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DEVELOPMENT OF LYMPHOMAS OF HUMRN ORIGIN I N  MICE WITH 
SEVERE CDYBINED I~LJNODEFICIENCY (SCID): ROLE OF 

1 EPSTEIN-BARR VIRUS (EBV) AND INTERLEUKIN-6 ( IL-6).  

David Nadal, Bo r i s  A lb i n i ,  Er ika  Schlapfer. Pearay L. 
Ogra - Departments o f  Ped ia t r ics  and Microbiology, 
S ta te  Un i ve rs i t y  o f  New York a t  Bu f f a l o  School o f  

Medicine and Biomedical Sciences, and D i v i s i on  o f  In fec t ious  
Diseases, The Ch i ld ren 's  Hospital ,  Buffalo,  New York 14222, and 
The Chi ldren's Hosp i ta l  o f  Zi i r ich,  Switzerland. 

SCID mice were inocu la ted i n t r ape r i t onea l l y  w i t h  50x10~  human 
t o n s i l l a r  lymphocytes (hu-TOL) per animal. F ive  t o  eleven weeks 
l a t e r ,  29.4% (10/34) o f  mice i n j ec ted  w i t h  hu-TOL from EBV sero- 
pos i t i ve  donors, b u t  none o f  34 animals rece iv ing  hu-TOI. from EBV 
seronegative donors, developed intraabdcaninal and/or i n t r a tho rac i c  
t w r s  (p=0.002). I n  s i t u  hyb r i d i za t i on  i d e n t i f i e d  a l l  tunnrs t o  
be of human o r i g i n  and t o  possess EBV genome. m e  EBV bearing 
tumor t i ssues s ta ined f o r  human kappa and/or lambda chains i n  
p l y -  o r  o l i goc l ona l  patterns. High l eve l s  o f  human IL-6 were 
detected i n  the  serum o f  animals w i t h  human lymphanas. No human 
IL-6 a c t i v i t y  was detected i n  o ther  animals. These observations 
suggest t h a t  EBV and IL -6  p l ay  an important r o l e  i n  the evo lu t ion  
of  human B cel l .  lymphoma. The use o f  SCID mice may serve as a 
unique model t o  study the  e f f ec t s  of lymphokines on virus-induced 
human lymphopro l i fe ra t ive  disorders.  
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CD14 I n d u c e s  a s t a t e  o f  IL-2 
~ ~ n t e s p o n s i v e n e s s  In , c e l l s  

R.P. Lauener. K.H. Lue. R.S. Geha, and D. Vercelli - 
Children's HospitalIHarvard Medical School. Boston, 
MA. USA 

CD14 is a 52 kD phosphatidylinositol-anchored protein 
expressed on mature monocytes. We have recenlly shown that 
engagement of CD14 by monoclonal antibodies (mAb) ~nduces 
an increase in LFA-IIICAM-1-dependent adhes~veness of the 
monocytes. We studied the role of CD14 in monocyte-T cell 
interaction by lesting the effect of a panel ol anti-CD14 mAbs 
on T cell proliferation. 
The prolileration of human T cells induced by antigens. 
mitogens, and anti-CD3 mAbs was inhibited by anti-CD14 
mAbs, but not by isotype-matched control mAbs. Inhibition by 
anti-CD14 mAbs was epitope-dependent, and required physical 
contact between monocytes and T cells. CD14 engagemenl did 
not affect IL-2 receptor expression, nor IL-2 synthesis, but 
Induced a s t a te  of unresponsiveness to  
IL-2. These data indicate that CD14 plays an important role in 
monocyle-T cell interactions. 

Local Organizing Committee 
G. Duc ,  P res i den t  

R. G i t ze lmann ,  V i ce -P res iden t  

A. Fanconi 
H. U. B u c h e r  

R. L a r g o  

E. Martin 
R. Seger 

B. S t e i n m a n n  

P. T u c h s c h m i d  

Anti-Endothelial Cell Antibodies in Renal Allograft 
Rejection 
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Maya von Planta ' (spn. by Gabriel Duc), Mary Ritter and Ritchard 
Batchelor - Dep. of Immunology, Royal Postgraduate Medical School, 
Hammersmith Hospital, London W12 ONN '. Present address: 
University Children's Hospital, CH-8032 Ziirich, Switzerland. 

5-10 % of HLA identical, living related kidney grafts are lost due to immunological 
rejection revealing the importance of non.HLA-antigens in transplanlation. The 
observation that mixed lymphocyte culture inhibiting antibodies do not inhibit mixed 
lymphocyte endothelial cell culture responses pinpointed alloantigens on endothelial 
cells. 41 sera without detectable HLA antibod~es from patients with rejected renal 
allografts and 29 sera of highly sensitized subjects with HLA antibodies were 
screened for the presence of anti-endothelial cell antibodies. A double immuno- 
fluorescence technique was applied after blocking HLA class I antigens. Anti- 
endothelial cell reactivity was demonstrated in 7 % of sera from unsensitized and 76 
% of sera from highly HLA-sensitized patients. Successive serum samples of one 
unsensitized patient contained anti-endothelial cell antibodies before and six months 
alter transplantation. Conclusion: We identified anti-endothelial cell antibodies to a 
non-HLA-antigen system in sera from unsensitized and highly sensitized patients 
with rejected kidney allogralts. 

INFLUENCE 01: INFLUENZA A VIRUS, PARAINFLUENZA 

4 VIRUS TYPE 3 (P 3) AND RESPIRATORY SYNClTIAL VIRUS 
(RSV) ON HISTAMINE RELEASE (HR) AND CYSTElNYL 
LEUKOTRIENE (CYSTENYL-LT)- SYNTHESIS FROM HUMAN 
BASOPIIILS. 

W. Luck.. 5 .  b u s .  11 W. K r h  ... 14. Wcrchau.... B.A. Pert.r+ and U. W h o - '  Dcpr-ru 
ofpcdiatnrs. Frrc Univcrrlry or Berlin .. Univcrrity ~rWGrrbv~~ - ..* Dcpanmcnt of 
Vlmlogy and +Fhrrnlaroloay Ruhr Unircrrily of &hum 

Viral infections of the airways have been den~onstnted to produce wheezing in iofanls 
and children and facilitate enhanced bronchial responsiveness. As an explanation for 
these effwls v~rus-induced enha~c~rncnt of mcdiator relcase from inflammatory cells 
llrs b-n suggested. The aim of Ihr prcscnt study was to verify this hypothesis. Washed 
human leuc~rytcs (lo7 ccllsl~nl) were incubated (2 h, 37 C) with different con- 
ccnlrrlions of innuenz;, A anligcn, 1'3 ;find RSV (n=6 and control group). Aftcr furiher in- 
cuktlion (ah. 37 C) bawphils were sl~mulaled (40 mi", 37 C) with anti-IgE. Ilistaznine 
uaas determined by an nutomated floommi.tric technique, cysteinyl-LT's were mwured 
by n~eans of rrdioin~munuar.wy. 

I )  Prcincubntion will, inllucnw A virus Id to a statistically significant @<o.ol) 
enhancement of HR and cysleinyl-LT-synthesis compared to controls. 2) In contrast 
preincuhation with P3 and RSV did not Iwd Lo an enhancement of FIR and cysteinyl-LT- 
synthesis. 
From our data we conclude that enlr;~ncen,enl of mdiator relzase from leucocytes by 
viral antigens is not ;l general phmurnenon but seems lo b: limited to specific v i ~ m  
(i.e. influrnm virus A). 
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