
14 199'1 Meeting Abstracts 

41 
Interleukin-6 •timulat.,. 92 kDa matrix metalloproteinase (MMP-9) 
activity in mice lymphocyte, in vitro A. E. Haratym-Maj, S. Tos-Luty, 
J.J. Tomaszewski, J.G. Maj. Department of Pathology, Institute of 
Agricultural Medicine, Lublin, Poland, Department of Clinical Biochemistry 
& Environmental Toxicology, School of Medicine, Lublin, Poland 
lnterleukin-6 (IL-6) is produced by T and B cells, fibroblasts, endothelial cells, 

monocytes and macrophages. This cytokine is one of the strongest· stimulators 
of acute phase proteins. The aim of this work was to study the effect of IL-
6 on MMP-9 activity in mice lymphocytes culture. Mice lymphocytes were 
isolated from peripheral blood. Lymphocytes were cultured in RPMI 1640 
medium with different concentrations of IL-6. The activity of MMP-9 was 
estimated in a cell culture medium using zymography technique. We showed, 
that IL-6 stimulates MMP-9 activity in culture of mice lymphocytes. The 
results suggest that MMP-9 may be involved in inflammatory processes an may 
help lymphocytes to migrate into inflammatory sites. 
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EFFECTS OF MACROMOIECUI.AR ACilVATORS OF 
PHAGOCYfOSIS FROM PLATELETS (MAPP) ON FCy RECEPTORS 
OF NEUTROPHILS. 
N. Sakamoto and H. Sakamoto 
Dept. Pathology, Kagawa Med. Univ., Kagawa, ~apan 

MAPP (I-MAPP, 300 kDa; s-MAPP, 150 kDa) which arc glycoprotcins 
released from stimulated platelets enhance human ncutrophilic phagocytosis 
through Fey rca:ptors (FcyR). This function of MAPP was obsrured with 
the increase in phagocytosis of both stimulated and control neutrophils when 
those adhered on surface were centrifuged with lgG-sensilized sheep red 
blood cells (EA) before phagocytosis reaction. Binding ability of ncutrophils 
with EA examined by spontaneous rosette formation in suspension was 
increased by pretreatment of ncutrophils with MAPP (12.3 % rosette positive 
cells with more than 8 EA in control neutrophils; 21.0 % in I-MAPP and 
30.7 % ins-MAPP stimulated neutrophils), although expressions of CDI6 
and CD32 were not affected by MAPP. Pretreatment of neutrophils with 
anti CD32 monoclonal antibodies depressed phagocytosis of both MAPP 
stimulated (83 % depression in I-MAPP and 81 % in s-MAPP stimulated 
neutrophils) and mntrol ncutrophils (48 % depression) markedly. 

These observations suggest that FcyR-mcdiatcd ncutrophil pbagocytosis 
is augmented by MAPP through enhancement of binding ability of FcyR-11 
and not by an inacasc in expressions of FcyR. 

45 
MOLECULAR REGULATION OF IL-6 BY ASBESTOS. 
P Sjmeonor& L flood M Luster (SPON: H. Koren) 
National Institute for Oe<:upational Safety and Health, Morgantown, WV 26505 

Pro-inflammatory cytokincs and growth factors arc involved in the 
pathophysiological responses of asbestos-related lung diseases. Although 
interleukin-6 (11,.6) has been characterized as a pleiotropic cytoldne with multiple 
biological activities, its induction and role in asbestos diseases have not been 
studied. Asbestos fibers were found to stimulate IL-6 secretion and mRNA 
transcripts in pulmonary type II-like epithelial A549 cells. IL-6 induction was 
dependent on the intracellular redox-oxidative state since asbestos, as well as 
H,O,-induced IL-6 secretion was abrogated by intracellular-acting hydroxyl 
scavengers and N-acetylcysteine. 11,.6 induction paralleled increased DNA binding 
activity to the NF-kB and NF-11,.6 recognized sites in the 11,.6 promote.-. Tho 
NF-kB and NF-IL-6 DNA binding proteins were immunochcmically characterized 
as a hcterodimer p6S/pSO and a homodimer C/EBP II, respectively. Asbestos and 
H,0,-induced DNA binding activity to the NF-kBand NF-IL-6 binding sites of the 
11,.6 promoter were inhibited by antioxidants. The role of local IL-6 production in 
the pathophysiological processes of fiber-induced Jung disorders was examined. 
Although less active than fibroblast growth factor, Jl,.6 stimulated in vitro lung 
fibroblasts growth. Furthermore, elevated IL-6 levels were found in 
bronchoalveolar lavage fluids from patients diagnosed with lung fibrosis and 
worit-i-elated historics of long-term asbestos exposure. Taken together, the results 
suggest that asbestos-induced oxidative sttess is involved in the activation of NF-kB 
and NF-IL-6 transcription facton recognizing IL-6 promoter. The resulting 
incrca.sc in JL.6 expression may be involved in both inflammatory and fibrotic 
processes in the lung. 
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IN vrvo EFFECT OF SOMATOSTATIN ANALOGUE (OCTREOTIDE) 
ON-PERITONEAL AND HEPATIC MACROPHAGES 
T.-C Chao H.-H Chao M ·E Chen J .p Lio 
Chang Gung University College of Medicine and Chang Gung Memorial 
Hospital, Taipei, Taiwan · 

Our previous studies have shown that somatostalin and its synthetic 
analogue octreolide modulate in vitro the function of peritoneal 
macrophages and hepatic macrophages (Kupffer cells). In the present 
study, male Sprague-Dawley male rals were injected subcutaneously 
with 10 µg/kg of octreotide twice day for one day. Peritoneal 
macrophages and Kupffer cells were isolated and then treated with 
0.1 µg/ml of LPS. After 18 hours treatment, the amount of nitric oxide 
released by peritoneal macrophages and Kupffer cells obtained from 
octreotide-treated rats increased 18.9% and 39.9% as_ compared to the 
control group (injected wilh normal saline). TNF-« mRNA and TGF-P1 
mRNA expresion after treatment with LPS for 3 hours were detected by 
RT-PCR. TGF-P1 mRNA expression in both peritoneal macrophages 
and Kupffer cells in octreolide-treated group was not different from that 
of control group. TNF-cx mRNA expression in Kupffer cells was not 
changed by octreotide treatment. However, TNF-cx mRNA expression 
in peritoneal macrophages of octreotide-treated rats increased as' 
compared to controls. These findings demonstrate that octreotide 
differentially regulates the function of peritoneal macrophages and 
Kupffer cells. 
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ARSF.NTC: ENHANCF.MRJT OF <;l{JN NEOPLASIA BY CHRON!r <;TIMUT .J\TION 
OF GROWTn-PROMOTINu CYTOKINES 
P Gennolec J Spalding H Yu. P, Sjmeonoya, M Luster (SPON: H. Koren) 
National Inst of Environmental Health Sciences, Research Triangle Park, NC 27709 
Tokai University, Kanagawa, Japan 
National Institute for Oe<:upational Safety and Health, Morgantown, WV 26SOS 

Although ar,enic is a human carcinogen, there is currently no known mechanism 
for its action or an established animal model for its study. Previous studies in our 
laboratory demonstrated increased mRNA transcripts and secretion ofkeratinocyte­
dcrived growth factors, including TGFcx and GM-CSF and increased cell proliferation in 
human keratinocytes cultured in the presence of arsenite. As recent reports demonstrate 
that ovcrcxpression ofTGF11 serves 10 enhance skin tumors, we hypothesized that 
similar events arc resporuible for those associated with arsenic exposure. The influence 
of ar,enic on mouse skin tumor development was studied in transgenic TG.AC mice 
which carry the v-Ha-rar oncogene (a genetically initiated model for skin 
carcinogenesis). Following low-dose application ofTPA, a marked increase in the 
number of skin papillomas occurred in transgenic mice receiving ar,enic com pa=! to 
control drinking water, while no papillomas developed in ar,enic-trcated transgenic mice 
that had not received TPA or arsenic-treated wild-type FVB/N mice. Consistent with 
earlier observations using primary human keratinocyte cultures, increases in GM-CSF 
and TGFII mRNA transcripts were found throughout the epidermis of ar,enic-trcated 
mice. lmmunohistochcmical staining localized the increases in GM-CSF and TGFcx t<> 
the hair follicles. Analysis of cytokine gene expression in samples of lesioned skin 
obtained from humans chronically exposed to arsenic via their drinking water also 
showed altcnltions in cytokinc gene expression consistent with those seen in vitro with 
primary human keratinocyte cultures and the transgenic mouse model. These results 
suggest that arsenic enhances development of skin ncoplasias via the chronic stimulation . 
ofkcratinocyte-derived growth factors and may be a unique example ofa chemical 
carcinogen which acts in this manner. 

4S 
EXPRESSION OF CYTOKINE RECEPTORS ON NORMAL AND TRANS­
FORMED HfMATOPOIEJIC CELLS 
K.Koubek ,J.itary , A.Jir~sekl,H.Klamova1 ,P.Skopoyy3, 
o.Babusikova ,A.Kumberova 

1 Institute of Hematology and Blood Transf.,Prague 2 2 Faculty Hospital, Motol,Prague 5, Czech republic 3 Hospital of st.Elisabeth, Prague 2, Czech republic 
4 Cancer Research Institute, Bratislava, Slovakia 

We have tested the reactivity of monoclonal antibo­
dies (HoABs) against cytokine receptors CD25 (IL-2Ra, 
55kD),CDll5 (N-CSF-lR,150kD),CD116 (hGM-CSRF, 145kD), 
CD117 (CSFR,145kD),CDw119 (IFN{R,90kD), CD120a (TNFR, 
55kD),CD120b (TNFR,75kD), CD12la (IL-lR,typeI, BOkD), 
CDwl2lb (Il-lR,typeII,68KD),CD122 (IL-2RP,75kD),CD123 
(IL-3R),CD124 (IL-4R,140kD),CD126 (IL-6R,80kD),CDW127 
(IL-7R,75kD),CDw128 (IL-BR), CD130 (gpl30) and CD134 
with normal and transformed pathological cells from 
42 patients with leukemias/lymphomas. staining for 
cell surface cytokine receptor complexis was done by 
imunocytochemical and immunofluorescence methods eva­
luated by light microscopy and flow cytometry.The re­
sults indicate that some cytokine receptors are pre­
sent on the pathological cells in individual cases 
but with very variable expression.The enhanced recep~ 
tor expression on leukemia/lymphoma cells can form 
a target for the diagnosis of the disease process. 
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