

















1gM ANTIBODIES AGAINST COXSACKIE B VIRUS 7

Table 3. Distribution of CBV-specific IgG subclass IgA antibodies in selected human sera

No. of seropositives

Clinical n)

group IgA IgGI 1gG2 1gG3 1G4 1gM
I (8) 8 8 3 8 3 0
] (4) 0 4 0 0 0 0
m ) 0 ) 0 0 0

Group It CBV-IgG and -1gM positives
Group 1I: - CBV-lgG positives
Group Hl: CBV scroncgatives

revealed IgG2 and IgG4 antibodies. In contrast to the first group, none of the
sera from the second group contained IgA antibodies and the IgG subclass
response was confined to IgGl. None of the sera [rom the third group were
positive in any test.

Discussion

In the present communication, a Weslern blot microtechnique has been used
to detect viral-specilic IgM as a complementary test for a serologic diagnosis of’
active infections with CBV.

Considering that (1) our data {or the molecular weight ol VP1-3 are in good
agreement with previously reported values (Chatterjee and Tuchowski, 1981),
(2) the electrophoretic profile observed by us corresponds to the well documen-
ted typical pattern for enteroviruses (Dorries and ter Meulen, 1983; Katze and
Crowell, 1980; Mertens et al., 1983; Pozzetlo et al., 1990) and (3) these proteins
were recognized by viral-specific mouse antibodies in the WB, we conclude that
these proteins represent the three major viral capsid polypeptides of CBV.

As it was shown in experiments with human sera containing neutralizing lgM
antibodies specific for CBV2 and CBV4, these immunoglobulins seem to be
directed essentially to VPI, since IgM against VP2 and VP3 were not found.
These results, similar to those reported by Pozzetio er al. (1990) may reflect
a relatively low avidity of these antibodies or an alteration of the antigenic
properties during electrophoresis or blotting. Nevertheless, the lack of VP2- and
VP3-specific IgM antibodies does not seem to be crucial for diagnostic purposes,
since the majority ol group and type specilic antigenic determinants is located on
VP1 (Doérries and ter Meulen, 1980; Katze and Crowell, 1980; Mertens ef al.,
1983). The analysis of human sera {from patients with clinical manifestations of’
suspected CBV etiology revealed a relatively high prevalence of IgM antibodies
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with a clear predominance of “group-specific” response (i. e. IgM antibodies
reacting w h more than one CBV serotype), especially in patients with aseptic
meni nm . This high incidence of heterotypic IgM antibodies, reported also by
other inv wt gmmm(iw et al., 1986; King et al., 1983; Pozzetto er al., 1989), could
partially be due to the induction by group-spec ific epitopes relwwd after boiling
the antigen for the SDS-PAGE. Similar outcomes could also be established
across all enterovirus genus for g (; and IgM antibodies with other methods
(Enders et al., 1990, P 1983 Pozzetio er al., 1990), On the other hand, the
high frequency of group mac, ive IgM antibodies could also be considered as the
result of (1) simultaneous infections wim more than one serotype or (2) the
expression of an anamnestic response 1o a "‘"Ik.:r*um serotype involved in
a previous infection, as it may occur with neutralizing drltll')()( ies (Lennette eral.,

1961). Moreover, a correlation with the duration of illness has also bwn
postulated, so that homotypic responses appear at the early phase of infection
and are progressively replaced by heterotypic antibodies (Enders et al., 199 . To
date, however, a definite explanation for this phenomenon wnnm be given,

hecause some aspects in the development of the IgM response such as the type
and the magnitude as well as a presumed correlation with age and iliness, remain
to be investigated.

Although the r 15 obtained t by WH and ELISA were compatible in most of
the samples, sev U eases exhibiting discordant results (WB positive and ELISA
negative and vice versa) could be observed. These fmtmes could be due to a low
concentration of JpM antibodies resulting in critical absorbancy values (e, g.
equal or under the cut offy or nonspecific reactions in the g-antibody capture
PLISA, described by Champsaur er al. (1988).

Although the mere presence ol C‘U\/“I}lfw antibodies indicates an active
infection, other serotogical parameters ( ﬁp( 1iihody subclasses and [gA) have
been determir ud to support this assumption (nd to estimate the use of these
parameters as markers of acute nlemmm According to our data, IgA may be
consi c:imucﬂl as a potential indicator of recent infections. Even though IgA
m@[‘n“)rm** to non-polio unlwwmm& has been pomly investigated, seroepidemio-
[ ical studies with other viruses (Angeretti er al., 1987; Sarov et al., 1984)

;mml this tr Moreover, sirti m‘ features have been described by Pozzetto
(/I al. (1990), who found si m ificant difference in the distribution of lgA-specific
antibodies to VP by testing patie M with confirmed echovirus infections and
control healthy adults.

Our data on the restriction pattern of fgG antibodies indicating a predomi-
nance of subclass 1 and 3, are partly similar to the results reported by Torfasson
etal (1 ‘)?%7) who Emm(i an equal prevalence of 1gG 1 and 1gG3 and an absence of
Te G2 and TgGd, The fact that TgG3 was found in all 8 1gA and IgM | 7(‘)9'&\/& »and
in vmw of its I‘)iu&u;r:‘éa;;.xi properties Le. short lifetime and neutralizing activity
(Schur, 1987, 1t is likely that this antibody subclass may also be elicited in the
carly )h e ol [MEI rits are currently performed to support this thesis.

Fven though our WH assay s«hmwm somme limiting factors, namely the use of










