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P325 CELLULAR IMMUNE RESPONSE IN HUMAN 
DILATED CARDIOMYOPATHY 

Gijnter W. Klappacher, Angelika Papousek, *Michael Micksche, 
Dietmar Glogar. Department of Cardiology and ‘Institute of Applied 
and Experimental Oncology, University of Vienna, A-1090 Vienna 
Austria. 

With regard to the hypothesis of the human dilated 
cardiomyopathy (DCMP) as partly virusinduced autoimmune disease 
we investigated the monocyte and T-cell activation. 
In 7 responders out of 29 patients with idiopathic DCMP the serum 
levels of the monocyte cytokine Tumor necrosis factor Alpha (TNF) 
was increased two- to fourty-fold. These extreme values in some 
individuals resulted in a significantly higher total count in relation 
to the normal donors, although the vast majority of the DCMP 
patients showed a normal TNF secretion (mean percentage is 520 % 
of the serum levels in 10 normal subjects). In contrast, lnterleukin 
f A$ha (IL-lx ) showed no significant difference between the 
normal controls and the DCMP patients, neither the endogenous 
secretion into the sera nor the in vitro production by the peripheral 
blood lymphocytes (PBL) stimulated by lipopolysaccharide. 
Investigating the T-cellular immune reponse, we measured 
significantly higher values of the soluble lnferkwkin 2 receptor 
@IL-2R) in the serum of the DCMP patients compared to the normal 
donors (112.3*49.3 versus 68i48 pM, ~~0.025). A similar trend 
was detected when we measured in vitro fbe blastogenic reponse of 
PBL to unspecific mitogens and to IL-2 as well as the levels of the 
slL-2R and IL-2 in the supernatants of mitogen-stimulated PBL. A 
specific T-cell response to the pathogenetically relevant 
Coxsackievirus 83 was detected in 6 of 12 seronegative DCMP 
individuals, thus more sensitive than the virus-serology. 
In conclusion, we found that DCMP patients had an activated T-ccl! 
and monocytelmacrophage system with an elevated specific and 
unspecific blastogenic response of T-lymphocytes and an increase 
of the slL-2R and TNF. This suggests autoimmune mechanisms 
against myosin and/or viral antigen. We regard other virusinduced 
autoimmune diseases (i.e. chronic hepatitis 6) and the allograft 
rejection as pathogenetic models. 

P327 NNUTROPHIL CR1 RECBPTOR: RELATIONSHIP 
BBTNENN EXPRESSION LRVNL AND CYTOTOXICITY 
IN HEALTHY AND CHRONIC HYELOID LEUKEWIA. 

Riccardo Gavioli, Susanna Spisani, *Francesco 
Lanza, *Franca Fagioli, Anna Lisa Giuliani, Serena 
Traniello. rstituto di Chimica Biologica e 
*Cattedra di Ematologia dell’llniversith di Ferrara, 
44100 Ferrara, Italy. 

The evaluation of complement receptor CR1 on 
peripheral blood neutrophils from patients with 
chronic myeloid leukemia (CML) showed that 7 out of 
22 had a marked reduction in CR1 expression and 
neutrophil stimulation with PHA did not change the 
receptor extent, while in healthy cells it was 
increase up to two folds. In addition, functional 
analyses of CHL patients’neutrophils with low CR1 
expression showed a dramatic reduction in cytolytic 
activity against K562 target cells, suggesting a 
relationship between the expression of CR1 and 
tumoricidal activity. CML patients treated with a- 
interferon therapy showed a progressive increase in 
CR1 expression together with a concomitant 
enhancement in cytotoxicity. This could indicate 
that CR1 receptor is modulated by o-interferon in 
vivo. 
The involvement of CR1 in neutrophil-mediated lysis 
is consistent with the complete lack of the 
cytolysis against tumour target following the 
receptor neutralization by anti-CR1 monoclonal 
antibodies. 

P326 NODULATION OF THE EFFECTOR CELL-TARGET 
CELL INTERACTION BY ANTIBODIES TO CD2 

AND CD118/CDl8 
Giuseppe Arancia, Walter Nalorni. Franceeca Ioei, 
Giannamarie Cerruti*, Daniela Zarcone*. Carlo E 
Grossi*^. Istituto Superiore di Sanith, Rona; l Ist. 
Naz. per la Ricerca sul Cancro, Genova; * 1st. Ana- 
tomia, UniversitP di Genova, Italy. 

Our previous studies have shown that the extent 
of cell-to-cell contact between effector and target 
cell is positively related to the lytic potential 
of both natural killer (NK) and lynphokine activa- 
ted killer (LAX) cells. 

To verify whether a large contact area is ne- 
cessary to trigger effector cell activation, we 
evaluated the effect of antibodies to CDlla/CDlB 
(LFAl) and CD2 on conjugate formation. The inter8c- 
tion pattern between NK or LAK cells and tumor tar- 
gets vith different susceptibilities, such as K562 
and HL60R cells, vae studied by scanning electron 
microscopy (SEM) and flow cytometry. Anti-CDlla/ 
CD18 and anti-CD2 antibodies did not inhibit the 
conjugate-forming ability of the effector cells. 
In contrast, the antibodies produced a remarkable 
inhibition of the lytic function accompanied by a 
significant reduction in the contact area (the 80- 
called ‘closed chamber”) between effector and ter- 
get cells. A quantitative anelysis on SEK images 
shored that in control cell pairs the average sur- 
face of contact was about 10 8quare microaeters 
versus about 3 square micrometers in conjugate8 
formed in the pre8ence of antibodies to CDlle/CDlB 
and CD2. 

.These observation8 indicate that antibodies to 
CDlla/CDlB and CD2 reduce the extent of target/ef- 
fector interactions vhich could be responsible for 
a decreased level of effector cell activation. 

P328 INVOLVMENT OF RETINOIC ACID bN 

THVMOCVTES DIFFERENTIATION 
Dunia Rarnarli. Marina Glunta and A. Bargellesi.1.S.T. Islilulo 
Scienlifico Tumori. Genova. lslilulo di Biochimica, Universita 
di Genova. 
Relinoic acid (RA) is known lo be a powerful dillerenllaling 
agenl, rnosl likely inleracling with Ihe chromaline structure 
afler binding lo a dellned nuclear receptor and then promoting 
a gene lrascriplion cascade. Both Ihe binding lo Ihe cellular 
membrane and Ihe cyloplasrnlc Iransport are still poorly 
underslood. A number of sludies has been done using human and 
murine myelold cell lines . Based on Ihem we decided lo 
invesligale whelher lhis molecule could play a role during lhe 
human inlralhymlc T cell dilferenlialion. Unfraclionaled 
Ihymocyles were oblained lrom pallenls (< 5 years old) 
undergoing correclive cardiac surgery . A T cell line, named 
RPM1 6402, resembling Ihe lealures of the slage I lhymocyles 
(CDZ+. CD3 CD4- CD8- CDI-) al the membrane and 
molecular level ,was used lo overcame Ihe low recovery 01 
lhal immalure populalion. All cells were collured in RPM1 
1640 10% FCS in the presence of 10-6 M RA (Sigma lype XX: 
all lrans) and Fats analysis performed al day 0 and 6. The RA 
Is able lo manlaln Ihe unhactionaled lhymocytes 85% 
vlablilily ( by Trypan Bleu exclusion) in the absence of Dna 
synlhesys measured by 3tl-lhyrnidine uptake and lo slrongly 
increase lhe CD3. CD4 and CD25 membrane expression .From 
the same populalion driven lo prolilerale by RA. PMA (1 
nglml) and recombinanl IL2. give rise lo Iwo subsels : small 
lhymocyles bearing lhe phenolype of the cell lrealed wilh RA 
alone (60%) and large blasts showing lhe more malure 
leatures of lhe 3th stage ( CDI-, CD4+ or CD6+ ) . The only 
CD4 mRNA lranscrlplbn and surface expressbn was eliciled 
in RPM1 6402 cell line by RA lrelmenl alone . Taken loghelher 
, allhough preliminar. lhese data suggest the relinoic acid may 
play a role during T cell lineage dillerentiation. 


