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W14.04 

ASTROCYTE-DERIVED TGF p IS SECRETED DURING 
PERSISTENT CORONAVIRUS INFECTION. 
d , ~  W.Gilmom*, S. U °, T.Le', L.P.Welnor "~ . Departments of 
Neurology and Mloroblology*, University of Soutbem Calffomla, Los 
Angeles. Cstlfomla. USA. 
Transforming growth factor beta (TGF-p) belongs to a family of 
highly pleiotmp4c ~ which are potent Immunomodulators 
and play an Intpmtant role in cell gr(N4h and development. Our 
laboratory has been studying the influence of persistent Infection by 
the nem'ofmplc mudne (~roNIviros JHMV on primary mudne 
astroojtos. ~ astrocyta os#ures were Isolated from the brain 
of newtxxn C57BL/8 mice, and persistent Infeotton was eatabllshed 
with JHMV (mo~l) in the ~ of JHMV-spocitlc potydonal 
antiserum begin~g on day 7 post.infection. TGF-~ was dMocted in 
the supematants in either active or latent forms with a blologinal 
assay usino mink lung epltheflal cells as a target. The data show 
that unMfeoted astrowtas constitutively soc~te both active and 
latent forms of TGF-~, Dudng persistent, I~t not ecuta Infection, 
secretion of both forms increased 3-6 fold. TGF-~ production was 
not induced by U.V.-Inaotlvated vires, indicating that TGF-I~ 
secratlon requires infectious virus, However, U.V. treated 
supematsnts from persistently infected astrocytas dramatically 
increased TGF-p seoration, suggesting involvement of an astmcyte- 
dedved soluble factor. These data suggest an important role for 
TGF-~ in the pathoblology of persistent JHMV infection. 

P06.04 
ANTIGEN PRESENTATION BY HUMAN AUTOREACTIVE 
PLP S~C[FIC T-43RI J.  ~ .  
l.Coneale*, M.McMillan "t, K.lvk-Canhy', T.Le*, L.P. Weiner'*. 
Depem~nts ~ Nmu'ology" and ]~:XObiOlo~ 't, UntvcTsIty O~ So,them 

Los Anlp~.  C~diforniL USA. 
Becsmse adivat~ Immmn T cells ~ MHC Class H molecules it Ires 
been sus~ated that human T c=Hs may Ix= ~mml~ of acting as setigcn 
pn==mtag c=lls (APCs) to solubl= antilmm (Ags) ~ r  th= activation of 
resting T c~lls. Tlds hypothesis wa= tested using T-c~l clonm CI'CCs) 
q~cific for ELJP peptide 104-117. EJeve~ TCI~p + C~4* ~ were 
mo~ed by ~ de.eo. .  An v ~ e  ~ e  of wee fe rae~  and 

P IP  104-117 Bad in the immace and al~eace ~ 10~ea~aal  APCs 
(~q=nnt mm~olW= im~=~l  PmUg~. 1~n~z~m~, TCC~ w ~  861~ 
to stimub~ al i0~pmm= by reiting T cdls, tn the stm=¢e of oth=r 
~ b .  lt0wm~, d ~  did so¢ r e q ~ d  to t o ~  PUP p m U ~  thus 
indlcaenS so ta,O,/Ut~ to l n = m  mr/Sin, l*q~d~ ~ I~ TCCs 

H mol~u~m ~prm~ Fus~nmo~ AS im~matiou was seds=n 
m a s l m d ~  asd vnm m~ i a t l ,m~d  by tl~ TCC TC~ Vp u s ~  or by the 
s~mtos or sp~m~ c~0~m o~ ~a~ pm~us. FtasUy. the e~prmsion 
of tl~ ~ J o n d a t o f y  _m,~___ae BT, ¢omdated with dam ability to presem 
~ , d ~  XS, ~y TCC~ aud AS p m m m ~  w-,  ~ i a t m u ~  ~y 
mui-B'/mmodmml am~od~. "ram. B?+ PUP T ( ~  ~ mmpmmt APCs 
sed may p r o e m =  or mpa ry  -,, l , , - - - , -  rmpce= ~ inJtta=d ~y 
pr~sdonal  APCs. 

P01.01 

by ~ ,  TJ.  ca=~. x.s.(z~=~=o, R.J. e,,,,='.e.w.~-" 
Delpenm¢=s of Nmu~lo~, W * ~ , ~ o n  Uaivm'sity School of Me~liclo¢ and 
~[mmwzolo~, G.D. Searlo md  Co., St. Louis, Missouri USA 

~ :  T cell Izctivafi~ involves not only recopifion of a ~ p m  pre- 
s~n~l 5y MHC I~t ~ o  mmpec~c  r=c~or- l ipad im===~om t=rm=d "co- 
s "~ulLdon". The co-sUmulaw~ regicides W/-1 aod 137-2 are I ~  for CD28 
aad CTLA-4 ~ os T PJb. A f.sioa ~ comi~i~ of l a n ~  CTLA4 
l ink~ m mouse Ia~2 Fc (CTLA4-18) has 5e~n ahown m bl~l BT-I n d  B7-2 with 
hlgh avldity sod L0~'ve~ s p ~ S c  T celt aa/vation, Tm the p t ~ m  atudics, we 
investisated the efk~z of recombimat CTL~4-]8 in experimemal autoimmune 
encetpi~domyelitis (EAB), a T-ceil-mediated disease which serves as a prime 
model ['or muitip a,- sclero~s (MS). ]ul'~k"T,'k'~ A ~ fusion B i n  cozMdSld~g 
of zhc exUracellulaz domain of heman CTLA-4 ~ to mouse 18G2a 1~, or a 
coat~l mouse IgG~,  was a~mi.oi~md to SJL ~ d ~  bad boca immunized 
with myeli, m iadace BAIL C l t~a i  diwase was scored blindly ~om 0-5. CNS 

sections were scoz~l blindly for inflammadon, demyelizmdou mad aseml u~xosis. 
Rem~l:  CTLA4-I8 B~aaseet complea¢ly pmven/ed EAE in all 10 CTLA4-1g- 
trea~d mice (me~m maxim,,m score 0+/-0). All 9 cannel mice d~vcloped 
(mean max so~-e = 2.9). Le~ it~lsmmsHnq ~zd no axon loss occurred in CTLA4- 
Ig-n'e~t=d mice. LymldaOcyaes 5'ore ueatcd and control mice ~ . , d  (quaLly 
to myelin amiS~e -,,d activated splosocy~s from treated mice were able to a'am- 
fer BAE: ~ e, xpm'im¢~ mplporti~ T cell anm'fy as tl~ unck~lying d~rapeudc 
m¢cbamsm. C.medlmkm: Tlbe BT/CD±~ syssem Xlppmus crucial to the develop- 
m~nt of acdvely ' _-~,~-~__ murin~ HAE, s q H ~  mm m~x of i n v s s d p t m  with 
t h e ~  potmist  ~or MS. [Sqpp~ted by the Nadmal Meidple Sclerosis 
S~icty aad M o ~  ~ ]  

P07.03 
MICROGLIA REACTION ON THE NEDROTOXIC EFFECT OF MPTP (I-METHYL-4-PHENYL- 
1,2,3,6-TETRAHYDROPYRIDINE) IN THE NtGROSTRIATAL PATHWAY IN MICE 
A. Gzl~nkowska 1 , M. Kohuinlcka 12, I. Kurkowska-Jast~ 12, A. Czlonkowsld 2 

[1] institute of Psychiatry and Neurolngy & [2] Department of F.xpedmantal and 
Clinical Pharmfmlogy, Medical Academy, Warsaw, Poland. 

I ~ :  The preclea function of the mlcroglla cells is not yet fully under- 
stood, but they are conddered to play an active role In the vfdety of neurologi- 
cal diseases. An Increased __e,~,.reealon of class It antipns on rnicroglis cells 
has been found In Parldnoun e disease (P.D.). MPTP treated,ndce showed 
behaviorei, biochemical and neuropathologtcai changes sindiar to those ob- 
served in human P.D. 
iibthods: MFTP 10 mg/kg was given Intraperitoneaily to 8 months old C 57 BL 
mice In four injections administered at 1 hr. Intelvals, Sur/,vai times were 
1, 2, 3, 4, 7 and 14 days. Microglla ceils were stained w~th leutin GSA-I-B4 
derived from Grlffcv#la slmpllclfolla coupled with peroxidase. Dopamlherglc 
neurone were marked by tyrosine hydroxyiase ant}bodies. 
Ruuits: Pronouced mlcroglia reaction (increase in number of ceils and hyper- 
trophy) was already eean one day after intoxication and at the begining it was 
more evident in striatum than in eubstantla nigre, 7 and 14 days after MPTP 
injection the microglia reaction was not longer observed: Most evident depie- 
tion of dopeminerglc neurons was observed on day 7. 
Conctuaton: Microglia reaction preceeded morphological damage of dopami- 
nergic neurons. Microolia ceils could play a crucial role in the sequence of 
pathological changes that lead to the selective neuronal necrosis. 

P13.04 

T-lymphocyte subset abnormal l t lu  in the Gulllmln-Barr6 
Syndrome 
C.Dahin, M.Vmthem, J. Ememdh, Department of Neurology and Clinical 
Immunology, University Hoepita1581 85 LinkOping, Sweden. 

Blood samplas from 12 patients with Gui~rvBarr~ syndrome (GBS) ware 
studied with f l o w ~  durlr~ their d4asase course to define 
circulating T-cell populsttons. The p ~  of T41stper (xdlo (CD4+) was 
decreased mean vadue (41+15%, p,,0.01) and the plqp~rtlon of 
c y t o f o x k ~  eels (ODe+) was inmmed ( a ~ l l m ,  p.o:0oos) as 
compwod to the ~ 0mup of hultby. I~ood donmll (47MI% and 
26d:7% r e ~ ) .  The GD4~ i ~  tB d ~  ~10 tile 
helparpnducer (CD4+GD29+) and lUlPprlNm~/Inducer (GD4,,GD45RA+) 
su~ats, ~ normally are equally d ~  (mean ~ i n  our ¢~nt~ 
group were 45:t15% and 44:1:15% ~ ) .  IO ~ with GO8, the 
helparpnducer (CD4+CD29+) ~ was ~ (S4d:10%, LO.,0.05) 
and the suplxasmr/Indueer (CD4+CO46RA+) su t~ t  warn deoreamed 
(31~, p-o.o0~) eompm,d to the comm,.. The ~ o f ~  
HLA-DR eq:xoocin0 T-(:atl8 w w  incmam::l (7:W%, p,.0.005) as oomlm~ 
to controls (3P_3%). The tofat ~ of T-~Hs (CD2+), 
(CD19+) and natmal k ler  (NK) cMle (COr~) were ~ th pftimllo and 
controta.The deviations within the C, D4+ p a p u t o f ~  adam ~ to 
normalize, but even at tallow up altar 6-33 (umm ~ )  r, mmll'~ mine 
abnomla l~  r o m ~  In condublon, we ¢~lirm IinlMo~J ~qTX.~d~ of T- 
ca, actlvxtin~ In pe~tp~m Uood from pmJ=n~ w ~  ~B6. A n~w a~lng is 
the deviation of T helper ~ with an ~ dalpe4c/indlJcer 
(CD4+CD29+) eul=em and a ~ 
(CD4+CD45R~+) sebeet, which Irdeatas a poasi~le autolmmune 
character of GBS. 

W02.03 
A FUNCTIONAL. IN'I']BRL]SUKIN-I TYPE l ~ R  ON RAT BRAIN 
BNI)OTI~Z.IAL CBLLS 

"I-I.E. de Vrles, °J. Kuiper, F.J.H. Tildm's and F. 
P . m m ~  ~ N a m ~ c / e ~  F ~  Uatvemty, ~ Fsml~o Dq~. of 
~ ,  A m s Z e ~  ~ for Bio l~mmu~mi~ ~ ,  U n / v ~ t y  
of Le/dm, Sylvim ~ z ~ ,  

An ~ - ~ . r /  ~ indudo p l n ~  cbsUlpB ,uch u fov~. nom'o- 

moro~ia -.-a a n  cdh~d =mn-qnoc/Se -.~.~..-.-- s y m j p ~  ~ 1  q p ~  to 
play • p ivo~  role in tlm a~seshad/cm of  ~ ~ We have 
~ ~ IL-I im mo bmia Jdtw pm.iphm~ i .~mkm of 
eado~zi~ S o ~ r ,  mmpmm for K.-I ia mt b n B  p a ~ d r ~ m  sm ~ to 
decor. Ia  ~ - .~  zN l~zlz ~ ,  mlhNA far IL-I ~ t y ~  I hm bern 
found ia lmd~ m d o ~ l ~  mlb. Thi~ ~ l l t y ~  mzy be impo,~mt ia the 

p r o c e ~  w i¢ ~m be medz~ born I ~ z  s ide.  In this study we 6emmz~Me by 
1L-I mml~W~o mldS~ m d  lmlyamo~ cha/m mncsion d ~  am 1~1 ~ tyl~ 
I cam be fouml m, rxt 5ndm mdodaellal ~dls in vltm. l~m.l~.mo~, IT..-I ~,,b_ _,,'2~_ ~ 

haw ~ ~ m ~ n~ e w / l  ~ ~ m  wd IL-6 ~ v~U w PO c~m 
i ~ h ~  ~ H p , ~ S C  s y m p ~  of s~mms.  ~ ~ m ~ s  h s ~  led to 
tho hYl~Twaie da~ stlw, ia~e~i~ of  mdedm6n, I ~ 1  F ~ l ~ d  m t ~  ~ aed 
perilg~7 em ~ oo its Im~n , , , ,am~t-I te~lgo~ ¢o imlooe d=e prodocSon of IT.,- 
6 and PGE2 wh/ch by t~mselves can induce nou-q~ecific symptom of sickness. 


