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DOES HUMAN FULMINANT LIVER FAILURE IN
HEPATITIS VIRUS INFECT JON ASSOCIATE WITH FIBRIN
DEPOSITION?

P.Dyachenko, 3 years graduate fellow

Fibrin deposition is fundamental to patogenesis in a pumber of
animal models of liver njury including that from carbon tetrachioride,
endotoxin, galactosamine, acetaminophen (parace-tamoi), and murine
hepatitis virus strain 3 (MHV-3). In hepato-cellular NECTOS1S
associated with these pathological process, resident macrophages
within the liver (Kupffer cells) exhibit morphological features of
activation and rtelease inflammatory mediators, including
procoagulants, tumor necrosis factor alpha (TNF-cu), interleukin-1
(IL-1), proteolytic enzymes, and eicosa-noids as well as superoxide
anions and nitric oxide.

Recently, a pivotal role for a procoagulant with prothrombin-
cleaving activity (prothrombinase) in MHV-3-induced hepatic
necrosis was demonstrated. Macrophages isolated from susceptible
(BALB/c) but not from resistant (A/J) animals express large amounts
ofthisprothmbi:mseinviMandinvive. Of greate interest is that
systemic inhibition of the prothrombinase with high-titer neutralizing
monoclonal antibody prevents hepatic necrosis and prolongs survival
in MHV-3-susceptible mice. |

Unfoerﬂmately,thm'earemdirectdatadeﬁninganimarface
between immune-mediated coagulation and the acute or chronic
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inflammatory disease human fulminant hepatitis. It was a reason fo
begin our investigations in trying to display the importance of the
immune coagulation system in fibrin deposition in human fulminant
liver failure. As revealed in  preliminary experimenis the
concentration of some proinflammatory cytokines (IL-1, TNF-o, IFN-
y) was more higher in patients with acute virus hepatitis than n
normal. Significant changes were showed also in coagulation system.

Mopdonoriuna cexnin

IIPOIECC BOCCTAHOBJIEHHS BOHO-COJIEBOI'O
PABHOBECHSA OPTAHH3MA ITPH ITEPEJIOMAX
JJIAHHLBIX TPYBYATHIX KOCTEH

Crxopa B.3.
Kadeapa sopManssoli aHATOMER

ABanm3 nHTepaTypH nociegamx 20 jeT moKa3ajl, YIo JHadH-
TeNBHOe TACIO patoT MOCBAIIEeHO BIANHWIO HA PeNapammo XOCTHOH
TXAHW Pa3IAYHKX 3K30TeHHLX HaxTopoB (H3EIECKOH B XHMBEIECKOH
npHpoAE. Bolkmoe BHEMAHES yAe/SeTcH H3yUeHHIO TKaBe00pa3oBa-
Eus B OONACTH TPaBMH H PONH SHECIeHHHX peryisropos. Ilo-
BHAEMOMY, 3TO CBA3aHO ¢ MNONKITKAMA HANTH METOAH YIPaBICHUA
penapaTBHON pereBepamueffi KOCTH, CYNMIECTBEHHO COKpaIjaioniHe
. AETeIBHOCTS npornecca. OxEaxo FaHEAS npolieMa Jalexa OT pemre-
HPA.

[MoBpex ieHma KOcTeM HAPYIIAeT AMHAMWICCEOS PABHOBECHE.
B o06nacTH TpaBME AWHAMHEA €10 BOCCTAHORJCHHN XApaKTepH3YeTCH
HoC/IeOBATeLHEIM, MHOTOCTAIENHEM nponeccoM TEaEeo(pa3osa-
HH4, B pe3y/sTaTe KOTOPOro BHOBB o0peraercd CTPYKTYpHAS H aHATO-
MMJecKas NeJOCTHOCTHh KocTH. IlpaaeM, moxa B 30He NOBpPeXJeHEN
NPOAC/DKAETCH Pa3BHTES NPOIECCd Penapamid B OpTaHHIMe He MO-



