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Summary. — In the majority of patients with acute hepatitis C the anti-HCV IgM antibodies in serum were
present, however, some patients with chronic hepatitis C were positive for anti-HCV IgM too. The aim of this
study was to assess the presence of anti-c22 IgM in patients with chronic hepatitis C and to determine whether
the positivity for anti-c22 IgM has an impact on the histological finding in the liver. A total of 88 patients were
examined (44 women, 44 men), mean age 48 years. The first group comprised 24 patients positive for both
anti-HCV IgG and anti-c22 IgM, the second group 38 patients positive for anti-HCV IgG only, and the third
group 26 patients negative for both anti-HCV IgG and anti-c22 [gM. Of 62 anti-HCV-IgG-positive subjects 24
(39%) were positive also for anti-c22 IgM. Of 24 patients who received a blood transfusion 9 (37.5%) were
positive for anti-c22 IgM. The mean serum alanine aminotransferase (ALT) activity was significantly higher
in subjects with anti-c22 IgM than that in subjects without them (p = 0.006), however, the difference in aspar-
tate aminotransferase (AST) was not significant (p = 0.09). Histological examination was performed in 46
patients. Two-thirds of the patients with anti-c22 IgM had either cirrhosis or chronic active hepatitis (CAH)
while only one third of the anti-HCV-positive patients without anti-c22 IgM had CAH or cirrhosis. The results
showed that approximately 40% of the patients with CAH and cirrhosis had anti-c22 IgM, a significantly

higher serum ALT activity and more serious histological finding in the liver than anti-HCV-positive patients

without anti-c22 IgM.
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Introduction

HCV is the main cause of parenteral non-A, non-B hep-
atitis. HCV infection is usually diagnosed by assays which
detect circulating antibodies to HCV antigens but these on-
ly reflect the immune response and do not indicate active
viraemia (Lau et al., 1993). At present, second generation
ELISA methods are used, however, they cannot distinguish
between acute and chronic HCV infections. It was reported

Abbreviations: /\
tis; HCV = hepati

absorbance; CAH = chronic active hepati-
tis C virus; IFN = interferon; iv = intravenous

2 immunoglobulin M

recently that they can be distinguished by means of 1gA
antibodies generated against HCV core antigen (Sato et al.,
1994).

In acute hepatitis C early anti-HCV IgM antibodies can
be detected in serum already between the 1st and 4th week;
ifs WIL“‘L}DOL wxim}‘lltﬂ‘ ith the peak of ALT activity and
persists on averagé for 9 weeks. Anti-HCV 1gM persist af-
tersacute infection . patients who contract chronic
hepatitis C '&0 1?;;&“‘9111/ 1991). However, positive anti-
HCV IEM mmmutcuud also in patients with chronic
hepatitis C where the presence of anti-HCV IgM correlate
with active viral replication, elevated serum transaminasc
activity and active liver disease (Brillanti e al., 1992; Yuki
et al., 1995). Disease remission is usually associated with
significantly decreased levels of anti-HCV IgM (Mergener
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anti-HCV IgM-positive. One patient with a very slight 1gM
positivity had a receding acute HCV infection and the check-
up examination of IgM one month later was already nega-
tive. Two months later he was negative also for anti-HCV
1gG, however, in the course of 1994, he was again twice
positive for anti-HCV IgG, and in 1995 he developed chronic
carrier state while the transaminases were quite normal.

Table 3. Absorbance of anti-HCV IgM in group 1 patients

Patients Number A

Strongly [gM-positive 9 1.313- above 2.000
Medium lgM-positive 9 0.276-0.916
Slightly IgM-positive 5 0.218-0.268

Very slightly [gM-positive | 0.166

However, another female patient with a medium positiv-
ity for anti-HCV IgM (A 0.323) was, as mentioned above,
repeatedly negative for anti-HCV IgG. This woman was the
single discrepant serological finding. Of 23 examined blood
donors only one (4.3%) was slightly positive for anti-HCV
IeM (A 0.218).

Group 2 comprised 38 anti-HCV IgG-positive subjects
which were all anti-HCV IgM-negative. The mean absorb-
ance of anti-HCV 1gG was 2.160 (range 0.336 - above 3.000).
The quantitative distribution of the absorbance in individual
patients is given in Table 4 which shows that two-thirds of
patients were strongly anti-HCV IgG-positive. The mean ab-
sorbance of anti-HCV 1gG was higher in IgM-positive sub-
jects than in TgM-negative ones but the difference was not
statistically significant (p = 0.104). In group 2 there was not
observed any scrologically discrepant finding.

Table 4. Absorbance of anti-HCV IgG in group 2 patients

Patients Number A
Strongly IgG-positive 26 2.000- above 3.000
Slightly IgG-positive 12 0.336-1.999

The mean serum ALT activity was significantly higher
in subjects positive for anti-HCV IgM than in negative pa-
ticnts as shown in Table 1 (p = 0.006). The mean AST ac-
tivity was also higher in subjects positive for anti-HCV
IgM than in negative oncs, the difference, however, was
not significant (p = 0.09). The significantly higher serum
ALT activity in patients positive for anti-HCV IgM was
very probably associated with active viral replication in
these patients.

The histological findings in three groups of patients are
summarized in Table 5. It shows that two-tirds of the pa-
tients positive for anti-HCV IgM either suffered from liver
cirrhosis or CAH, while in the group of patients negative
for anti-HCV IgM only one third suffered from cirrhosis or
CAH. In anti-HCV negative cases only one {ifth had signs
of severe liver damage. These results suggested that patients
with HCV infection and positive for anti-HCV IgM had
a more serious finding in liver biopsy than those without
IgM or HCV infection.

Table 5. Histological findings in patients’ groups 1, 2 and 3

Groups (total No.)

Characteristic
1 (24) 2 (38) 3(26)
No. % No. %o No. Y
Liver cirrhosis 10 7 4
CAH 6 5 1
Total 16 67 12 32 S 19
Other diagnoses 4 6 3
Not examined
histologically 4 20 18
Total b 33 26 68 21 81
Discussion

The prognosis of chronic hepatitis C depends above all
on the histological finding in the liver and proceeding rep-
lication activity of HCV. Viraemia can be detected by as-
sessment of anti-HCV IgM or directly by assessment of
HCV RNA. While the estimation of anti-HCV IgM is sim-
ple and readily available method, the examination of
HCV RNA calls for a specialized laboratory and experi-
enced staff.

In our anti-HCV positive patients anti-c22 [gM were de-
tected in 39%. Similar results were obtained in France where
in patients with chronic hepatitis C before interferon (IFN)
treatment anti-HCV IgM were found in 46% in low titers
(Pawlotsky er al., 1994). Anti-HCV IgM were detected in
patients with chronic HCV infection in 24% in Japan (Sato
et al, 1994) and in 51% in Spain (Quiroga et afl, 1991).
Anti-HCV core 1gM were found in 71% of patients with
high HCV viraemia level in Japan (Yuki ef al., 1995).

After liver transplantation anti-HCV IgM were found in
52% of patients, after kidney transplantation in 25% but
only in 17% of haemodialyzed patients. The majority of
patients positive for anti-HCV IgM were positive also for
scrum HCV RNA which means that anti-c22 IgM arc asso-
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ciated with chronic iver disease, active viral replication and
viraemia,

In our subjects with anti-HCV IgM the blood transfu-
S10R was an important risk factor —- 90f24 patients (37.55%)
received a blood transfusion. m]l,m el al. (1993 detect-
ed anti-HCV IgM in about 90% of patients with chronic
posttransfusion hepatitis C, even several years after the on-
set of HOV infection. Patients who acquired HCV infection
by blood transfusion had a higher viraemia than health
workers and v drug users (p <0.01), These fmdings indi-
cate that the mode of acquisition 1s an impaortant determi-
nant of HOV viracmia (Law ef ¢l 1993), The only ane ¢x-
amined v drug addict was anti-HCV-positive (without fgM)
but one man with extensive tatiooing was anti-HC Venega-
tive,

In our patients yuwuw for anti-HCWV 1gM the mean ALT
activity was signific mﬂy Iigher than that i negat
jeets (p o= 0.006) but in AST level the difference was not
significant. Similar rwulm were recorded also by other au-
thors inacute hepatits Cand during exacerbation of chronie
hepatitis C (Kapprell er al., 1993}, The raised ALT sotivity
an ipw [ If( WV lgM mdimw A Hw iral rephication,
A det FHOV TgM wdentifics patients with ag-
ndd HIC \/ related l iver disease, rogard-
nd the rwsu rity of these paticms are
1 HOV RINA (Brillanti er af | 1992

The majority m“ pu!mnu m group 1 was nw*kcdﬂy pOsi-
tive for both ant-HCV 1gG and IgM. The lower absorbancy
of the examined samples indicated a lower anti-HCV TeG
concentration and thus a lower level of viral repheation. This
finding 1s consistent with the conclusions of Yuki er af.
(1995) who y"wmwd FHOWY 1gM m particular in subjects
\,Htﬁ” v high viraemia dmi( AH,inc¢ mm,m to asymptomat-

¢ HOV carriers. However, they did not £
E‘)( twiren

e sub-

ve ant
tion of ant
II( \/ niection
LT l W la, il
positive nﬂfm for se

tiv
me of

nd any correlation
the presence of TgM, serum transaminase level and
histological activity.

In chronic hepatitis C
lgM was found in patients with Tiver ¢irrhosis and more
poressive hver disease (Andreone ef af, 1992) Our re-
sults of hiver histology indicate that two-thirds of patients
positive for antic-22 TgM suflered cither from cirrhosis or
CAFEL We conclude that the individuals positive for anti-
c22 TgM have frequen

the high prevalence of anti-e22

il

wly more serious histological finding
in the Tiver than the anti-1C V-positive patients negative for
anti-¢22 TpM.

The assessment of ant-HCV [gM s very important {or

N treatment. Patients wit h fow HCV viraemia levels
arc more likely to respond to TFN in a sustained fashion
(Lint et al, 1993), In patients wnh chronic hepatitis C and
response to allfa-IFN treatiment, the disappearance of TgM
antibody to HCV predicts that the response will be sustained
(Brillanti o al., 1992). Patients Jacking responsc to IFN have

a significantly higher IgM concentration before the TFN
treatment than those with a marked response (p <0.035),
The anti-HCV concentration declines significantly after the
IFN treatment (Mergener et al., 1992).

The study of Tassopoulos er al. ( 994)
a decline or disappearance of anti-c2
predictor of successful alfa-TFN
hepatitis C. In contrast to the data Of' Tassopoulos er al.
(1994), the study of Caporaso ef ol (1995) suggests that the
IgM response to the structural HCV core antigen cannot be
considered an carly predictor of successful IFN treatment,
I this case, the patients suitable for IFN treatment are those
with low viraemia level and without anti-c22 TgM (Lau et
al, Y9u3, Pawlotsky eral, 1994). Sinee the polymerase chain
reaction method is not available in every laboratory, the
detection of anti-HCV IgM may be used as a marker of ac-
tive hepatitis Cregardless of the duration of HCV infection
(Brillant et al., 1

suggests that
2 TgM may be an early
reatment of chronic

I Mares, Chairof
t§ e statistical eval-
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