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82 Ab§tracts

Results: LPS tolerant mice survived significantly fonger thar control animals
(154 = 13h vs. 76 z 8h, p < 0.001). Viable bacteria were significantly
reduced in blood, peritoneal lavage and organ homogenates of LPS tolerant
mice already 1h after infection. The levels of different cytokines (TNFo,
iFNy, G-CSF) in plasma and fiver homogenates of tolerant mice were
decreased significantly compared to control animals. The early inactivation
of bacteria in LPS tolerant animals was dependent on the accumulation of
neutrophilic  granulocytes in the peritoneal cavivity prior to infection.
However, prevention of leukocyte accumulation in the peritoneum by
injection of LPS intravencusly did not abrogale reduction of Safmonelia in
the late phase of infection (48h). LPS tolerant mice cleared bacleria injected
via the tail vene much more efficientiy than controf animals (3£ 2 % vs 39 =
2 % of infectious dose left in blood 5 min aiter injection). In contrast, they
had increased bacterial rumbers in the liver (37 = 7.5% of infectious dose vs
13 % 1.3%, p < 0.05) at 20 min after infection. This effect was associated
wilhy increased numbers of Kupfler celis in tolerant mice.

Conclusiens: Improved initial inactivation of Salmonella in the peritoneal
cavity by accumulated PMN and increased hepatic uptake of Salmonelia
typhimurium in LPS tolerant mice in the initial stage of infection account for
the improved clearance of bacteria from the circuiation and the prelongal of
survival associated with LPS tolerance.

Department of Biochemical Pharmacology, University of Konstanz, OB
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Improved Host Defense Against Polymicrobial Sepsis Induced by
Endotoxin Tolerance

C. Feterowski, H, Weighardt, K. Emmanuilidis, and B. Holzmann

Background: The innate immune system recognizes molecular patterns of
microbes such as endotoxin, lipoteichoic acid, and protecglycans that have
potent immunostimulatory capacity. Endotoxin tolerance has been defined
as state of low responsiveness to endotoxin foliowing a primary iow dose
stimulus. Endotoxin tolerance was proposed to occur during human poly-
microbial sepsis resulting in monocyte deactivation and immune paralysis.
in the present study, the consequences of endotoxin priming for the host
defense against polymicrobial sepsis was investigated using the colon
ascendens stent peritonitis (CASP) model. Results: Mice were injected Lp.
with low dose LPS$ 4 d before CASP. Endotoxin pretreatment significantly
improved survival and diminished the numbers of viable bacteria in
peripheral organs, Induction of inflammatory cytokines by CASP was
feduced in endotoxin tolerant animals. Despite low levels of cytokines, the
locat inflammatoty response was strongly augmented in endotoxin tolerant
mice. Foliowing CASP, neutrophii numbers in the peritoneal cavity of endo-
toxin tolerant mice were increased by up to 10-fold in endotoxin tolerant
mice as compared to controls. Increased accumulation of neutrophils was
related to & reduced rate of apoptosis but not to alterations of cell recruit-
ment, peripheral leukocyte counts, or state of neutrophil differentiation.
Conclusions: Endotoxin tolerance does not result in immune paralysis but
rather improves pathogen clearance and survival of sepsis. The protective
effect is related to an extended survival of neutrophils at the primary site of
infection,

Chirurgische Klinik und Poliklinik, Kiinikum Rechts der Isar, Technische
Universitat Miinchen, Tsmaninger Str. 22, 81675 Miinchen, FRG,

323

Plaema Antibodias against Fecal Endotoxin of Type lgA, but not igG
are Elevated in Fatlents with Alcohehinduced Liver Diczase
A, Parizsai, Ch. Schifer, J. Ch. Bode, Ch. Bade

Infroguctizn Endotexin (Lipopalysaccharde, LPS) concenirations were
found 1o Le incieased i plasma of palients wih afcohclinducad liver
diseares. As LPS are known to stimulale both, inflamimetion and B-
tymehooyte activation, we inveshigated the consentrebion of nmuneglobating
(IgA and 19G) ageindt gut-denved LPS in patients suffering from different
stages of alcohol-induced liver damage.

Patisnis and bAathods: Antibody concentrations were measured in 10
patents with alcohol-induced fatty fiver {AF), in 11 patients with alcohol-
assacated hepaiitis (AH) end in 9 patients with aicoholic cirhosis (AC) &nd

cerapered to that of 10 healthy controls (C) and that of 6 patients with non.
aicaholic cirthosis (NAC) by an ELISA technique Microtiter plates were
coeled with a mixture of a polymyxin-LPS complex [c(LPS):20 pa/ml). Lps
WA UFL Al G e @Ak but, WhiCH wiaS castd o 8 mieed (7 fpa
fiora. A pool plasma from 4000 individuals (c{lgA/IgG): 8 median units)
served as standard.

Results: igA concentrations {median units, MU; meanst8D) in individuais
with elcohel induced liver diseases were found to be all increased when
compared to the control group, but not in the group with non-aiceholic
cirrhesis (Tab.1). No differences were found in 13G fevels (see Tab.).

. C NAC AF AN AC -
SpS; MU} | 1dev4 BBiSins. GTt50 ne 67+50ns. 7544 ns
SligA) MUT | 118480 174477 ns 202+ 2591132 2601106
p<0 025 00008 pel 052

Cornclusigns: The appearance of alcohol-induced liver diseases is
associaied with a higher concentration of IgA antibodies against fecal endo-
toxins in the plasma of the concemed subjects. This finding underscores the
importance of bacterial toxins of intestinat origin and the involvement of the
immune system in the development of alcohok-induced liver diseases,
Endoloxins may play a special rofe in this context, as they meet two
essential peculianties for active immunoglobuline production: they posess
Lipid A, a strong adjuvans and a polysaccharide chain, an excelient antigen,

A, Parlesak, PhD, University of Hohenheim {140), Garbenstr. 28, D-70593 Stuftgan
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A plycocorjugate of vegelal ofigin (hal protects muce [Tom endotoxenma

Bricva A, Guerrero A, Alonso JL, Pivel JP.

Abstract:

Purpose of study: TNF-o is 2 pleiotropic cytokine with diverse biological
actions. TNF-ou acts as a systemic mediator of endotoxemic shock. Gram-
negative infections and consequent endotoxin shock forms are serious problems
of medicine, TNF-t antagonists are emerging as a new group of therapeutic
apents that inciudes molecules such as pentoxyphilline, Rollipram or iL10. Our
lab have studicd the TNF-a antagonist activity of 2 group of glycoconjugates
obtained after conjugation of nen-lectin proteins of vegetal origin with a
glucomannan formed by disaccharidic repetitive unit having mone and
diphosphoester structures.

Methods: We have performed an iz vivo murine mode! of LPS-induced TNF-
a. In 2 second approach TNF.u was also induced with LPS after priming with
monocyte-macrophage system blockers (MMB) or stimulants (MMS). To test
the immunomodulator activity of different components of the giycoconjugates
we used an in vitre model with LPS.treated-PMA diferenciated THP-1 cells.

Exact Data: An inhibition of levels of TNF.a in serum from 65 10 90% was
produced by a glycoconjugate in 2 dose dependent manner. We found 5-fold
increase in the percentage of inhibition of TNF-a levels in mice primed with
MMS with respect to that found in mice unprimed or primed with MMB. Both
polysaccharide and proteins showed inhibitory capacity of TNF-a levels in the in
vitro THP-1 model in a dose dependent manner. Highest inhibition was 70%,

Summary of resulis: Glycoconjugate is effective and safety in our model of
endotoxemia by modulating serum-TNF.a levels,

Research and Development Deparunent, Industrial Farmacéutica Cantabria, C7
Arequipa,l ed. Oficinas 28043 Madrid, Spain
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Implication of STAT] and STAT3 transcription factors in response
to supernatigens and [LPS
Ruth Plaza, Jose Luis Rodriguez-Sanchez and Candide Juarez,

LLPS and superantigens have been identified as potent inducers of
lethal shock because of their capacity to activate the immune
system resulting in the secretion of large amounts of cytokines. To
improve our knowledge of the role played by cytokines in septic
shock, we analyzed the activation of STATI and STAT3 in
response to superantigens and LPS  in liver and spleen of Balb/c
mice. The intraperitoneal injection of the superantigen SEB
activated STATI and STAT3 in both liver and spleen.
Nevertheless, activated STAT! was not detected 24 hours later
while that activated STAT3 was detected for more than 48 hours




