RNase i3 ECBEE 10
LTLTLIFULEE LD @GBS 2o 7.
2ECHECHECHAFEE T3 L oMb b 5. bhbh bBEEE) v~F RA) ITBWn
TMFEMECHAZHWEL 2 ZARABKICBVWIEBE MR D, HTHEHIMNERS
73T RA RA+EAM) ICBWTESHICHEEREM2R O~ (M8). # L TH ECH MMMk
vWE: Ag %60 gGY < 14 FEF (gGRF), EMRF 2 L L EDHBEBERERL 7.
UEIX DI ECHANECEEICHS L TwsZ tREFELEbNL. SS5ICMELERER
FTRABVWIREXTTOLLENH 5.
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C.a.HLLHAMAEORR (X IE, TE—F, HPEE, THIEZ, #=ZE5)

V4 —B& % EERE LERITRCEER #2208 ROMEMEEK (UCTD) o 8%
MEFCHERDOTIA L TR 2H LA EZRB L, BEOE?» S Kafifh s L7,
AHiAR L HOEPRE T speckled BIIC g S, RABMPEMME (RTE) & oI &8 2 2L AR
A L7 (M9). MEHIUE (ENA) L RUs L & (IEREEEKIE) .

9. Double immunodiffusion shows that Ka system is quite distinct from the RNP,
Sm and SS-B systems (center well, RTE;wells 1 and 4, Ka serum ; well 3, anti-S
S-B serum ; well 5, anti-RNP serum ; well 6, anti-RNP and anti-Sm serum)

Ka¥iJg 13 DNase, RNase, neuraminidase |Z#&$JitE T, trypsin IZESZMTH o7 56COM
BTIE605 74101 2RIE L7, pHS- 10T EETH 52°, 3 TG L 7. Immunoblot T
MBI L B & ABE XD F 8100, 88, 68, 64, 45, 43kD @ 6 D peptide & ) % 5 T & A7
Lkl ol FRIZ88L4kDD 2 O EREL DD TH - /.

AHiRIZ ELISA B L 2MBICL o TE5I12 240 SLEEE, 140 MCTD % bl
BN, WwEN b speckled BIFAZYIMAR, RNP AL M T, SS-A, DNA Hifkd 2 &I AT
Sht. BRBICRZIOIET 2RIV R, HEEANK, BEFH, BE, THRERKZ,
BAEMICREHAKESy 707 VIEZRBO. Lo THERTRLVS / —HER LB
J12 associate L7=HED LA 2B, ZOHRESIHBEEEL CTRETILEND S
5.

C. b.MmrHMIEERRAE (KHIEZ, FHEER, X E)
E# v b, gM HiMBE g AR EE L, £ & LT intermediate filament (IMF) {23t
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BOLNBZE LD, BRIMEALE Z 515 (X10).

Ratio of IgM anti-Vimentin(Vim) anti
body and IgM
filament IMF) antibodies to serum IgM
concentration.

Ratio of IgM anti-cytokeratin (Ker)
antibody against IgM concentration in
8-year-old pupils (8,Y,0., n=18), heal-
thy adult (Adults, n=41)and umbilical
cord blood (Cord Bl, n=12)
shown. Shadowed area indicates mean
+ SD.
®* :IgM was less than 7 mg/dl(non-
detectable) but anti-cytokeratin anti-
body was detected.

H : Both I[gM and anti-IMF antibody
were not detected.

anti-intermediate

are

52 %75, EB™ 4 ) A% polyclonal activation {2 2 <

IgM THL IMF itk % A S 5. HTLV-1 &G Tl M JUiRE £ 584 L, 1gG 3tk o4&
ZRL (FE2), NKMIFEESKTLZ. 2o &id, HTLV-1 B3, G2 9 A0 HEH

HROBEEXFETH I L E2RE

5.

Fo BEEA, ATL b & UREMEBEEREIC 50 5 IR BT

IgG class
Actin Vimentin Cytokeratin
<20 20160 180 <201 20 60 180 540 >540 <10! 10 20 60 180 540
Adult 37 211 1 401 1 41
ATL 4 411 +okkk4 1 4 HE 7 111
[.Mono 2 311 + *%k21 1 3 + *4 12 +
IgM class
Actin Vimentin Cytokeratin
<201 20 60 180 <20 20 60 1180 540 >540 <10 10 20 60180 540
Adult 41 19 16 6 9 14 13 4
ATL 9 4 4 1 2 2 2 2
I.Mono 511 1 k%% 1 1 1 2 1+ kkx 1 1 2 2#+
IgA class
Actin Vimentin Cytokeratin
<201 20 60 180 <20120 60 180 540 >540 <10 10!20 60 180 540
Adult 40 41 36 213
ATL 9 *71 1 1 + 8 1
[.Mono 5 *¥kk 2 2 2 3 111
BB BHEREOE (k%% ; P<0.001, *%; P<0.0l, % P<0.05) B &UHkED

# (#; P<0.001 , +#; P<0.01, +; P<0.05) %/R3. IEHMEDOBEFIE (eeeeee ) WL hIRL
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1)
SEE, BB IC 38\ T heat shock protein (HSP) B SIicowToHENFTALN L. b

bhid, BBRERBEZMEFIC BT 5H HSP60 itk (Human HSP60 & U° mycobacterial
HSP60) % illsg L 7=. IgG #T mycobacterial HSP60 fifki3, EEH A, BEHROMIIZEZL RO %
7o 7225, IgG $i human HSP60 Hifkix, SLE, ¥ =z — 2L VEFRBEIC TEHWEI 2R L7
(E11). BLEX b, SLE, SjS 23V THuman HSP60 DIREK R BEE N E 2 b7,
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M11. Scatterplot of an ELISA analysis of serum IgG and IgM
antibody from patients with varied autoimmune diseases bound to
the 60 kDa heat shock protein from humans (P1) or from
mycobacterium tuberculosis (ré5).
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LOBREYOREDICHNT 244 (C3d/C3C, C4d/C4, Bb/B) BEH L TWwB I N LW E
EThHrILERL (M12). ToZrid, RATEHAEMABECH> Td, Z0iFEHA -
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D.BEAICH I3 EEFOES (BIESE, RHEZ, WABSEA, #EX IF)

S ETHEELE PSS) <k, BILEB L URMM P EZIR L v HE L2ZDNA 2B
T, 74 780427 FVEEFIZ2 D0 point mutation BEET A I L ARE SN TS, Y4
PSS EBI o RAYMEAZEK & 0 1572 DNA % >, Direct Sequence {E % vy, LEDH M % K
FL7z TORKE, HRAOEFTIRT 4 70A7F VBETOERIRB S A2 72 (K13).
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sense antisense sense
[13. Direct sequence analysis of the fibronectin gene from
patient 1. The sequence was determined on both strands
using FP1 and FP2 as sequencing primers. Arrowhead
indicates the conversion from the antisense strand sequence
to the sense strand sequence.
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