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Paraneoplastic neurological syndrome is thought to be caused by an autoimmune
mechanism triggered by tumor antigens which attack the neurons presenting the com-
mon antigens. We tried to prove the antibody-mediated neuronal loss by passive trans-
fer with IgG containing Yo antibody or Hu antibody and by active immunization with
recombinant Yo protein or Hu protein, which was concluded the antibodies per se could
not cause neuronal loss.

On the other hand, the patients with paraneoplastic neurological syndrome show
pleocytosis in the cerebrospinal fruid and massive lymphorrhage, predominant CD8 + T
cells, are seen -in the tumor and in the affected lesions in the central nervous system.
Another observation that each of the patients’ group with anti—Yo antibody positive
paraneoplastic cerebellar degeneration or anti—Hu positive sensory neuronopathy have
the common HLA class I supertype, that suggested the neuronal loss might be caused
by class I restricted CD 8 —positive cytotoxic T lymphocytes (CTL).

We synthesized the peptides from Yo or Hu protein with binding capacity to each
of the class I molecules. We found the CTL activities in the peripheral CD8 +T cells
against the matched peptide-presenting autologous fibroblasts. We need to prove the
CTL attacks neurons directly.
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AR R L 13, BEE EEER - (LA
EORER - FEEE - REELR EHL 2 ERBED
HLERP RSB0, RHEEMNEHRERYET S
—BThDH. ThHN—HTIE, MEEROEERE L
e B AR & B & 2 ISR T AR R B
RASREE S, Pk L MRER, EE L OBIC—EnH
BAHD, X612, ThHOPEE L UMEERLEE
DREBIZFEIL>THET A EHFENTENS, Hilko
BWHPAEOBE S L VEEORHRR - TOEERD
HEIZKELFESTLLDER DY,

FIEDWBEBEIZOVTIE, BB L TEES K
B LR B EUR 2 A7 4 2 WAL I A Tt
ERHNTERD,

MAEPHEREELE LA LORHEZIEBEL D E L
T, Lambert—Eaton #MSJFEER (Lambert— Eat
on myasthenic syndrome: LEMS) &3 % Uiz
P B2 NNk REL S S, LEMS BEOMIE 1gG
FIORABOBELBESTAILICLD, HEBES
HToHn7oy s xEL, LEMS TRON S ER A
WITREBLZENTESLY, S8, RV * VI
0B /AR SR FRAE % o 2o B i R R R 2
¥ I UBEREIIHT AN RSN, ZomiE
IgG <7 AOBMAIKRET 22 LI2ED, w92
oM BB SR IEFRE SR
724 LEMS THIHEGEARN, MEEHRE2 k) &Y
¥ VR TId/NBE Purkinje MBI EEILH 52
PR E R oTEBY, MEL SMEVEELRLTVE
EZONAHUPHRBETHLIBHMEETE. ChonB
TIZRHOMEREIEEE LTOHETH BT RIS
H5.

EA TN - BNEATEICH T ARETH L
Yo §ifk - 1 Hu MBESBRTLEIIOVT, F0OR
ERFZ BT A2 L2 HID, LRI L BT T
BHOTWEXHRELTEZ. 3L Yo PRI G LS
HREOHELNHLL OO, 1 AFRBARET T
L THEELEIIBET S, ETORVEEO/N L
FOlIALNELOTH Y, /A Purkinje Mka% 32
ML, YRS 7Oy P TIEHEMEBRO8KD FiL D
WY FIRBTAHETH S, ISP E X leucine-
zipper #EF* FOTF— 712> DNA BEEHBT
Y, WHEMEOES -  HHICEELRREEZETL LR
AHNBY,

Bt Hu PUtRidi/ RS E R ISR R ER %

BT5H8IALN, MEMIEONE L UCHRE 2L,
Y xAY 70y MTIH—40kD fFEIZHEED /S BT
AbNs, MG 320 RNA BH#TF—-7%F
THEHETHS ),

IS OFUERIT IR & DT A AL oMM
HEL, MEFNILFESOEBEENrAONE Z &,
AIEOEBMM L ST 5 2 &, kb L & W)
T AHHEBECHBEERIBRT2608HL 2 L0 06,
VEMIES B L UHEHBEHETOIRENEZONT
&7 BAEH Yo $U, $T Hu ifkk v THARIC
L AMBHE LT A ML BB R T2 DY,

T Yo itk PCD ofiEs S 1gG #HHEL
(Yo—IgG), Y7 AORERIIEATHE, v IgG
=7 200 Purkinje MIFGIZE DA, ik b
IgG FRV/-RERATURME €~ 27 & LTad
MEHEFR S, 48RRI TE R o2, 20
< 7 ANEFRERIZ T, Purkinje MIBBOBR%E b
Bohrol, FUELHELFEFCHS L TLRBOE
BThot-.

HiEd &) BEHMREESCL 0, FAEOFERTIC
%o TVvy% leucine-zipper &4 SO EH D) 3 ¥
F¥ bt Yo BHALREEL, RHMORL LT A~DHE
BREEIT -7, WTHORFEOTIATH, 2HDOR
FETHEDE AL Yo HUREAN 1 7 AL LR L2
B, FRSERDREIIL 2 CHRFWE L RO 2h o7,
Y ATEESNAE Yo #iffide MEBAEH VAR
BERETLRESAZALGNDL LD LRBORIG/N Y —
vEBELT

= P2y ARIE LSS EPREEN S (, A
ROELEIZIE THROANLTHLETHVH Yo ik
3T HIBRERI A TH L 2 Ebo /.

Ptk B # B (blood-brain barrier: BBB)
FRZ CHERSICESICRIESE AT, Vo v e
> FPEATRELANLY AR EES Y, BBB @
BREORBLBRIE~FIURERBITS s, T F~
% ADPMRIZTE R BT ED R - 7210,

PDELY, 2% b8 Yo EHEETIEAD
ATOMFEEIE U 2w EEbNS. Hu fikiZow
THMEDATORBEF IV IIHILL T,

i Yo/Hu HABHETERIMOREIlELE SN
B E R, FAEICIERER IR - ZRoint iR
W, WEE DEESEANICE CDSBY T iz RH
HEHID. Yo Bt/ MEE OB Cld M7 L #
CIMANEEICHEEL TS 00, ) LSERBEIE
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MERBEIC DT IR0 5FE T, Hu B sensory
neuronopathy RHBEAMRFOREMEBZ L ED
CD8MEME T MlaoBEEsTH LI L EMIELT, #
BBEREFREZIAEENELONAZ L L H 5,
AR EIIE L 72 Yo RRth/ RN M o8RRI
RERO) »ARBEES D EHNELPIIR DY,
BELFABEOBRE LA ENEZLNS. BB Yo
Bt/ MRS HE BRI C b 7V v TR L
TWaH, RERE  LTHADL L, MEMBEIBE L2
FEEIC CD8IBE T MRARAEL T (RERT —
y).

BHMEED T cell receptor BT T4 L, BEY
OSERIGHURFEMIC A ) T - FUZERL TS
bEZON RBEERF—¥7), $72 Yo BHEEEH, Hu
EHEEERLbFLEN HLA B0t@or 75147
EETAHIERELD, WERRICHERSRY CD8
AR EN T ML (cytotoxic T cell: CTL) #°E
S35 NS ELLND.

CTL &7 4 VARSI BB L COBREICEE
LREEETSH. CTL OEMTHLMBAREL, 7
057V —L%R T8 —10BO7I /BLLELRTF
Fizofans%, TRMEBESHE (major histo-
compatibility complex: MHC, & h Tl human his-
tocompatibility leukocyte antigen: HLA) class I
FFIHEE LA CENMEREICE RIS, CTL
13 T il 24 (T cell receptor: TCR) #rL T,
class I F & &b o7 F FHEZ 2% L Tl s
nas.

class I Fid alBL T a2 FAA U5 b D
Dan~) v s AEELEL Y- FHEEIZL DT F AT
BEH) LB EINTEY, ZOBIHEETS 61
@FE4 v b (peptide-binding pockets) (Z-47F F
D7 I /BEAEFEENIATYSE, D951, 2, 9
FEHX7 A —85L LT classI A FERTF PO
EUUHIIEETH Y, ZOFMICHEARIOH LT F
FAMBENICRR SN, IELY b =729 5.

Yo HiABUEDIZL A LT HLA AU ET S
A A2 class I FILEE L TV B RTF FiF, 2
FEHLEFOL L, 9FESA VRS /OAY )T 2
ZANTIZ L RLEF-THETETL. BAd
Yo MUBDT I /EEEEHIOF S A24 class I 7F I
BELIDXTFFERELT, MEXZE —TOBH
ELTABLA. LT, Yo BMFIOERMID S 58
L7 CO8BMETHIREE, ZOXRTF FCHIELT
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E1 # Yo MAMMERERMMIZBE TS Yo
NI F FaflAabA 72 E THEHESF M A
I 5 MM EETE COR14L 9 51A).

effector & L, HOOMMEFMBICFETF FEHD
AFHELDO% target £ LT, P1Cr BHABKIZL S
CTL EHAME L&A, RTF FICHFRHIIKIG
T2 CTL @EMrsEsns (M1)W,

Hu BMEICOWTE, Bfdk@o HLA BEAER W
RINTRTF FORIEVRETH 72729, Hu DY
I F Y PEEARER L TRERAD HH SN
FHMRLIC microinjention LT, Hu JEEH TH#
Lz BE R > 738RIC & A il EiE A et L7,
MM HROMERLREE /LIS, avbu— Lk
LTEALZLFMBET VI VickL, Hu HUEE AR
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8HETTO Yy 2 E3NDB I LMn, effector 1 CD8
HTHEEZ LR (1)WY,

0% Hu BHERIO HLA B2 3 I08RE LR,
—RBNGNNFGIZRZ N, class I FRETF— 7
TR EELBEDH LF—D supertype (BT H I &
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L7z,
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g1 H Hu ABHESEREREEERY M T M
faiz&k by 3 ¥ b Hu$E % microinjec-
tion L7z H CAMEFMMICH 3 2 MBa 0 & &4
(CRk15 & DB,

fibroblast
treatment disappearance rate
(mean+S.D.%)
none 0+0

BSA +/MNC~— 7.7+10.0
BSA+/MNCH+ 21.7+1.5
Vec+/MNC— 8.0£25
Vec+/MNC+ 17.8+4.3
Hu—/MNC+ 7.0£5.6
Hu+/MNC— 11.0+11.3
Hu+/MNC+ 67.0£6.4
Hu+/MNC+/anti—CD 8 + 33.0+6.6
Hu+/MNC+/anti—CD 4 + 64.2£3.5

BSA: bovine serum albumin, Vec: only plasmid vector,
MNC: mononuclear cell, Hu: recombinant HuD protein

WA T & 7210,

INLEDOREEFRER TAEORELZERTL, KIiE
@ primary event EE X LN BEE T 5 RIELS
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professional antigen presenting cell &WhiLBH
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TWAY, S ICHIRE & B AT EES O RV LI5S 2 BHk
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WMELTARTF FLE b — 720K LSRR DY, 1B
FRD TN THREZHIE L, BARIEELL
THREENE L 5 —FT, HHELEs -8R
CTL %#{EMEL, WmMbans T HMBEATPREAR
migrate L CHEHIBOMBELY b — 742 FHRL TH
REELE UL EEIEIOND.

L2 L7%dS CTL PHEEELLE L E0EED
MEE E 72w, SHIENFRNICRIET S T Ml
ro—-rE#ILT, 2oru— ik AMEMa
FERREZFEHT AP TH S,

S
R LT — ¥ ©F LB AR IS B R
bErbiE Rl HEbEEEE EORFEREILLIL LD
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