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I CNS EERH S RT 2 HEHBH LNIZDT,
ZHEER LIS CNS EH®K % A6 L 72 SLE
DWW CERERRY, MEEMICRET 22 7,

HREIUFE

MRIZT 2 ) A5 7o FiHen Ll Fikge?
#i%R ¥ % SLE 15061T, Zh# CNSERK%
AL 725E6) (CNSSLE) &L Tz
fEH) (Non-CNS SLE) iz K5 L HEREL 12,
CNS RN ZMIIBADBRMOBREIC L Nk
EL, SLE UANFERERA L » % CNSHEERKIZ
BAL7Z, 2T o4 FEIMEEERERDY
HBL 2EFICDWTIZ, AT o4 FEIFEER
FERERI REINLERKEZRE CNSSLEC
EHTHH L 72, H RNP, # Sm $iik i3 it B
Rits & 55 MEREERIGIC TRIBRZEL 723
n-DNA #£28IEH— 5N HEIC L 725w,
H3 SR_NTI7F /242D #7248

945

DNA # B\ (50%hiEs CRIEL 124 miEH
Kifii: Mayer #50% A iz (CH50) % B v
THEL 729,

53 |

1. SLE 15061 CNS fEdfk (Table 1)

SLE 1506 CNS SLE (34061 (27%) =52
Oz, CNS EREBIOFEHESII2TT
T, KHE3B, BHE1HTH-72, SLEE
&0 CNS FERHERZ CHORMMIZFH1I4E2 »
AT, &L VD26 » BLAN206 (50%)
TH- 1.

CNS SLE @ CNS fEHRic 2w, 14#lic
DERLEEL BN 1 ENREICOCTR
gL 7z(Table 1), ¥HEK24%5], FE8E1051,
26, HERIM, BOIBEE16ITH- 7,
205 BREMIER % e 72 4B 2 Bl R 2 8%
L AL Tz, R ES105% 3
PUIRERERE L AL Tz, ROTBENE
Pl EE ST LME, MEMRK, BEEDKE
BV, SREFELE L ENRETH- 72,

ZNBEREIC L5 CNS ERE LT, BE
fE (uremic encephalopathy) 6 ffll, Rifeit8
BR (2V7FavHhR, TARL¥LZ, &
#H) 5#la*H Y, Zn iz Non-CNS SLE
LT/,
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Table 1. Manifestations of Central Nervous Sys-
tem Disease in Patients with SLE

£ -

BRTH- 120, BEREEIBLN LT,
3. #i RNP, # Sm #itk& CNS K (Table
3)

Fi RNP, #t Sm HKT & B 4661, ¥ERIE
K108, W3 F, Fof4d Bl FH1781(37%)
=, #7:%0 RNP #itkEg¥E, HU Sm HUikkEE37
Bl K O B, R 5 B, 31481 (38%)
2 %72 CNS fEtk % 8867z, 55 RNP, $Sm
PRI MR T3, 67THIFRFEHIEER 6 B, &
w25, Zofh2HlE9sl (13%) i« CNS fE
KERBDLDAETH 7z,

Non-CNS SLE

Manifestations Number of Patients
Psychosis 24
Seizure 10
Coma 2
Meningitis 3
Blindness 1
Total 40
Table 2. Clinical and Laboratory Features of SLE Patients with
and without Central Nervous System Disease
Manifestations (NS SLE

(40 patients)

(110 patients) P

Butterfly rash 21 (53%)
Raynaud's phenomenon 24 (60%)
Alopecia 15 (38%)
Photosensitivity 5 (13%)
Mucocutaneous ulceration 12 (30%)
Polyarthralgia 31 (78%)
LE cells 17 (43%)
False-positive STS 3 ( 8%)
Clinical renal involvument 17 (43%)
Pleuropericarditis 7 (18%)
Thrombopenia/leukopenia 21 (53%)
Elevated n-DNA binding* 23 (58%)
Decreased CH50# 28 (70%)
Positive anti-Sm antibody 17 (43%)
Positive anti-RNP antibody 31 (78%)

48 (44%) NS

45 (41%) p<0.05

45 (41%) NS

17 (16%) NS

18 (16%) NS (P<0.07)
96 (87%) NS

72 (66%) p<0.02

1 (10%) NS

67 (61%) p<0.05

17 (16%) NS

57 (52%) NS

63 (57%) NS

77 (52%) NS

29 (26%) NS (P<0.07)
52 (47%) p<0.002

*n-DNA binding>20% ( normal< 10%)
#CH50<20 (normal 30-40)

2. CNS SLE mBgmksy, MmiE¥A%EH (Ta-
ble 2)

BEPRFER Tlix, v 4 / —3 %5 Non-CNS#
L, CNSETHEEICEHE TH- 2, ¥
ICEERGICHELPICED LN BEENEEID
CNS Blci&kd - 72,

miE¥a9iciz, $t RNP mEnEE 2 CNS
BB <, LE #a3i% (3 NonCNS i FE
CECREALC,

B WEEIEEE, # Sm $itkiz CNS SLEEC

4 . CNS R K MiEFF69%5T (Table
4)

CNS R MBI, mEFcRIL LD
13371BTH -7, Zn37H ¢ Non-CNS SLE
11061 % 8 #E L 72, n-DNA #4456\
i3 CNS fER BB F17 +16% (FEE10%LL
T) T, 20%LL LiZ125EB (32%) Th -7z,
CH50 1222 Tiz CNS fEfk BB F424 +13

(IE®30—40) T, 20LATOIKfER R L 7255
121361 (35%) DA TH -7, n-DNA & &8k,
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Table 3. Antibodies to RNP and Sm Antigens and CNS Disease

& 52 CNS SLE #Eflic s

WwT, CNS ERHBL B & 2

Anti-RNP (+)  Anti-RNP (+)  Anti-RNP (-) ‘ ‘
Manifestations  AMti-Sm (+)  Anti-sm () Anti-sm (-)  (OATERLEBEITH o LFF
(n=46) (n=37) (n=67) 7 n-DNA #4#¢, CH50 %
WERET L 2, MEFEEYIES)
Psychosis 10 (22%) 9 (242) 5 (7%) #iciz n-DNA #4%8ei332+
Seizure 3 (7%) 5 (142) 2 (3) 25%, CH501213+11 T -
Others 4 (9% 0 2 (3) 7:. CNS fEAIHHBIC 12 n-
Tatal 17 (37%) 14 (38%) 9 (13%) DNA #4&817+15%, CH50

Table 4. Comparison of Serological Deta at the Onset of CNS SLE and that

from Non-CNS SLE

) CNS SLE Non-CNS SLE b
Sero]og1cazn£)g;:§ at the Onset (n=110)
Antibodies to n-DNA*
Number elevated (> 20%) 12 (32%) 63 (57%) P<0.01
%#n-DNA binding 17415 27418 P< 0.005
Serum CH50 #
Number decreased (< 20) 13 (35%) 77 (70%) P< 0.002
Hemolytic unit 24413 15£12 P<0.001
Anti-Sm ,
Number positive 13 (35%) 29 (26%) NS
Anti-RNP
Number positive 29 (78%) 52 (47%) P<0.002

*Normal range less than 15%
#Normal range 30-40

Table 5. The role of corticosteroids in the development of CNS disease

Development of CNS disease

Number of episodes

A. Within 8 weeks after increased steroid dosage

Within 1 week

During 2nd week
During 3rd week
During 4th week

During 5th-8th week

B. During maintenance dosage
C. Non steroid

28 (70%)
9 (23%)
9 (23%)
2 ( 5%)
5 (13%)
3 ( 8%)

6 (15%)

6 (15%)

CH50 =5\ Tix Non-CNS SLE 2 & 8L,
CNS SLE 2 A »° CNS fERHBRFIEEICIE
WER R L 72, #T Sm HRICDOWTIRELER
S -7, Hi RNP Hifkis CNS EXK B
299 (78%) iIcBEtE T, Non-CNS SLERic kb
LEBICBERTH 2. 2&ICTENH RNP
PUKBBHERIC D v TR % LB L 7247, CNS
2t 216+6, Non-CNS & 2 555 L FERII b1z,

24+13% CNS fER MBI, mMBZEMICIITL
HWEL T B HEIERD LN,

5. 27 v Fia#E CNS ERHBERENOR
& (Table 5)

ATe4 FEIEE% CNS EROBHE A
B A 40FIH 286 (70%) T, I 5 1BLUAAT
9%, 2BEA 9, 3:BEHA 26, 4:BBH
56, 445 8 ANMH3IBITH-72, 122
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Table 6. Antibodies to RNP and Sm Antigens in Cerebrospinal Fluid from
Patients with SLE at the Onset of CNS Disease

No. CNS Manifestation o
WBC/mm3  Protein mg/d1  Anti-Sm  Anti-RNP Anti-Sm  Anti-RNP
i Seizure 104 100 10* 18*%(2.3)# 19* 23*
2. . Coma 0 150 -@ 1 (0.2) -e 19
3. Seizure 0 100 - 9 (0.6) = 16
4. Seizure 0 10 - 5 (0.5) = 15
5. Psychosis 0 10 - 7 (6.2) n 14
6. Psychosis 1 20 - 9 (4.7) i 15
7. Psychosis 3 127 - 4 (0.5) - L

*Titer 1og2
@GNegative value

#Comparison between anti-RNP titer in the CSF and the serum level. This was caluculated as

follows

CSF protein g/dl

: serum protein g/dl x 2(CSF titer-serum titer)

NU= PaTienT wiTH SLE AND PsvcHosis
HI= PaTienT wiTH SLE AND PsycHosis
HS= PaT1enT wiTH SLE WHo Di1ep oF CNS Disease
RT= RABITT THYMUS EXTRACTABLE NUCLEAR ANTIGEN

Fig. 1. Anti-RNP Antibody in CSF from Patients with CNS Disease

Fu 4 FRgEFREHRS P CNS ERAHBL
72 5EBI3 40600 6 B1(15%), AT oA FHIFER
Lkl CNS fERHHBAL 72EFIL 6 BITH -
72. 7t3B, CNS ERHBFICHZEEN T
27 a4 FRInERIZ 7LV =316, ) >
For 3T, Ib1BliEAFLTLV F=V>
It B ONAEEEHAL Tz,

6. CNS SLE mi##i#AT R (Table 6)

CNS SLE 7Bl E§E#A (CSF) icow
THETL 72, CSF fo#i RNP, #it Sm $Hifkiz
IRERGIC CHEFR L 72 (Fig. 1). &6 P&
e % 16 Tix CSF $orHi RNP $Hiik{fil12!8
T, INxmENH RNP HEME 228 ¢ F—%
BHiBE TH#$ % & CSF bt RNP Hik{f
3mFERN 2.3k -7, CSF dormmek
%3 160ic, CSF hronEaighmiz 4 #lic, CSF
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40

Pulse (Solu-Medrol 1gxGday) m

Raynaud's phenomenon | T

Polyarthralgia ‘

Renal disease s ——
Psychosis “_
Anti-RNP 228 25 220

Anti-Sm + - -

n-DNA binding (%) 28 15 9 8

CH50 0 1418 33 24 18 20
v-g1 (gm/d1) 2.7 1.7 1.9

Fig. 2. Case 31 years-old Female Systemic Lupus Erythematosus

P OH Sm HKIZ MEFICHETH- 22 3FIF
1 #jic, CSF for$t RNP Hitkiz &Pz 386 7.
3FERIC D Tid, CSF shon# RNP k(i
IFH i RNP Hiikffi & F—F 5 8K g
T3 LBk TH - 72,

7. #E%) (Fig. 2)

314 1ctE, #i RNP Hitkkg o SLE &I T
»HBHEHEICE D, n-DNA #48, CH50 »*
BEL20H S8, HEERIEBERL T3,
HHIERIZZT oA FEBRICL > TLEHIC
BELT, HHEHCER LA, SLEIIH LN
HFEMAEERHEAN - 2 LK RRAL TS
EFEEZ LS,

% x

SLE o) CNS fEki320~40% DEF THELT
5 EBEINTW RV 4@ 150650 44005
(21%)TH 72, FONB L L THBER, &
B Sk B4R, £EEREASHZ. INLEE
—EFIC Bl A RS 2 EmMA D 5 7255, FHF
TR 1EFICHDERLERY 1 ANHEEIZD
WTRE L7, £RBETIR) HRo 2HRFED
ALNBHY, MiFENICREEI DI E
L& T WiER, L DNAFEN L JiIcXT
o4 FHEICKIGT 59tk &, #1 RNP, $i Sm#i

EOEIITRIBD E T HERRL b B 7120,
BBFNHLWLREEENRET S L, 2k
ST L L BENYHEEEDbNS.

SLE OfEMfERKIZ R T 0 4 FERS %I B
THZENEL, AT AL FIEME & DERH
ERLOVMBEL L > T30 ZnBBicizs
L D AREEICHIMTT 5 L N B FRIE Y
v, EROBETIE, RTIAL FFEMEIZL ~
2% X0 S EOKE T L AESH X
TouA FiRE#ICRE L 2HBEIETH - 72755,
Z7Tuf FRBERICEVERDKEL A LD -1
fEfIZ CNS SLE &6 7z,

CNS SLE ¢ Non-CNS SLE # HE& L 72 %
% Ti3, Feinglass %3 CNS SLE |z if % %,
/MR EERTH 12057, iS5
CNS SLE Bic ik MAEgIER, L 4 /—B%,
KEMEBEEIBET, BEEVERTH- -
EHEL T3P, Winfield 5ic b nidSgm
HREERLGNA LAV, il Sm Hifks CNS
SLE #ICEETHL I, EHETIE CN-
S SLE #ixv 4 /—3R, # RNP HifkrE=x
T, LE #fa3%, FEFERETH -2, FF
RELRBORMETIE, MRNP MEBEMEHE
SLE i3v 4 / —B&»&EET, BiE, LE @i
BENVEETH-72, ILEMBERE, W
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Sm Hifkiz CNS SLE EIcRREERTH - 112,
NLNBERFELEVEIICELNS,

#€%k, CNS jEHKiZ SLE miEsitfic B3T3
& LT, SLE mmiE%#a#iE ¢H 5 31 DNAH
&Afi, MBWMEEIrERINCH LD —FE
BRAICRARMEBT 52 CNS ERLEBE A TW
7z. Winfield &5z & % & CNS SLE 720 % %
FEEBIAICRH T B2 4l 513 CNS fEkiZ
BB, X7 o4 FRIBRSHICHEAT L &7
BUIBELTWRY, EHETLATaAF
#%k51%, n-DNA #4486, CHS0 rtkE L T
WARHIRLECEDH LN,

CNS SLE n @ EFATR & L Tl Mooy
n, &Ba3m, EEA%H CNS SLE f10~40
BIZFRH LT B DIV gl @ FHAICIT
CSF o) C4 & T!®, IgG 5, DNA-#DNA
MARBIEEAERNFELZIERL 2238 L H 5 H)
ZFNCRGRY 2HREL $v, 4H CNSSLE
2% CSF it RNP Hik 2 BRI T
FESZL, 7 b 3%z CSF it RNP #i ik ifise
miFEM RNP Hifkifi & )V B—E&GBE THET
bEmPiREiTH -7z,

—#%ic# RNP fitkizv 4 /—Bg, i&n
JEfEZ E KM ERE & NDBEEHREH LN T
519 % 7> Alarcon-Segovia & (i3 RNP #
IZEE IS A D AL EET 5 WHE
b b EHEL TWBID, 72 CNS SLE®)
RRERATR & LC, Bh#RikE, LENM@R, M@
STEEBEOMBERN, 74 7Y /4 F% Micro-
angiopathy #*Z2H 5N TV 3P, Zhbnm
t ) 5 RNP #ifkh CNS SEKFEHICH A &
DEENERLLTOEHHIRTEELZ LV ER
bbb,

£ -

Ll E, #i RNP $ifkitE SLE 3 27024 F
#lik51%, CNS R AHT 2HEIEH» -
f2. THEELY, ERKETH RNP 5iKEE
o SLE ERIIEIC R T v 4 FEIEE#%ICCNS
EXRDOHAICBETRELBbNL,

= B

SLE150f1 # CNS SLE40%) & Non-CNS SL-
E11060ic 2 % L, leBMREt L 2 &RUT AT &
HYHBEL 72,

1. CNS FERNNF I FFHIER245], K #10
Bl, SME24), WEAIF, RIEEFIHTH
-7z,

2. CNS SLE #% Non-CNS SLE &z kL,
V4 /—B%, i RNP SilkH»BEICEEE T,
BiE, LE MERRHI;EHETH - 72,

3. CNS ERHHERHMF¥5Fr R % Non-
CNS SLE # & i#x§ % L 51 RNP ki3 A&
ISESEE TH - 7245, n-DNA #4%E, CH50
RO LAEEEICEDL -7,

4. 2704 FHMEX 8 BLMIC CNS Fik
DFEBE A IZIEBHT0% L ZHE LH TN,
5. ##& L 272 CNS SLE 7 #Efl4&%ln CSF
FicHl RNP fifk %820, -5 36lzE—&A
BEICTOFER L) ERKRETH - 72,

6. LLEic X 0¥ RNP kBt SLE i3 2
F o4 FHEIES% CNS Eko HBICEETN
ErBbnr,

# 3

RE#pichizn, ML L ICEHKMZEBY
F LB RBRER#%, KHEAKBELLULE
BEZHRWICERCHELRLET.

AEFRLOEEILSE 6 BB ARERBEESHRS
ICTREL,
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Clinical studies on anti-RNP and anti-Sm antibodies
Part 2. Clinical and serological study of central nervous system
disease in patients with systemic lupus erythematosus,

and the relationship to antibodies of ribonucleoprotein

Kiichi KOHMOTO
The Third Department of Internal Medicine, Okayama University Medical School

(Director : Prof. Z. Ota)

Forty of 150 (27%) patients with systemic lupus erythematosus (SLE) had central
nervous system (CNS) disease including psychosis (24), seizure (10), coma (2), meningitis
(3) and blindness (1). Raynaud’s phenomenon (60%) and antibody to ribonucleoprotein
(RNP) (78%) were significantly more common in the CNS SLE group than non-CNS SLE
group. On the contrary, LE cell (40%) and clinical renal disease (43%) were less common
in the CNS SLE group than the non-CNS SLE group. At the onset of CNS disease, the
incidence of elevated n-DNA binding (35%) and decreased CH50 (35%) were significantly
lower than in patients without CNS disease. Anti-RNP was present in 78% of the patients
at the onset of CNS disease and 47% of the patients without CNS disease; this difference
was significant (p<0.002).

Anti-RNP in CSF was demonstrated by the precipitin reaction in 7 patients at the
onset of CNS disease. Anti-Sm in CSF was found in only one patient with CNS disease.
Enrichment of anti-RNP in CSF over the serum level was demonstrated in 3 patients.

Seventy percent of the CNS episodes began within 8 weeks of the initiation or increase
in dose of corticosteroids, including 9 patients within the Ist week, 9 during the 2nd week,
2 during the 3rd week, 5 during the 4th week and 3 during the 5th to 8th week.

These data suggest a high incidence of CNS episodes in patients with SLE and anti-
RNP after increasing the corticosteroid dosage.



