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92 patients from 17 to 68 with chronic persistent hepatitis (CPH), chronic
active hepatitis (CAH), cirrhosis (C), and "reactive" hepatitis (RH) were stud-
ied. Levels of PGE, its synthesis in the microsomal fractions and the liver
homogenates, along with PGE2 degradation rate in the hepatic tissue were
tested.

PGE levels in the liver specimen from patients with CAH, CPH and RH
did not differ significantly. The patients with active C had significantly lower
PGE levels than those having benign chronic hepatitis (CH). The microsomal
synthesis of PGE in the patients with CPH, CAH, and C was considerably
higher than in the RH cases, while the tissue homogenates from the patients
with HC synthesized decreased amounts of PGE. In vitro hepatic degradation
level of PGE2 did not differ in the CH patients, and was sharply increased in
the C patients (in comparison to CPH and RH). PGE levels and its synthesis
by the microsomal fractions and the tissue homogenates were the lowest in
the patients with B-virus CH, while PGE2 in vitro degradation rate in those
patients was the highest (in the presence of viral replication, confirmed by
HBsAg and DNA-polymerase).

The relative decrease of PGE formation in the tissue homogenates of pa-
tients with C, along with the increase in its microsomal synthesis, character-
izes the enhanced PGs incorporation in membrane phospholipids. Low levels
of PGE in the hepatic tissue of active C patients are probably due to high rates
of its degradation. The factors, which accompany B-virus hepatitis reproduc-
tion in liver tissue, can notably impact PGE metabolism, resulting in its lower
levels and altering cytoprotection.

1026 Effects of the Japanese Herbal Medicine
"Inchinko-To" (TJ-135) on In Vitro IFN-y Produc-
tion of Peripheral Blood Mononuclear Cells

M. Yamashiki 1, A. Nishimura 2, K. Takase 2, T. Nakano 2, Y. Kosaka 1.
1 Department of Laboratory Medicine, Mie University School of Medicine,
2-174, Edobashi, Tsu, Mie 514, Japan; 2 First Department of Internal
Medicine, Mie University School of Medicine, 2-174, Edobashi, Tsu, Mie
514, Japan

Primary biliary cirrhosis (PBC) is an intractable autoimmune disease. There
are no effective remedies for a gradually increasing jaundice in the advanced
stage. The Japanese herbal medicine "Inchinko-to" (TJ-1 35, Tsumura, Tokyo)
is often administered to PBC patients and its diminishing effect on jaundice
has been identified. However, the immunological mode of action of TJ-1 35
has not been investigated. We examined the effects of TJ-135 on in vitro
production of interferon (IFN)-y which is considered to be an important factor
in the etiology of autoimmune diseases.

To PBMC collected from 12 volunteers, either one of the stimulants or
a stimulant together with TJ-135 (final concentration: 6.3, 12.5, 50.0 or 200
Ag/ml) or a control drug was added and cultured for 4 days. IFN-y levels
in the supernatant were measured by ELISA. The control drugs were dex-
amethasone, OK-432, or another herbal medicine "Sho-saiko-to" (TJ-9) which
possesses immune regulatory effects. The ratio of production level "when
TJ-1 35, or a control drug, was added to the culture" to "when only a stimu-
lant was added" was obtained as the production index (PI) and expressed in
terms of percent.

Average production level of IFN-y induced by PWM was 1,600 lU/mI. With
TJ-1 35, its PI decreased to 86 - 33% as the drug concentration increased (p
< 0.01). Pls in the control culture were 63% with the steroid, 175 with OK432,
and 64 with TJ-9. The average level with rlL-2 was 450 lU/ml. With TJ-1 35, Pls
decreased to 80 - 42%. Pis were 66% with the steroid, 498 with OK-432, and
97 with TJ-9. The cultures using PHA-L showed similar results.

The results showed that TJ-1 35 possesses similar suppressive effects on
in vitro IFN-y production of PBMC as a steroid. We reported in 1992 that PBC
patients are in a condition of IFN-y overproduction. TJ-135 could favorably
reduce the abnormalities.

1027 Interferon in Patients with Chronic HCV
Infection and Primary Hypogammaglobulinemia

K. Bjoro1, Z. Yun2, H.H. Samdal3, T. Haaland4, S.S. Froland1. 1 Dept. of
Medicine A, National Hospital, Oslo; 4 Dept. of Pathology, National Hospital,
OSlO; 2 Inst. for Clin. Virology, Karolinska Institute, Huddinge Hospital,
Stockholm; 3 Dept. of Virology, National Institute of Public Health, Oslo

Background.' The clinical course of chronic HCV infection in patients with pri-
mary hypogammaglobulinemia seems to be severe. The effect of interferon
tre!atment in these patients is unknown.

Patients and methods. In 10 HCV RNA positive patients with primary
hypogammaglobulinemia interferon therapy was given due to sustained
increase in liver transaminases and histological changes compatible with
chronic liver disease. HCV RNA was assayed with PCR at 0, 9, 12 and
15 months. Genotyping was performed according to a modified Okamoto
method. The dose of recombinant alpha interferon 2b (Introna, Schering
Plough) was 3 MIU 3,7 days for 12 months. Most patients have been followed

for > 12 months after cessation of therapy.
Results: Four patients had a complete biochemical response, five had

a partial response (ALT levels reduced >50%) while there was one non-
responder. Only one patient had a sustained biochemical response, all other
responders relapsed within 3 months after cessation of therapy.

Improved histological findings were seen in 4/6 patients where liver biop-
sies prior to and following IFN therapy were available. In two patients with
improved liver histology during IFN therapy liver biopsies have 2-3 years later
demonstrated severe progression.

Patients with only one detectable HCV genotype (genotype V, n = 4) all
had a complete biochemical response while in those with double or triple
infections (genotypes V, II and l1l) only partial or no response was seen. None
of the patients became HCV RNA negative at any time-point of the study.

Conclusion: IFN therapy in patients with primary hypogammaglobulinemia
seems to be associated with a relatively high biochemical response rate. Both
biochemical and histological improvement, is, however, only short-lasting.
None of the patients cleared their HCV RNA during treatment, in spite of
normalisation of liver enzymes.

110281 Interferon Therapy in Chronic HCV Infection -
Evaluation by Different Response Parameters

DINA-study group, K. Bj0ro. Dept of Medicine A, National Hospital, Oslo,
Norway

In the present study we have compared liver transaminases (ALT) and biopsy
findings with HCV RNA as response parameters in interferon treatment of
chronic HCV infection.

Patients and methods: Patients (n = 74) with chronic HCV infection were
treated with recombinant alpha-2b IFN (Introna) in a dose study. The dose
was 3 MU TIW for four weeks and thereafter randomisation to 3 or 1 MU TIW
for another 48 weeks. A liver biopsy was performed at month 0 and 12, ALT
levels and HCV RNA were recorded regularly during and after IFN therapy.

Results: Normalisation of ALT (ALT-responders) was seen in 48 (65%) pa-
tients. Of these 20/48 (43%) relapsed within 3 months after end of treatment.
Late relapse (>3 months) occurred in two patients only. HCV RNA-response
(+ to - at 12 months) was seen in 35%, and 22% were HCV RNA negative at
15 months. Liver biopsy findings improved in 52% patients during treatment.

Most (11/18) sustained ALT-responders were HCV RNA negative at 12
months, and also at 15 months (12/16). The similar numbers of ALT-
responders with relapse being HCV RNA negative at 12 and 15 months were
8/19 and 1/12. ALT-responders being HCV negative at 12 months had an
increased chance of having a sustained ALT-response compared with ALT-
responders being HCV RNA positive (63% vs 37%).

Of 30 histological responders, 25 (83%) normalized their ALT-values dur-
ing treatment. Among histological responders 18/30 (60%) cleared HCV RNA
during treatment. Three patients with unaltered and one patient with wors-
ened biopsy findings were HCV RNA-responders.

Conclusion: All HCV RNA-responders were also ALT-responders while in
some HCV RNA-responders histological improvement was not seen. HCV
RNA negativity at end of treatment may predict a sustained normalisation
of liver transaminases.

11029 I Long-term Response After Interferon
Withdrawal in Patients with Chronic Hepatitis C

G. Bresci, L. Gambardella, G. Parisi, S. Banti. UO. Gastroenterologia US.L.
12, Pisa, Italy

The aim of this study was to establish the rate of sustained response to
alpha-interferon therapy in patients with chronic hepatitis C and the possi-
ble presence of predictive factors of response. 81 patients, 49 males, mean
age 47 ± 11, with chronic hepatitis C from 6 ± 1 years diagnosed by sero-
logical, clinical and histological data, responders to previous interferon ther-
apy, were included in the study and followed up for at least 12 months after
interferon withdrawal during which no therapy was accomplished. We con-
sidered responders the patients who showed a complete normalization of
liver enzymes after interferon therapy at a dosage of 3 MU t.i.w. for 6 (40 pa-
tients) or 12 (41 cases) months. Patients were controlled every 3 months and
a statistical analysis was made at the end of the study.

Patients with persistent normalization of liver enzymes (long-term respon-
ders) were 30/81 (37%) while the remaining 51/81 (63%) showed a relapse.
We did not find any predictive factor of response since no significant dif-

ference was noted as to age, sex, duration of the disease, duration of the ther-
apy and pre-treatment liver enzymes between long-term responders and re-
lapsers. Moreover from our data resulted that 78.4% of relapses arise within
6 months from interferon withdrawal, 11.7% between 6 and 12 months and
9.8% after 12 months from interferon stopping.

In conclusion we can say that the rate of sustained response after at least
12 months from interferon withdrawal is satisfactory (37% of responders)
but it is necessary to follow up long-term responders for a longer period as
relapses can arise also 1 year or more after the end of interferon treatment.
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11030 Long-Term Follow Up of Sustained Responders
to Alpha Interferon in C-virus Chronic Hepatitis

L. Cimino, B. D'Ascoli, R. Ammendola 1, E. Perna2, E. D'Agostino 2, A.
Schiano, G. Budillon. Cattedra di Gastroenterologia, 1 Dip. di Biochimica e

Biotecnologie Mediche, 2 Servizio di Immunoematologia e transfusione,
Universita Federico11 di Napoli, Italy

The late outcome of C-virus chronic active hepatitis (HCV-CAH) in patients
sustained responders to interferon treatment, is not completely known.

184 patients with HCV-CAH (88 with Child A cirrhosis) were treated with
alpha interferon 3 or 6 MU tiw for at least 6 months between 1989-1992. A
complete response (normalization of ALT during treatment) was obtained in
57% of the subjects. In this group 32 patients were identified as sustained
responders (normal ALT at 6 months after treatment withdrawal) correspond-
ing to 17.4% of the total subjects (1 1.3% of the cirrhotic group and 23% of
the CAH group). Monthly laboratory tests showed normal ALT levels without
relapses in all the sustained responders during the successive follow up of
15-60 months. No patient showed appearance of autoimmune antibodies.
The liver biopsy repeated in two subjects 4 years after treatment, showed
inactive cirrhosis in one whose initial diagnosis was severe CAH and normal-
ization of the liver histology in the other one with an initial diagnosis of mild
CAH. The preliminary data from the Riba Ill test and PCR determination of
HCV-RNA show that the anti HCV test remains positive in all cases, while viral
replication persists in some cases even when liver histology appears normal.

In conclusion these data show that patients with normal ALT levels 6
months after treatment withdrawal may be considered clinically cured, but
the persistence of virus replication in some of these requires continuous fol-
low up.

11031 Household Transmission of Hepatitis C Virus
(HCV)

R. Cozzolongo, R. Cuppone, A.M. Sonnante1,O.G. Manghisi. 1 Div. of
Gastroenterology, 1 Lab. of Clinical Pathology, "S. de Bellis" Hospital, IRCCS
Castellana Grotte, Bari, Italy

Introduction At present about 500 million people are thought to be, or to have
been infected with HCV and most of them have never been exposed to blood
products and are not drug addicts. In these cases an inapparent parenteral
route of HCV transmission is probably responsable as shown by previous re-

ports where the rate of HCV seropositivity seems to be higher in household
contacts (particularly in sexual partners) of HCV carriers than in general pop-

ulation (i.e. 1.51 % among blood donors in Southern Italy). However a recent
study provides no evidence for sexual transmission of HCV

Aim To evaluate the intrafamilial diffusion of HCV in close contacts of pa-

tients with histologically proven chronic hepatitis C (anti-HCV pos.ve index
cases).

Methods 75 contacts of 23 anti-HCV pos.ve index cases and, as a control
group, 71 contacts of 21 anti-HCV neg.ve index cases without liver disease
were studied. As a whole 44 were spouses, 99 were siblings, 2 were parents

and 1 was cohabitant. Each family consisted of 4-6 members. All subjects
were screened once for anti-HCV by two ELISA II assays and, in case of a

positive result, by RIBA II (ORTHO), for HBsAg (ELISA) and for ALT.
Results Anti-HCV antibodies were present in 4/75 (5.3%) contacts of anti-

HCV pos.ve index cases: 2 were spouses, 1 was a parent and 1 was a sibling.
All of them had ALT increased values. HBsAg positivity was detected in 2
siblings. 2/71 (2.8%) contacts of anti-HCV neg.ve index cases resulted anti-
HCV pos.ve (a parent and a sibling) and showed slightly high levels of ALT.
No HBsAg was found in this group.

The Odds Ratio for contacts of anti-HCV pos.ve index cases was 1.93(95%
C.l. = 0.34-10.96).

Conclusions (1) As the Odds Ratio results no significant (with power of
21%), the importance of intrafamilial spreading of HCV should be ascertained
in a large case-control study: so also the role of HCV sexual transmission
will be evident if a high degree of viral homology among HCV genotypes is
found in HCV infected couples; (2) HBsAg was detected only in 2/146 sub-

jects (1.4%) to underline both the improved social and hygienic conditions
and, to a smaller extent, the efficacy of the vaccination programmes.

stances that transmit also HBV, the model of liver transplantation has shown
that the 'defective virus" can be transmitted independently from HBV. This
"autonomous" HDV infection is usually associated with a normal or minimally
changed liver histology. Upon reactivation of HBV, HDV becomes pathogenic.
Aim To investigate if autonomous HDV infection can naturally occur in non
transplanted subjects in a geographical area (Puglia) where HDV is highly en-
demic. Methods 510 normal liver biopsies, obtained from patients surgically
treated for non liver-related diseases (mean age 47 ± 9 years, male/female
92/34) showing only minimal histological changes were tested for HDAg.
The reactions were visualized using 3-amino-9-ethil carbazole as a substrate.
HDAg positive samples were tested for the presence of HDV-RNA by in situ
hybridization using a digoxigenin labelled synthetic oligonucleotide specific
for HDV-RNA. Results HDAg was not detected in any of the 126 liver samples
showing minimal histological changes, but it tested positive in 2/510 (0.4%)
normal liver biopsies showing a nuclear homogenous staining detectable in
2-5% of the hepatocytes. This result was not confirmed by in situ hybridiza-
tion and when 3-amino-9-ethil carbazole was changed with diaminobenzi-
dine. Conclusions Autonomous HDV infection apparently seems not to occur
among HBsAg negative subjects. Our data, however, cannot completely rule
out this eventuality. The sample studied (636 adult patients) could be so far in-
sufficient to detect the phenomena for the low prevalence (1 .3/1000 subjects)
of HDV infection also in this highly endemic area. On the other hand a too ele-
vated mean age arises the possibility that all the potentially autonomous HDV
carriers could have been already superinfected by HBV Different approaches
are therefore needed to assess potential autonomous HDV replication.

|1033l Analysis of Etiologic Factors of Chronic Liver
Disease in Southern Italy

R. Cuppone, R. Cozzolongo,O.G. Manghisi. Div. of Gastroenterology, 'S. de
Bellis" Hospital, IRCCS Castellana Grotte, Bari, Italy

In our area, it has been shown that viruses play a relevant role in the gene-
sis of chronic liver disease while alcohol is less frequently involved as etio-
logic agent. Objective To assess the impact of different etiologies in patients
with liver disease living in Southern Italy. Methods Between September 1991
and September 1992, 400 consecutive patients were referred to our Hospi-
tal for assessment of presumed chronic liver disease. 242 pts. (136 M, 106 F,
mean age 54.8 ys., range 19-82) underwent echo-assisted percutaneous liver
biopsy. All pts. were questioned about alcohol consumption and assessed for
liver function tests. Serological markers of hepatitis B and D virus infection
were determined by ELISA; anti-HCV antibodies were detected using ELISA II
(Clone Systems IFCI). HCV-Ab positive pts. were tested with a second genera-
tion RIBA (Ortho Diagnostic Systems) only if suitable for Interferon treatment.
Results Of 242 pts. who had a liver biopsy, in 25(10.3%) histological diagno-
sis was inconclusive. In the other 217 pts., histology showed chronic persis-
tent hepatitis (CPH) in 13 (6%), chronic active hepatitis (CAH) in 68 (31.3%),
cirrhosis in 136 (62.7%). Among histopathologically evaluated subjects, any
etiological factor was found in 21 out of 217 (9.5%). The prevalence of an-
tibodies to HCV alone was 56% (122 out of 217 pts.). Anti-HCV joined with
other etiological factors in further 16% of pts. HBsAg positive subjects were
16.5% (including etiological associations). When HBsAg was detected as a
single agent (23 out of 217 pts. 10.6%), 19/23 pts. resulted HBeAb positive,
and showed generally histological features of CAH or cirrhosis. Only one pt.
resulted HDV +. In 39/217 cases (18%) a double and triple etiologic asso-
ciation was documented, particularly between alcohol and HCV (26 pts, 19
of them with cirrhosis). In 8/39 cases (20.5%) HBV and HCV coexisted. Alco-
hol alone was found in 9/217 cases (4%), but, if associated to viruses, were
identified in 18%. Conclusions Our results reveal: (1) high prevalence of HCV
as etiologic factor in chronic liver disease (alone or together with other fac-
tors). (2) Hepatic histology showed advanced chronic liver disease in most
of our patients. (3) Liver biopsy performed in anti-HCV positive pts. showed
cirrhosis (with or without CAH) in 60%, CAH in 34% and CPH in 6% of cases,
confirming the possible existence of severe liver damage in asymptomatic
patients. (4) Low rate of chronic hepatitis B and D, probably related to de-
creasing incidence of both infections due to vaccination programme, or to
advanced liver disease that contra indicates liver biopsy. (5) Alcoholism is a
secondary etiological factor in our population of patients with chronic liver
disease.

1032 Does HDV Infection Always Require HBV? A 11034 Thymus Factor (TFX) in the Treatment of
Multicentric Study Performed on Liver Biopsies Chronic Hepatitis B in Children

from HBV Negative Patients

M.L. Caruso, R. Cozzolongo 1, M. Bisceglie 2, F. Negro 3, C. Costa 3, L.

Amati, M. Pirrelli, V Attino 2, L. Zaffarano 2, R. Martinotti 3, R. Cuppone 1,
O.G Manghisi 1, F. Rosina 3. Dept. of Histopathology 1 Dept of
Gastroenterology, IRCCS Castellana-Grotte (BA), Italy; 2 Dept. of

Histopathology, S. Giovanni Rotondo Hospital (FG), Italy; 3 Dept. of

Gastroenterology Molinette Hospital (70), Italy

Introduction Contrary to the belief that HDV can be spread only under circum-

D. Dworniak, I. Planeta-Malecka, S. Materla, S. Suski. Dpt. of Infectious
Diseases, Dpt. of Gastroentorological Diagnostics, Military Medical
Academy, L6di, Poland

Chronic hepatitis B is a severe and often progressing disease, caused by
disorders in immunoregulatory system. The purpose of this study was the
evaluation of TFX effect on the clinical course of the disease in children. A
group of 17 children (5 girls and 12 boys), aged 3 to 16 years (average 7.83 ±
3.77) was subjected to TFX treatment. All the patients had shown histological
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and biochemical signs of active liver disease at least 6 mths before the treat-
ment. The decrease of CD4/CD8 factor to less than 1.3 was an indication for
the treatment. HBsAg was found in all children; HBeAg in 12/17; anti-HBe in
5/17. In the latter group the process of active hepatitis maintained despite se-
roconversion. After 6-mth treatment with TFX, CD3 and CD4 lymphocytes in-
creased, CD8 decreased and normalisation of both, CD4/CD8 factor and bio-
chemical investigations was observed. Low CD4/CD8 values and lack of clin-
ical and biochemical improvement were still present in 2 children. Serocon-
version in "s" and "e" systems occurred 3-6 mths after immunological and
biochemical investigations came back to normal values. 4/17 (23.5%) elimi-
nated HBs and anti-HBs appeared; 9/12 (75%) eliminated HBe. No side ef-
fects were observed. Clinical, biochemical and immunological improvement
maintained within the next 12 mths of observation. No reversion in "e" sys-
tem was observed, whilst one more child eliminated HBeAg. The obtained
results indicate that TFX has a favourable effect on T lymphocytes regener-
ation and function and on clinical improvement, biochemical investigations
normalisation and liver histological changes withdrawal.

10351 Response of Anti-HCV-Positive Chronic
Hepatitis with & Without HBsAg in Serum to
Alpha-2 Interferon Therapy

Y.M. El-Shazly, A.F Abdel-Salam, E. Barakat, N. Amer, A.Y. Abdel-Ghaffar1.
1 General Medicine & Clinical Pathology Department, Ain Shams University,
Cairo, Egypt; Faculty of Medicine, Ain Shams University, Cairo, Egypt

The aim of the present study was to compare the response to a-interferon
(IFN) therapy in 2 groups of Egyptian patients with chronic hepatitis who had
abnormal serum aminotransferase levels and were positive for anti-HCV but
negative for HBeAg in serum. Group 1 included 18 patients who were posi-
tive for HBsAg and anti-HBe. While group 2 included 24 patients who were
negative for both. All patients received IFN at a dose of 3 million units S.C.
3 times a week for 6 months and were followed up clinically, biochemically
and hematologically during this treatment period and for 6 more months. A
second liver biopsy was done for every patient after the completion of IFN
therapy. Both the percentage of complete response with normalization of ALT
during therapy and the overall response rate at 6 months (when patients with
a partial response were also included as responders) showed no significant
differences (p > 0.05) between group 1 (61.1% and 66.7% respectively) and
group 2 (62.5% and 70.8% respectively). Also, there was no significant dif-
ference (p > 0.05) in the overall relapse rate in responders by 6 months after
cessation of therapy, between both groups (58.3% and 58.8%). Our results
suggest that HCV plays the leading role in the pathogenesis and the activity of
liver disease in patients positive for anti-HCV, HBsAg and anti-HBe in serum.
Also, the persistence of HBsAg (in absence of HBeAg) in serum seems not to
affect the response of patients with chronic hepatitis C to therapy with IFN.

1036 Chronic C Hepatitis Prognosis in Patients Older
than 60 Years of Age

J. Erdozain, S. Garcia San Jose, M. Presa, A. Herrera, E. Molina, J. Lizasoain,
F Munoz, C. Cristobal, J.M. Segura. Statistics Section, Hospital "La Paz,
Madrid, Spain; Gastroenterology Section, Hospital "La Paz', Madrid, Spain

Introduction: The development of cirrhosis and secondary complications dur-
ing the course of a chronic C hepatitis appears after a prolonged follow up.

Aim: To evaluate the prognosis and characteristics of chronic C hepatitis
patients older than 60 years of age.

Subject and methods: We reviewed the analytic, echographic and endo-
scopic findings in 141 chronic C hepatatis patients (RIBA II). This prospective
study lasted 13.5 ± 9 mo (range 2-36). HBs Ag positive patients were ex-
cluded. The disease prognosis was determined by the development of com-
plications and/or portal hypertension assessed by abdominal ultrasounds and
endoscopy. In addition biopsy was obtained in 27 patients.

Results: Main age was 68.5 ± 5.6 (range 60-84), 49 (34.8%) were males
and 92 (65.2%) females. In 14.9% of the cases the probable origin of the
disease was post-transfusional. The interval from probably beginning of the
disease was 10.8 ± 11.4 (range 1-45). 20 patients (14.9%) developed compli-
cations (ascites 20 pts, encephalopathy 12 pts and variceal bleeding 3 pts).
Portal hypertension was detected by abdominal ultrasound in 84 pts (59.6%)
and esophageal-gastric varices were seen by endoscopy in 44 pts (31.2%).
Among the 27 patients with liver biopsies, 21 presented cirrhosis, and only
12 (57%) of them showed complications and/or portal hypertension. The hy-
perglucemic presence was associated with a worse prognosis (p <e0.001).
Mortality occurred in 8 pts (5.7%). Six patients developed hepatocarcinoma.

Conclusions: The Chronic C hepatitis in patients older than 60 years of age
has a bad prognosis.

(1) During the follow up, 13.5 mo, 14% of the patients presented compli-
cations, being ascites the most frequent.

(2) In 31.2% of the patients endoscopy showed esophageal varices.
(3) There is an important group of asymptomatic patients have cirrhosis

proven in biopsy (9 of 21 cases).

11037 Two Year Old Hepatitis A Vaccine (Havrix)
Retains Its Immunogenicity

E. Rajan, S. Albloushi, B. O'Farrell 1, A. Shattock1, M.G. Courtney, J.F.
Fielding. Royal College of Surgeons in Ireland and Beaumont Hospital,
Dublin, Ireland; 1 National Virus Reference Laboratory, Dublin, Ireland

Aim: The purpose of this randomised double blind study was to determine
the difference in the seroconversion rate between newly produced and two
year old Hepatitis A virus (HAV) vaccine.

Methods: 215 (60 males, 155 females) healthy non-immune volunteers
between the age of 18 and 39 were recruited. 1 ml of HAV vaccine (Havrix;
SmithKline Beecham Pharmaceuticals) was administered by intramuscular in-
jection into the deltoid at months 0, 1 and 6. Three groups of one quarter each
received a different vaccine lot which had been stored at 4 C for two years
whilst the final quarter received a recently produced vaccine as control. Anti
HAV total Ig levels were measured using an ELISA competitive assay tech-
nique (validated against Wellcozyme anti HAV total1g kit) at months 0, 1, 2, 6
and 7. Adverse reactions were recorded on diary cards which were collected
at months 1, 2 and 7.

Results: There were three defaulters (1 self withdrawal, 1 pregnancy, 1
adverse drug reaction). 212 completed the study but to date serology results
are only available up to month 2 in 205 (53 males, 152 females) vaccinees.
All (100%) of the 205 vaccinees had seroconverted by month 2. This implies
that by month 2 there is no difference in seroconversion rates between old
and new Havrix vaccines. All serology results will become available when the
code is broken at study conclusion in February 1994.

Conclusion: This is the first study to show that two year old HAV vac-
cine has an equally effective seroconversion rate as newly produced vaccine.
This has significant implications for HAV vaccine production programmes and
should reduce the cost by allowing a longer shelf life, especially important
with a vaccine production lead time of 9 months. This suggests that further
work can be carried out to determine the immunogenicity of vaccines stored
for longer than two years.

110381 Anti-HCV+ and Immunological Disorders:
Clinical and Epidemiological Findings

PL. Frugiuele, G. Nudo, M. Sprovieri, A. Noto, A. Vigna, A. Lucente, M.
Segreti, R. Piro, S. Vaccarella 1, R. Tenuta 1, L. Vigna. Department of
Medicine, Cosenza, Italy; 1 Laboratory of Virology, Ospedale "Annunziata"
Cosenza, Italy

Aim of work: to check the incidence of immunological disorders in patients
with chronic active liver disease ANTI-HCV+, before giving INF therapy.

Patients and methods: During the second half of 1993 the sera of 870 sub-
jects admitted in our division were tested for ANTI-HCV using Elisa (Murex-
Wellcome) and riba second generation (Pasteur). Each sera which resulted
ANTI-HCV+ was also tested for presence of autoantibodies ANA-H, SMA-
AA, AMA, LKM1, by immunofluorescence employing slides with substrates
of stomach, kidney and liver of rat and hep2-cells; it was also tested for the
presence of thyroglobulin and microsomal antibodies by haemoagglutination
(Murex-Welcomme) and circulating immunocomplexes with the Cl q binding
method by nephelometer analyzer. The cryoglobulins have been checked in
samples withdrawn and separated at 37°C and successively stored at 40C.
The cryoglobulins were isolated after 1 hour if positive or after 8-10 hours.
The HCV-RNA by RT-PCR was not performed. A group of 235 ANTI-HCV-
subjects healthy or with other diseases was employed as a control. Statistics
evaluation has been done with the chi-square method.

Results: Anti-HCV+ was detected in 90/870 subjects (10.34%) admitted
in our division. In 25190 ANTI-HCV+ patients (27.78%) associated immuno-
logical disorders were found with the following features:

- Cryoglobulinemia was found in 7 patients, but only 1 was associ-
ated with typical symptoms. Another case was associated with autoimmune
hemolytic anemia and another was associated with Sjogren syndrome and
ANA+.

- ANA+ was found in 7 patients, 1 case was associated with anti-
thyroglobulin (ATA-t), Microsomal Antibodies (ATAm) and anti-parietal-cells
antibodies (APCA).

-ATAt+ and ATAm+ werefound in 2 patients of which 1 casewith APCA+
associated.

- High levels of circulating immunocomplexes were estimated in 6 pa-
tients of which 1 case associated with skin lesions urticaria-like, 1 case with
porphyria cutanea tarda, 1 case with vasculitis and 1 case with diffuse vasculi-
tis and membranous glomerulonephritis with severe proteinuria. The ANCA
levels were not estimated.

- LKM1 autoantibodies were found in 1 patient.
- SMA-AA autoantibodies were found in 2 patients.
In the control group we found ANA+ in 18 of the 235 subjects (7.65%).
Conclusions: The prevalence of immunological disorders is significantly

higher (P > 0.05) in patients ANTI-HCV+ than in subjects ANTI-HCV-. We
also noted a concordance between high frequency of ANTI-HCV positiveness
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and high frequency of associated immunological disorders in our hospital
population. We believe that these numbers will increase in the future if the
research of these phenomena will be enhanced.

1039 | Evaluation of Asymptomatic Anti-HCV Positive
Blood Donors

K. Gronbaek, 0. Dietrichson, R. Jordal. Department of Intemal Medicine Y
and Clinical Chemistry, Copenhagen University Hospital, Gentofte, Denmark

Purpose: Assessment of asymptomatic, anti-HCV positive blood donors with
reference to potential routes of transmission, biochemical and pathological
characteristics.

Method: All routinely screened blood donors from Copenhagen Univer-
sity Hospital Gentofte found anti-HCV positive assayed by ELISA test and
confirmed by RIBA test, were consecutively referred to medical department
in a two years period. Medical history was taken, blood samples collected
and liver biopsy performed.

Results: Among 11.500 volunteer blood donors, 21 were anti-HCV posi-
tive, but HBsAg- and anti-HIV negative. Sixteen accepted further examination,
six women and ten men, the median age was 34 years (range 24-62). All
were asymptomatic, without history of liver disease nor other diseases, and
no one received any medication. Two had a daily alcohol intake >50 g, while
nine did not have a daily consume. Nine had previous transitory intravenous
drug abuse, five combined with tattooing, while three were tattooed only.
None had a history of blood transfusion. Thirteen accepted blood sampling
and liver biopsy, one with an alcohol consume >50 g/day. Transaminases (ALT
and AST) were elevated more than 1.5 times the upper limit of normal in five.
Alkaline phosphatase was slightly elevated in one, lgG was elevated in two,
while IgA and IgM were normal in all samples. Chronic aggressive hepati-
tis (CAH) were seen in two, one had cirrhosis, three had chronic persistent
hepatitis (CPH) combined with elevated transaminases, five had changes in
accordance with CPH but with normal transaminases, only two had a normal
biopsy. No alcoholic hepatitis were seen.

Conclusion: Thirteen asymptomatic blood donors with antibodies to hep-
atitis C virus underwent liver biopsy. Morphological changes compatible with
chronic liver disease were seen in 11. Thus, all patients with antibodies to
HCV should be offered evaluation, including liver biopsy.

1040 ] Unusual Side Effects of a Interferon in the
Treatment of Chronic Viral Hepatitis

A.M.H. Vale, J.A. Sarmento, G. Macedo, F Magro, T. Ribeiro.
Gastroenterology Unit, H.S. Jojo, Porto, Portugal

Aim: To describe some rare effects indiced by a interferon observed during
the treatment of patients with chronic viral hepatitis.

Methods: There were 195 (155 HCV positive and 40 HBs Ag positive) pa-
tients, enrolled in different treatment schedules with a 2b interferon; every
patient has a weekly consultation in the first month of therapy, followed by a
monthly consultation.

Results: The unexpected observed side effects (13%) during treatment
were: A. Neurological (n = 10); B. Dermatological (n = 10); C. Endocrine (n
= 1); D. Psychiatric (n = 5).

Clinical events in group A consisted in pain ocular movements, during the
first 2 months of therapy. In group B, seborreic eczema of face and scalp were
observed in 3 men and 1 woman before the 6th month; papulous dermati-
tis, generalized in 1 man at 1 st month and on the forearm in another, at 4th
month; vasculitis in the legs of 1 male patient, and frontal cutaneous atrophy
in 2 men, before the six month; at the 7th month after treatment, one patient
presented with the same lesion.

In group C, hyperthyroidism developed in 1 woman at 6th month. In group
D, depression was diagnosed in 2 women and 1 man at 6th month; psicotic
syndrome with hallucinations in 1 woman at 5th month and obsessive neu-
rosis in 1 man at 4th month.

Only the frontal cutaneous atrophy lesion did not subside after interferon
withdrawal, which has been the curative attitude in all other. No relation was
found between the development of side effects and type of hepatitis, sched-
ule of treatment, age or sex of patients.

Conclusion: (1) A careful clinical follow-up of interferon treated patients is
mandatory, so that unexpected findings may be detected and described.

(2) These rare side effects subsided after interferon withdrawal, excepted
for the frontal cutaneous atrophy.

110411 Should We Perform Liver Biopsies in HCV
Positive Individuals with Normal Liver Function
Tests?

G. Macedo, J.A. Sarmento, A.M.H. Vale, F. Magro, T. Ribeiro.
Gastroenterology Unit, H.S. JoJo, Porto, Portugal
Introduction and Aim: It is questionable whether a positive Riba 2 test is in-

variably associated with some degree of liver lesion (Esteban et al. 1991). We
tried to access the need of performing liver biopsies in this individuals, to
define whether or not there was liver lesion.

Methods: From a cohort of referred patients to our liver unit outpatient
clinics (including blood donors iv. drug users and routinely screened fami-
lies with HCV positive members), a total of 30 individuals consented to per-
form liver biopsy: they had at least two blood tests, 6 month apart avaliating
aminotransferases, gGT, alkaline phosphatase, HBV markers and HCV anti-
body (Riba 2 test, Ortho); they were submitted to a through questionnaire
assessing demographic characteristics, possible risk factors for exposure to
hepatitis viruses, physical examination and abdominal ultrasound (US).

No treatment with Interferon was performed before.
Results: The time of infection with HCV was predominantly between 5-10

years; only two had jaundice, and the most common risk factors were use of
nondisposable needles in 26/30 previous use of iv drugs in 16132, sojourn in
Africa in 6130 and surgery in 6/30. US showed no signs of nodularity.

Histologywas abnormal in 28/30, showing minimal lesions in 3/30, chronic
persistent hepatitis in 19130, chronic active hepatitis in 4130 and cirrhosis in
2/30.

Conclusions: (1 )Athorough clinical interview determined at least one iden-
tifiable risk factor in 100% individuals.

(2) Only 7% did not have any evidence of liver damage.
(3) Liver biopsy is in fact the only way to assess liver lesion in hcv positive

individuals.

110421 Can UDCA Increase Interferon Response in
Chronic Hepatitis

G. Mazzella, A. Cipolla, V. Novelli, C. Fabbi, P Fusaroli, S. Sottili, A. Salzetta,
E. Roda. Cattedra di Gastroenterologia, University of Bologna, Italy

Interferon (IFN) induces ALT normalization in only about 50% of patients with
hepatitis C. Ursodeoxycholic acid (UDCA) on the other hand, is a well proven
anticholestatic agent. This effect is probably correlated to the substitution of
toxic hydrophobic bile acids with UDCA. The end-point of this study was the
stable normalization of ALT levels, during UDCA administration (600 mglday)
in patients who after 6 months of IFN (3 MU/thrice weekly) were still non-
responders and thus were given additional medication with UDCA. IFN was
continued to complete a year of treatment and then suspended while UDCA
was maintained during the 6 month follow-up period.

57 non-responders (mnean age 50 yrs, 38 M/19 F) at 6th month of IFN treat-
ment were divided into 2 groups: the first group (42) was assigned to addi-
tional therapy with UDCA, while the second group (15) continued IFN alone
and thus acted as controls. All patients had histologically proven chronic ac-
tive hepatitis anti-HCV positive (ELISA II generation test).

In the control group 2 patients responded to treatment but thereafter re-
lapsed during the initial follow-up period. In the UDCA-IFN group there were
13 responders; 7 remained such throughout the 6 month follow-up period,
during which IFN was suspended and UDCA was continued alone, while 6
suffered relapse. When responders were divided according to pretreatment
yGT levels 3116 (19%) and 4/26 (15%), normal and high levels respectively,
had sustained response. An additional finding in this study was that elevated
yGT levels were strongly correlated to male sex (Odds ratio 4.2 x2 test p <
0.04).

These data support the growing evidence that UDCA can be used to help
induce ALT normalization in patients not responding to IFN treatment.

11043 I Interferon Therapy to Chronic Hepatitis C
A. Miyazaki, S. Watanabe, Y. Yokoi, T. Komada, N. Kitami, N. Sato. Dept of
Gastroenterology, Juntendo University, Tokyo, Japan
We have studied the effect of a-interferon (IFN) on aminotransferase (ALT)
and HCV-RNA levels in 48 patients with chronic hepatitis C. Methods: Histo-
logically, 48 patients were 5 CPH, 29 CAH2A and 14 CAH2B. The type of a-IFN
used was natural in 18 patients, recombinant a-2a in 19 patients, recombinant
a-2b in 11 patients. 6 MU or 10 MU IFN was given daily for the first 2 weeks
and then three times per week for the 24 weeks. ALT was evaluated during 6
months after treatment, and serum HCV-RNA (by PCR) was examined before,
the end of treatment, and 6 months after the end of treatment. The genotype
was investigated with 39 patients (type 11 64%, III 18%, IV 13%, II + 1I1 5%).

Results: twenty nine (60%) of 48 patients showed normalization of ALT
at the end of treatment. Normalization of ALT at the 6 months after the end
of treatment was recognized twenty one patients (44%). Twenty eight (65%)
of 43 patients showed HCV-RNA negative at the end of the treatment, but
at the 6 months after the end of treatment HCV-RNA negative was recog-
nized thirteen (37%) of 35 patients. There are no significant difference be-
tween each histological group, and also between each type of IFN used in
normalization of ALT and disappearance of HCV-RNA. And further, there was
no significant difference between each genotype in normalization of ALT and
disappearance of HCV-RNA. The serum HCV-RNA titers at pretreatment were
measured in 26 patients. Nine (56%) of 16 patients in low levels of HCV-RNA
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(< 104.5 copies/50 Il) showed HCV-RNA negative at the 6 months after the
end of treatment. However, in 10 patients in high levels of HCV-RNA (1 05-1 06
copies/50 ti£), none showed HCV-RNA negative (p < 0.05).

Conclusions: The measurement of serum HCV-RNA titers before starting
the IFN therapy is important for the anticipation of the IFN therapy. Levels
of HCV-RNA determined by RT-PCR, rather than the HCV genotype, were an
important determinant for effectiveness of the IFN therapy.

1044 High Prevalence of Hepatitis C Virus Markers in
Chronically Haemodialysed Patients From
Transylvania, Romania

Aurel Neamtu 1, Dan Vladutiu 1, Doina State 2, Gavrila Tivadar 1, Mirela
Braila 2 1 University of Medicine Cluj, Romania; 2 University of Medicine
Bucuresti, Romania

Objective: to study the seroprevalence of hepatitis B (HBV), C (HCV) and D
(HDV) virus markers in chronically haemodialysed patients (pts) from Cluj,
Transylvania.

Patients andmethods: The sera of 68 adults with terminal chronic renal fail-
ure (CRF), on maintenance haemodialysis (HD) (duration on HD: 1-7 years)
have been tested for HBsAg, HBeAg, antiHBs, total antiHBc, antiHBs, anti-
HBe, total antiHDV, antiHCV (ELISA, Sanofi Diagnostics Pasteur).

Results: Before the HD treatment, HBsAg has been detected in 5 out of
the 68 investigated pts (7.35%). During the HD treatment, 2 subjects cleared
the HBsAg, but 7 others became positive, raising the number of HBsAg posi-
tive pts to 10/68. In 50 pts (73.5%) HBV infection markers have been demon-
strated. HCV infection markers have been observed in 55/68 pts (80.9%). Sur-
prisedly, the HDV seroprevalence was very low (3/63 pts vs. 4.76%), in con-
tradiction with the previous available data. AntiHBs have been detected in 13
out of 50 pts (26%) who displayed HBV infection markers, revealing the weak
capacity of HBV clearance under the immunosuppression circumstances de-
termined by CRE Clinical and biochemical criteria of chronic hepatitis have
been noticed in 1 1 pts (16.2%); HCV markers have been detected in the sera
of all these subjects; only 1 pt was HBsAg positive; in 4 pts antiHBs have
been demonstrated.

Conclusions: 1. In chronically HD pts from Cluj, the seroprevalence of HCV
and HBV markers is very high. 2. HDV infection markers showed a much
lower prevalence than those of previous studies. 3. Chronic hepatitis was
demonstrated in 16.2% of pts, all of them displaying HCV infection.

|1045 |A Difference in Salivary Anti-hepatitis A
Immunoglobulin Responses Between Naturally
Infected and Vaccinated Individuals

B.J. O'Farrell 1, E. Rajan2, S. AI-bloushi2, M.G. Courtney2, J.F Fielding 2,
A.G. Shattock1. 1 Dept. of Medical Microbiology, Virus Reference
Laboratory University College Dublin, Belfield, Dublin 4, Ireland; 2 Dept. of
Medicine and Gastroenterology, Royal College of Surgeons in Ireland and
Beaumont Hospital, Dublin, Ireland

The purpose of this study was to determine whether the saliva of individuals
vaccinated with the HAVRIX vaccine (SmithKline Beecham Biologicals) could
be used as a sample in monitoring their immunological response to the vac-
cine.

Following the manufacturer's recommended procedure, 205 non-immune
individuals were vaccinated at months 0, 1 and 6. Serum and saliva samples
were taken at months 0, 1, 2, 6 and 7 and assayed for anti-HAV total im-
munoglobulin using a competitive Enzyme Linked Immunosorbent Assay 9
(ELISA).

By month 2, 201 of 205 individuals had become seropositive. 50 of these
were titrated against a World Health Organisation anti-HAV immunoglobulin
standard, demonstrating titres in the range 960 mlU/mi to 1780 mlU/ml (20
mlU/ml is regarded as the minimum protective level in serum). All 205 salivas
were negative in the assay. At month 7, of the 126 paired samples tested
to date, all have seroconverted, while only 12(9.5%) have "salivaconverted",
demonstrating titres ranging from 20-40 mlU/ml. In a previous blind study,
this same saliva-based ELISA detected anti-HAV immunoglobulin in the saliva
of 68 of 72 naturally infected individuals (94.4%), who demonstrated salivary
titres in the range 20-500 mlU/ml.

It would appear that the saliva of vaccinees contains a far lower concen-
tration of anti-HAV specific immunoglobulin than that of naturally infected in-
dividuals. As a result, unless an increase in assay sensitivity can be achieved,

The Effect on HCV Culture of Interferon a 2a

Tsuneo Ozeki, Tomotoshi Ohara 1. 1 The 3rd Department of Internal
Medicine, School of Medicine, University of Occupational and
Environmental Health, Kitakyusyu, Japan; The Department of Internal
Medicine, Minamigaoka, Hospital, Kitakyusyu, Japan

We succeeded in serial cultivation of HCV using a cultured call. We studied
the effect on HCV of interferon (IFN) using the HCV culture this time.

Materials and method: Liver biopsy specimens from patients with chronic
active hepatitis(c) were homogenated. The supernatant of homogenate was
added to Chang cell suspension in Eagle MEM solution and the suspension
was incubated at 37'C for 30 min. After centrifugation, the precipitated cells
were suspended in the same medium and incubated in LAB-TECK chamber
slide at 37°C, 5% CO2 and 95% air for 2 weeks. After culture finished, the cell
suspension in new medium exchanged was treated by freezing and thawing.
Then the supernatant (sup) was added to a new Chang cell suspension and
serial cultivation was done till the 1 0th generation by same procedures.

Experiment 1 The sup from the 10th generation (containing HCV) was
mixed with IFNa 2a and incubated at 37'C for 6 hours. Subsequently, IFNa
antibody (monoclonal antibody) was added to the mixture. After centrifuged,
the sup was added to new Chang cell suspension and the suspension was in-
cubated at 370C 30 min. The precipitated cells were suspended and incubated
for 2 weeks using LAB-TECK chamber slide as described above. After cultiva-
tion finished, the cells was fixed and stained by indirect immunoperoxidase
method (using monoclonal HCV core antibody). Reverse transcriptase and
polymerase chain reaction (RT-PCR) (plus and minus strand in 5'-noncoding
region) as for HCV of the cell and sup was done.

Experiment2 New Chang cells were suspended in the same medium con-
taining IFNar 2a and incubated at 370C 5% CO2 and 95% air for 6 hours. After
washing and centrifugation the cells were suspended the sup from the 1 0th
generation was added to the cell suspension and it was incubated at 370C for
30 min. After centrifuged, the precipitated cells were suspended in the same
medium and incubated at 37°C, 5% CO2 and 95% air for 2 weeks. After cul-
ture finished, staining and RT-PCR were done as described above.

Experiment 3 The sup from 10th generation was added to new Chang
cell suspension and the suspension was incubated at 370C for 30 min. After
centrifugation, the precipitated cell was suspended in the same medium and
incubated for 2 weeks by the same method using LAB-TECK chamber slide
as described above. Subsequently, IFNa 2a was added to the medium and
incubated further for 6 hours. After finishing staining and RT-PCR were done.
In four experiments, 2', 5' oligo A synthetase and protein Kinase in the fraction
of supernatant and precipitate of cell culture were measured.

Results Experiment 1 showed that infection rate of cells with HCV directly
treated with IFNct 2a slightly decreased, Experiment 2 revealed that infection
rate of cells treated with IFNa 2a remarkably decreased (to 18%). Experiment
3 showed that infection rate of infected cells treated with IFNat 2a moderately
decreased (to 60%). Furthermore in Experiment 2, already indwelling HCV
decreased and RT-PCR in minus strand became negative. PK and 25AS were
elevated in Experiment 2 only.

Conclusion. Chang cells treated with IFNa 2a have strong protection from
HCV infection. The protection on infected cells of IFNa 2a was weak. IFNa
2a itself has weak direct anti-virus action. However IFNat 2a has the most
important action which raise antiviral state in non-infected cell as for HCV
also.

10471 Etiology of Viral Chronic Liver Diseases (CLD)
VO. Palmieri, F Ungaro, C. De Ramundo, L. Fusco, MT. Salerno, G.
Palasciano. Institute of Clinica Medica 1st, University of Bari, Italy

The recent introduction and diffusion of sensitive methods of determination
of anti-HCV antibodies makes it possible to collect reliable data on the etiol-
ogy of viral CLD.

The aim of this study is to bring out the frequency by which HBV and
HCV infection is associated with CLD in subjects with hypertransaminasemia
underwent to liver biopsy in the period 1990-1993. HBV has been considered
etiologically relevant when HBsAg was positive. The positivity of markers of
past HBV infection (anti-HBc and/or anti-HBs) was not taken into account for
etiologic classification. The frequency of association with alcohol abuse has
been also examinated.

Results: 525 subjects have been studied: M = 369; age: 43.8 13.2;
range: 8-78 yrs; F = 156; age: 49 ± 12.2; range: 13-69 yrs; M/F = 2.4

saliva is not a useful sample for following the response of vaccinees to the
HAVRIX vaccine. It may, however, be useful as a means of distinguishing be-
tween natural and vaccine-induced immunity in outbreaks.
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Type of chronic liver diseases (n (%))
CPH CLH CAH ACH AMC Cirrhosis Other Total

HBV 6(8.5) 23(32.8) 31(44.3) 5(7.1) 5(7.1) 70(13.3)
HCV 31(9.9) 92(29.4) 148(47.3) 36(11.5) 6(1.9) 313(59.6)
HBV-HCV 2(18.2) 2(18.2) 7(63.6) 11(2.1)
HBV
Alcohol 1(11.1) 3(13.3) 1(11.1) 3(33.3) 1)11.1) 9(1.7)
HCV
Alcohol 4(17.4) 9(39.1) 5(21.7) 5(21.7) 23(4.3)
HBV-HCV
Alcohol 1(33.3) 1(33.3) 1(33.3) 3(0.5)
Alcohol 31(50.8) 24(39.3) 1(1.6) 5(8.2) 61(11.6)
Other 2(5.7) 5(14.3) 6(17.1) 1(2.8) 10(28.6) 11(31.4) 35(6.6)

CPH = chronic persistent hepatitis; CLH = chronic lobular hepatitis; CAH = chronic active
hepatitis; ACH = alcoholic chronic hepatitis; AMC = alcoholic minimal changes

Conclusions: (1) The HCV is the most frequent etiological factor associ-
ated with CLD in our population (59.6%); (2) The prevalence of CLD is higher
in males, which are also younger than females. (3) HbsAg is rarely associ-
ated with HCV (4) The prevalence of cirrhosis is comparable in HBV and HCV
subjects (7.1% and 11.5%) and is higher than in alcohol dependent patients.

1048 l Potential Role of Hepatitis C Virus in Anti-HCV
Negative Patients with Chronic, Fluctuating
Hypertransaminasemia

A.M. Polifemo, G. Mazzella, A. Cipolla, M.C. Morelli, A. Salzetta, E. Roda.
Cattedra di Gastroenterologia, University of Bologna, Italy

The pathogenetic role of HCV in anti-HCV negative patients with chronic, fluc-
tuant hypertransaminasemia is unknown.

The aim of the present study was to evaluate the possible role of HCV,
by measuring HCV-RNA using nested PCR of UTR 5' region in 15 repeat-
edly anti-HCV negative patients (ELISA, II generation test) with chronic (1-13
years) mild-severe fluctuant hypertransaminasemia. None of the patients had
received blood products or transfusions in the past.

All patients concurrently underwent liver function tests, anti-HCV, liver
biopsy and measurement of HCV-RNA.

Results are given as median (range). Thirteen of the 15 patients (87%)
were HCV-RNA positive. The liver function tests were: ALT 51 mUAl (1 4-1023),
AST 37 mU/l (24-461), alkaline phosphatases 227 mUAl (129-869), yGT 38
mU/l (11-452), total bilirubin 0.45 mgldl (0.38-1.6).

As far as liver histology was concerned, 8 patients had normal portal and
periportal tract with mild-severe parenchymical steatosis, 6 patients had CAH
and 2 of them liver cirrhosis. The length of disease duration was correlated
with the greater severity of liver disease at histology.

These data confirm the pathogenetic role of HCV in patients with anti-HCV
negativity and chronic hypertransaminasemia.

11049 ] Low Sod-Like Activity of Peripheral Leukocytes
as a Marker of Virus Replication in Chronic B
Hepatitis Infection

L. Pr6nai, J. Meggyesi, S. Matsuzaki 1, I. Lang, J. Feher, Z.S. Tulassay. 2nd
Dept. Medicine, Semmelweis Univ. Med. School, Budapest, Hungary; 1 3rd
Dept. Medicine, Tokai University School of Medicine, Isehara, Japan

Hepatitis B virus replication has recently been shown to persist not only in
liver cells but also in peripheral leukocytes. Since activated leukocytes re-
lease oxygen free radicals which is followed by a concomitant decrease of
SOD-like activity in these cells, we measured the SOD-like activity of plasma,
peripheral blood polymorphonuclear (PMN) and mononuclear cells (MNC) in
31 patients with chronic hepatitis B infection by employing the specific elec-
tron spin resonance/spin trapping method. SOD-like activity of both PMN and
MNC was lower in all patients with chronic hepatitis B infection when com-
pared with that in 25 healthy controls. SOD-like activity of PMN and MNC
further decreased in all subgroups as the severity of the liver disease pro-
gressed, except of that in patients with hepatocellular carcinoma, where a
significant increase was observed. SOD-like activity of both cell-types was
significantly lower in HBAg positive patients when compared with HBAg neg-
ative ones. SOD-like activity of both cell-fractions was lower in patients with
elevated B virus-associated DNA polymerase activity than in those with nor-
mal one. Based on the strong correlation found with the progression and ac-
tivity of hepatitis B infection, the measurement of SOD-like activity in periph-
eral leukocytes may provide a helpful additional parameter in the assessment
of the severity of chronic B virus-associated liver disease.

10501 Durable Response to Alpha-interferon
Treatment in Patients with Chronic Hepatitis C

A. Battocchia, P Residori, L. Biti, I. Marconi, E. Dotto, N. Passigato. Div
Gastroenterologia ed Endoscopia Digestiva, Ospedale Civile Maggiore,
Verona, Italy

The aim of our study is to evaluate the long-term response (6-12 months) in
patients with chronic hepatitis C after six-months alpha-interferon treatment.

88 patients with chronic hepatitis C were included between 1990 and 1993
in alpha-interferon treatment study using 3 MU three times a week for six
months. We observed normalization of serum alanine-aminotransferase (ALT)
in 47 patients, 26 males and 21 females, mean age 46.5 ± 7.2 years. All pa-
tients responders were evaluated in order to assess the long-term efficacy of
therapy. We have considered a durable response the ALT persistent normal-
ization within 6-12 months after treatment. We have also searched, in some
patients, for HCV-RNA using PCR method six and twelve months after the
end of therapy.

Stability in efficacy of the treatment has been found in 18/47 patients (=
38%) after six months and in 13/47 patients (= 27%) after twelve. The re-
search of HCV-RNA has proved negative in 8112 tested patients six months
after therapy withdrawal and in 7/10 patients at twelve.

In conclusion, of 47 patients with chronic hepatitis C responders to six-
months alpha-interferon therapy we have observed a durable response in
38% of cases after six months and in 27% of cases after twelve months.
The HCV-RNA was negative in most tested patients.

110511 Hepatitis C Virus Antibodies in Chronic
Alcoholic Liver Diseases in Lithuania

D. Speiciene, A. Irnius, A. Ambrozaitis, T. Semuchiniene. Clinic of
Gastroenterology and Dietetics and Clinic of Infectious Diseases, Vilnius
University, Lithuania

The aim of this study was to investigate the prevalence of hepatitis C virus
antibody (anti-HCV) in patients with chronic alcoholic liver diseases (CALD).

Sera samples from 77 patients (71 males and 6 females) with CALD were
analysed for the presence of anti-HCV by an Abbott's and Ortho's second gen-
eration HCV EIA method. The specific laboratory diagnostics of viral hepatitis
C was introduced in Lithuania in 1991 in the Clinic of Infectious Diseases.

Anti-HCV was found in 15 (19.5%) patients with CALD: 8 (53.3%) of them
had alcoholic liver cirrhosis, 4 (26.6%) - chronic alcoholic hepatitis (CAH) with
mild activity and 3 (20.0%) - CAH with severe activity.

In 9 (60.0%) anti-HCV positive patients VHB markers were also detected:
in 7 cases (46.6%) - antiHBc, in 4 (26.6%) - antiHBs and antiHBe, in 1 -
HBsAg. Most of anti-HCV positive patients (80%) had various risk factors
for HCV infection: multiple courses of parenteral treatment, operations or
other surgery procedures (10 patients), two patients had been paid plasma
donors (they were infected because of violations of technology and anti-
epidemic conditions in the Lithuanian blood centre), 1 - was an intravenous
drug abuser.

The results showed the high frequency of anti-HCV in CALD in Lithuania
and the significant association with HB viral markers. These data confirm the
possibility of existence of etiologically mixed forms (alcoholic and viral) of
liver injury with certain peculiarities of prognosis and clinical course.

1052 | Hepatitis B and C Infections in Hemodialysis
(HD) and CAPD Patients: Comparative Results

I. Suleymanlar, F. lIitan, H. Yilmaz, M. Sapan, F. Ersoy, M. Gultekin, L. Undar,
G. Yakupoglu, G. Suleymanlar. Akdeniz University Medical School, Antalya,
Turkiye

To assess the frequency of and risk factors for HBV and HCV, we evaluated
the serial results of HBsAg and Anti-HCV (2nd generation) obtained by ELISA
method in HD and CAPD patients.

The mean age of 44 HD patients (15 female, 29 male) was 35 ± 3 (13-
72), while it was 45 ± 2 (18-79) in 51 CAPD patients (23 female, 25 male).
The 2942 healthy blood donors who applied to the blood bank served as the
control group. In the control group, the prevelances of HBsAg positivity and
Anti-HCV positivity were 7.99% and 0.75% respectively. Serological markers
in patient groups are as follows.

Serology HD (n: 44) CAPD (n: 48) P Value
n % n %

HBsAg ± 13131 29.5170.5 2146 4.2195.8 0.001
Anti-HCVAb ± 17127 38.6r1o.4 9134 20.9f79.1 0.007

It is remarkable that the prevelance of HBsAg positivity and Anti-HCV pos-
itivity in HD and CAPD patient groups are significantly higher than the control
group (p < 0.0001). Although the HBsAg positivity was significantly higher
in HD group compared with CAPD group, the increased number of Anti-HCV
Ab positivity was not statistically significant. When it is taken into account
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that 6 of the 9 Anti-HCV positive patients in the CAPD group were transferred
from HD, a significant difference arises between the two groups. On the other
hand, duration of dialysis on HD was much longer than that of CAPD patients
which were 23 ± 3 (13-72) months and 11 ± 1 (1-29) months respectively
(p < 0.001). Number of blood transfusions in the HD group on the average
was 5 units and no transfusions were made in the CAPD group (p < 0.0002).
There was no difference in between two groups in terms of HB vaccination
and liver disease.

In dialysis patient population, the prevelance of HBV and HCV infections
is higher than the general population. Number of blood transfusions and the
duration of dialysis should be considered for the high infection rate among
these patients.

11053IMonoethylglycinexilidide (MEGX) Formation
During Interferon Therapy in Chronic Hepatitis C

R. Testa, A. Picciotto, S. Borzone, S. Caglieris, N. Campo, S. Alvarez, E.
Bardellini, G. Celle. Gastroenterology Unit, DIMI, University of Genoa, Italy
Interferon (IFN) can depress hepatic Cyt-P450 system and was suggest that
this effect could be inseparable from their antiviral property. We evaluate
MEGX formation, depending on Cyt-P450 activity, and ALT levels, before and
during 6 months of IFN therapy, in 20 patients with CAH C. Plasma samples
(at 15, 30 and 60 min after 1 mg/kg i.v. lidocaine) were drawn at 0, 1, 3 and 6
months of IFN therapy. MEGX was measured by TDX fluorescent immunoas-
say and MEGX AUC values (ng/1/h, mean ± SD) were statistically analyzed
by means of Wilcoxon two tailed test. Before therapy MEGX AUC value was
3184 ± 1148; after first, third and sixth month therapy MEGX AUC values
were respectively: 3047 ± 1458, 3107 ± 1224 and 2795 ± 1255. The differ-
ences were not statistically significative, although 8 cases at one, 7 cases at
three and 8 cases at six months showed a reduction in MEGX AUC almost
of 10%. In three patients MEGX AUC resulted decreased during all time ther-
apy. At sixth month 8 patients responded to IFN therapy (ALT lower than 50
U/mI) whereas 12 patients not responded. Between the two subgroups the
differences in MEGX AUC before and after therapy (responders from 3426 ±
1446 to 2982 ± 1459 and non responders from 2990 ± 956 to 2928 ± 1341)
were not significant. These preliminar results allow some suggestions: (1) IFN
therapy not reduced significantly MEGX formation at every considered time;
(2) although IFN delayed MEGX formation in part of the patients (in 38% of
the global evaluations); (3) the MEGX formation was not related to interferon
response as showed by ALT fall during therapy.

10541 Frequency of Thyroid Dysfunction After
Recombinant Alpha Interferon Therapy in Greek
Patients with Chronic Active Hepatitis

E.V Tsianos 1, G.N. Dalekos 1, M.H. Merkouropoulos 1, A.A. Tsatsoulis 2, K.I.
Seferiadis 3. 1 Department of Internal Medicine (Hepato-Gastroenterology
Division), School of Medicine, University of loannina, Greece, 2Department
of Internal Medicine, (Endocrinology Division), School of Medicine,
University of loannina, Greece; 3 Laboratory of Clinical Biochemistry, School
of Medicine, University of loannina, Greece

We determined the frequency of autoimmune diseases, as well as the fre-
quency of the presence and/or the development of different organ and non

organ specific autoantibodies during therapy with INF-a 2b (5 x 106 U sub-
cut) for at least six months, in patients with well defined chronic viral hepatitis
(CVH). There were thirty-two patients (18 male, 14 female; age range from
24 to 68 years) with clinical, biochemical, serological and histological proven
chronic active hepatitis (18 due to HBV, 9 due to HCV, 4 due to HDV and 1 due
to both HBV and HCV).

Antimitochondrial, smooth muscle and antithyroid antibodies were not de-
tected either before, or after the end of therapy. Antinuclear antibodies (ANA)
were detected in 15 patients (46.9%, 95% Cl: 29.1%-65.3%) before therapy
(6 of them increased their titre after therapy) and in another 6 - previously
ANA negative-patients after the end of INF-a therapy (59.4%, 95% Cl 40.6%-
76.3%). Two patients (6.25%, 95% Cl: 0.77%-20.8%) developed thyroid dys-
function (hyperthyroidism) and returned to euthyroid status after two months
of the suspending of INF-a (one without antithyroid drugs). The response to
therapy was not associated with the presence and/or induction of ANA.

At least for our area, the presence of ANA or their slight induction follow-
ing therapy with INF-a is not a contraindication to the use of INF-a in patients
with CVH. Thyroid dysfunction was observed in lower frequency than those
of North European Countries, whilst autoimmune diseases others than thy-
roid dysfunction, were not observed. Aetiological relationship, however, of
the thyroid dysfunction with INF-a therapy in the context of an autoimmune
response is not revealed from this study as none of the patients developed
antithyroid antibodies.

1055 Therapy of Viral Hepatitis with Interferon in
Eastern Bohemia

M. Volfova, S. Plisek, P Hulek, V. Dostal, J. Erben, T. Vanasek. Faculty Hosp.
I. Internal Clinic Hradec Kralove 50036, Czech Republic

Interferon-alpha therapy remains the only one relevant in the management of
chronic hepatitis B. The economic aspect of this treatment is not negligible.

From 1992 to 1993, 17 patients with chronic active hepatitis B HBe Ag
positive were treated with interferon-alpha.

Prior to interferon-alpha therapy, we administered corticosteroids for a pe-
riod of 21 days. After an interval of three weeks, patients received interferon-
alpha 3 MU every day for 21 days. From day 11 to 21 we also administered
acyclovir. This schema used was according Jezek, Brno, Czech Rep. With this
schema we observed a seroconversion in 29.4%/5 patients/. Five patients in
whom the initial schema was unsuccessful, received interferon-alpha at a
dose of 3-6 MU three times a week for a period of three months. Serocon-
version was observed in 3 patients.

Totally we successfully treated 8 patients, 47%. All patients developed a
flu-like syndrome. Four patients had a transitory leukopenia which was not
a reason to stop the treatment. Only in one patient we stopped the therapy
due to a development of a severe icterus.

Interferon-alpha is active in the treatment of chronic active hepatitis B
HBeAg positive. The combination with corticosteroids and acyclovir is justi-
fied. The treatment schema we used is economically more advantageous and
its costs represent one third of the costs of other schema recommended in
the available literature.

1056] Interferon Alone vs Prednisone + Interferon
Treatment of Chronic Hepatitis B in Children

M. Woynarowski, J. Socha, J. Pawlowska, A. Naf9cz, B. Burczyriska, K.
Madaliriski, B. Woiniewicz. Child Health Center, Warsaw, Poland

The spontaneous HBeAg/antiHBe seroconversion in Polish children with
chronic hepatitis B is estimated to be about 20%.

The aim of the study was to evaluate the effect of interferon alone vs
prednisone + interferon therapy of chronic hepatitis B.

76 children with biopsy proven chronic hepatitis B (M-53, F-23) aged 8
mo-14.5 yrs (mean 5.25 yrs) were analyzed. Group - 28 pts was treated
with interferon alfa 3 MU 3 TIW for 20 weeks. Group II - 48 pts was treated
with 6 weeks prednisone course (2 mg/kg/d dose was decreased every 2
weeks) followed by interferon alfa 3 MU 3 TIW for 20 weeks. All children
were observed for 6 mo after interferon had been discontinued.

At the end of therapy 34% pts from group and 53% from group 11 did not
lose HBeAg. 46% pts from group and 35% from group 11 had HBe/antiHBe
seroconversion. HBsAg/antiHBs seroconversion was observed in 15% pts
from group and 5% from group 11. The differences were not significant. In
group ALT activity decreased from 302 U/I before treatment to 69 U/I after
interferon. In group 11 respectively from 141 U/i to 65 U/I.

6 mo after therapy HBeAg/antiHBe seroconversion was observed in 46%
pts in group and in 45% in group 11. HBsAg elimination was noted in 12%
pts from group and 10% from group 11. ALT activity was 45 U/1 in group
and 54 U/I in group 11. The differences were not significant. HBV-DNA was not
detectable in 35% pts from group and in 39% pts from group 11.

Control liver biopsy performed 1 year after treatment in 40 children
showed improvement in 71 % pts from group and in 64% pts from group 11.

Conclusions: Interferon induces HBeAg/antiHBe seroconversion in about
55-58% of pts. and HBV-DNA elimination in about 35-39% of pts. Prednisone
pretreatment does not improve the response rate.

10571 Significance of Anti-HCV Antibodies Rather
Than HCV-RNA for Screening of HCV Infection

Y. Yokoi, A. Miyazaki, S. Watanabe, N. Kitami, N. Sato. Dept. of
Gastroenterology, Juntendo University, Tokyo, Japan

Many different serological assays for anti-HCV antibodies, which have been
developed recently, make it difficult to understand the state of HCV infection
in patients, because of the discrepant results among assays. To clarify the
features of assays, we studied the serological results in comparison to the
presence of serum HCV-RNA in patients with chronic hepatitis C. The sub-
jects included 208 patients (149 men and 59 women) aged 25 to 67 years
(mean 50.8). About 45% of the subjects had received blood transfusions. Pa-
tients were tested for anti-HCV antibodies by anti-Cl 00-3 and anti-HCV sec-

ond generation (anti-HCV 11). The presence of HCV-RNA was detected by RT-
PCR using Primers for the 5' non-coding region and the genotype of HCV was
detected by PCR using primers from the core region.

Results: One hundred sixty of 198 (80.8%) patients were anti-Cl 00-3 pos-
itive. All of the 161 (100%) patients proved anti-HCV 11. One hundred seventy
eight of 188 (94.7%) patients were HCV-RNA positive and 10 (5.3%) were neg-
ative. We further compared anti-Cl 00-3, anti-HCV-II and HCV-RNA reactivities
on a total of 143 patients. Thirty two (23.8%) patients, who were proven HCV-
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RNA positive, were negative by anti-Cl 00-3, but all were positive by anti-HCV
11. One hundred thirty four (93.7%) patients proven anti-HCV 11 positive, were
all positive by HCV-RNA. But 9 (6.3%) patients who were proven HCV-RNA
negative, were positive by anti-HCV 11. We determined the genotype of these
9 patients and found that 3 patients had type ll, one patient had type IV and
the remaining 5 were again negative in this test.

Conclusions: (1) Anti-HCV II was more sensitive and specific than the anti-
C100-3, and was available for screening of chronic HCV infection. Detect-
ing HCV-RNA was not practically useful in screening chronic infection. (2) In
a small number of patients with genotype IlIl or IV, HCV-RNA could not be
detected by RT-PCR using primers for the 5' non-coding region. If chronic
hepatitis C patients are HCV-RNA negative but anti-HCV 11 positive, we can
assume that the genotype of some of them are IlIl or IV

1058 A Model of Computerized Problem-Oriented
Gastroenterological Record-Chart in a Clinical
Unit

A. D'Arienzo, L. Cimino 1, G. Scarpa, F. Manguso, P Cocchia, G. Budillon
G. Mazzacca. / Cattedra di Gastroenterologia, Facolta' di Medicina e
Chirurgia Federico II di Napoli, Italy; 1 11 Cattedra di Gastroenterologia,
Facolta' di Medicina e Chirurgia Federico II di Napoli, Italy

In order to overcome the limits of the traditional paper record-chart, we have
realized a computerized problem-oriented specialistic record-chart (CCC-
SOP), with the following aims: (1) administrative and clinical management
of patients; (2) efficient and controlled data gathering, not limited to spe-
cific pathologies or instrumental methods; (3) quick information retrieval. The
CCCSOP (realized in CA-Clipper), comes from the accurate individuation of
the administrative role (admission, discharge, certification and movement),
medical (problem-oriented patient management, diagnosis and therapy), and
paramedical (management of patients, automatic requests to centralized ser-
vices, physiologic parameters collection, scheduling of therapies and diets).
An automatic recording in the chart is provided by the Endoscopy Service.
The informations gathered (private data, history, physical examination, lab-
oratory tests, reports of instrumental tests, counsellings and therapies) are
processed in real time by a multiuser multitasking operative system (MOS,
Software-Link) installed on a central unit (based on 80486 microprocessor) to
which, in a star configuration, terminals and personal computers with asso-
ciated printers are linked through an intelligent multiport board (Specialix).
The integrity and privacy of the data files are gained by encryption tech-
nique and a hierarchy of access permissions. Since January 1993 about 1900
record-charts are actually available on line with high grade of information
for intelligibility, correctness and adequacy of data. Besides the didactic role
(record analysis, diagnostic and therapeutic protocols evaluation) and the sci-
entific role (clinical and epidemiological analysis) the CCCSOP can improve
the medic-patient and paramedic-patient relation and is an precious instru-
ment of continuing evaluation of the Hospital Department performance and
troughput in order to increase the qualitative standards of the care.

11059 In Vivo Comparison of 3D Ultrasonography and
Magnetic Resonance Imaging in Volume
Estimation of Abdominal Organs

O.H. Gilja, A.l. Smievoll 2, N. Thune 3, K. Matre, T. Hausken, S. 0degaard, A.
Berstad. Medical DepartmentA, Haukeland Hospital, University of Bergen,
Bergen, Norway; 2 Department of Radiology, Haukeland Hospital, University
of Bergen, Bergen, Norway; 3 Christian Michelsen Research, Bergen,
Norway

Background: A system for acquisition of 3D ultrasound images has been de-
veloped and applied for volume estimation of the gastric antrum, the gall-
bladder and kidneys. This 3D ultrasound system (3D-US) has been validated
in vitro both on phantoms and organs and demonstrated high accuracy and
precision. Objective: The purpose of this study was to evaluate the accuracy
of the 3D-US compared with MRI in volume estimation of abdominal organs
in vivo. Methods: 18 healthy volunteers were scanned fasting in supine posi-
tion with MRI immediately after scanning with 3D-US. An ultrasound scanner
(CFM 750 Vingmed Sound) with a mechanical transducer coupled to a tilting
motor, provided images of multiple sections of kidneys. A 3.25 MHz trans-
ducer was tilted through 88 degrees yielding 81 frames which were scan-
converted into regular volume elements on a Unix workstation. Planar con-
tours were selected and drawn with a mouse before the object was recon-
structed, visualized in 3 dimensions and its volume computed. Data acquisi-
tion with MRI was performed by using Siemens Magnetom Impact 1T.

Results: The 3D-US correlated well (r = 0.82, p < 0.001 ) with MRI in vol-
ume estimation. The overall accuracy of 3D-US was 91% ± 8% ((3D-US/MRI)
x 100% ± 1 SD), and the limits of agreement were -49.0 ml; 16.7 ml. 3D-US
detected a 17% mean reduction in kidney volume after valsalva maneuover
(p = 0.008).

Conclusions: The present 3D-US is accurate in volume estimation in vivo
and the system holds promising potentials for dynamic studies.

1060 Laura, A User Developed Data System in a
Gastroenterology Ward

M. Jacobsen, B. Brevik, K. Bjoro, M. Wiberg, E. Schrumpf. Med DeptA,
Rikshospitalet, Oslo, Norway

Most systems developed to facilitate medical data handling and knowledge
extraction fail to embrace all necessary aspects of information, and require
time-consuming training and strict adhesion to preset routines. When not
met, data quality and user compliance may be impaired. Our aim was to de-
velop a system to improve task planning, daily data handling and to facilitate
quality control within the daily routine work.

Based on the nurses priority, daily administrative routines were included
in an applicable, short-version data system. No formal teaching exceeding
that obtained by daily use of the program was necessary. Ideas and sug-
gestions from the staff were incorporated when brought forward. Each user
only entered data relevant to their own requirements. Applications for free
text (medical records), numeric data (lab values) and data storage were de-
veloped within commercially available programs (Word, Excel, Access) with
a compiler like programming tool in a Novel net.

The program includes standardized informations on previous and present
history, clinical examination and comments. Diagnosis, planned and per-
formed investigations, time of stay and specific comments are registered,
laboratory results imported on-line and medical reports automatically ex-
tracted from the initial medical history and later evaluations. Data may be
extracted to relevant clinical research protocols.

The user-based development secured high levels of enthusiasm, facili-
tated learning and improved data quality and updating. Radiological results
are still not available pending appropriate standardization within the hospital.

11061 A Peculiar Combination of Neuroendocrine
Tumours: Hepatocellular Carcinoma with PNET
Differentiation Accompanied by Insulinoma of
the Pancreas

A. Bajtai, N6ra Kisfaludy. Uzsoki Municipal Hospital, Dept. of Path. Anat.,
Budapest, Hungary

Hepatocellular carcinoma developed in a cirrhotic liver which revealed the
common, well-differentiated structure of that tumour. Some nodules of this
cancer displayed such well circumscribed fields resembled the usual oat-cell
structure of so-called Primitive NeuroEctodermal Tumour (PNET). These cells
are very similar to those of oat-cell carcinoma of the lung. It is well known
that the latter tumours can have an endocrine function and structure. By the
other hand, the special neoplasms of the GI-tract, the APUD-omas are also
neuroectodermal origin. In the presented case the autopsy couldn't detect
any primary malignant change in the lung. The cells of oat-cell type of PNET
component showed a very strong positive staining for NSE by immunocyto-
chemical method. The other malformation found in the pancreas was cystic
tumour macroscopically. This neoplasm revealed microscopically small uni-
form cells in which insulin could be demonstrated by immunocytochemical
investigation.

11062I Tissue-Specific Expression of Incretin Hormones
in the Gut of Nod-Mice

P Berghofer, K. Schneider, H.C. Fehmann, B. Goke. Clinical Research Unit
for Gastrointestinal Endocrinology, Philipps University Marburg, Germany

Glucose-dependent insulinotropic peptide (GIP), cholecystokinin (CCK), and
glucagon-like peptide-1 (GLP-1) are insulinotropic gut hormones. We have
evaluated their distribution of expression in the gut of NOD mice which
serve as a model of insulin-dependent diabetes mellitus. We addressed the
question whether this pattern is different between insulin-deficient, hyper-
glycaemic diabetic and non-diabetic mice. Specific cDNAs encoding rodent
CCK, GlP and GLP-1 were utilized to define optimal hybridization conditions
with Northern blot technology. After such conditions were achieved, high-
stringency RNA-slot blot-hybridization was utilized to analyze total RNA ex-
tracted from all parts of the intestine saved from non- (n = 5) and diabetic
(n = 10) mice. The blots were quantified by UV-scanning densitometry. Data
was expressed as mRNAI1 8s rRNA in % of total specific mRNA. The expres-
sion of all three hormones followed typical patterns. The GIP gene was greatly
expressed in the duodenum and upper jejunum (60%) and lower jejunum and
ileum (20%) with a continuous decrease from the upper to the lower part. The
CCK-expression followed a similar pattern but was even more pronounced in
the duodenum (70%). The expression of the proglucagon gene encoding the
major incretin GLP-1 had an opposite appearance. The highest expression
was found (app. 80%) in the large intestine. The ileum contained (app. 12%)
of the message, virtually no expression (<10%) was seen in the upper gut.
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