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RNA would appear misplaced. In the landmark ACTG protocol
076 study, which demonstrated the efficacy of the only intervention
proven to prevent maternal-fetal transmission [5], only a minor
fraction of the treatment effect (9%—17%) could be explained
by treatment-induced change in maternal RNA, suggesting that
protective effect of zidovudine occurs mostly (though still in part)
through mechanism(s) other than the reduction of maternal ‘‘virus
load” [6].

Third, whether the observed reduction in maternal immune com-
plex—dissociated (ICD) p24 antigen reflects removal of nonpartic-
ulate antigen by immune-complexing or by true clearance of partic-
ulate p24 cannot readily be determined. The ICD p24 antigen assay
method could detect high baseline levels of p24 antigen (geometric
mean, 219 pg/mL; range, 78—947) in 5 of our study patients who,
prior to administration of HIVIG, had quantifiable levels of endog-
enous p24 antibody ranging to end point dilutions as high as 3794.
This belies any suggestion that exogenously administered excess
p24 antibody simply complexes antigen (implying at least some
qualitative in addition to any quantitative factors at work in the
observed suppression of detectable antigen). In any case, it would
seem that reducing levels of antigen to which a fetus might be
exposed in utero or intrapartum should be regarded as potentially
beneficial in reducing transmission risk. Like RNA, antigen has
been demonstrated on a population (though not an individual) basis
to correlate positively with transmission risk [7, 8].

A definitive determination as to whether prophylactic passive
immunization with specific hyperimmune globulin or other anti-
body products can or cannot prevent maternal-fetal HIV-1 trans-
mission ultimately will require randomized, controlled trials. Re-
grettably, the parent study, ACTG protocol 185, will not provide
an answer to the question of HIVIG efficacy for prophylactic im-
munization. At the first planned efficacy review of 379 evaluable
patients in December 1996, there was a welcome but unexpectedly
low overall transmission rate (4.8%). Therefore, it was determined
that the study would possess insufficient statistical power with the
existing 800 maternal-infant pair design to be able to detect an
effect of HIVIG treatment if one was present, and further enroll-
ment into the study was halted [9, 10]. However, other studies to
evaluate this question are planned or ongoing, with some promising
early results [11].

Finally, early postinoculation passive hyperimmune globulin
therapy in the simian immunodeficiency virus/macaque model has
shown that disease progression can be mitigated [12]. While infor-
mation on disease progression in infected ACTG 185 infants awaits
continued clinical follow-up, preliminary virologic data indicate
that HIVIG treatment appears to be associated with a difference in
age at first positive culture. Five of 8 infected intravenous immuno-
globulin—treated infants exhibited positive cultures at birth, while
7 of 7 infected HIVIG-treated infants showed negative birth cul-
tures (P = .026, Fisher’s exact). This trend continues to be sus-
tained as additional data are accumulated. Whether this will repre-
sent any modification in future disease development, time will tell.
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Value of Cytomegalovirus (CMV) IgG Avidity Index for
the Diagnosis of Primary CMYV Infection

To the Editor— There are several methods used to detect antibod-
ies to cytomegalovirus (CMYV), including a commercial Western
blot test. However, the reliability of these tests for the diagnosis
of primary CMV infection, reactivation, or reinfection has not
been evaluated for clinical laboratory use. In an interesting paper,
Grangeot-Keros et al. [1] reported on the reliability of low-avidity
IgG in the diagnosis of recent primary CMV infection. My col-
leagues and I have done similar research and wish to add our
results to the discussion [2—5].

20z Iudy 9z uo Jesn eoslol|qig - BPEUEIS op PEPISISAIUN Aq G86706/665/2/8. L /S101HE/pil/Ww0o-dno-oiwapese)/:sdiy Wo.y pepeojumoq



600 Correspondence

We studied the value the Enzygnost CMV-IgG test (Beh-
ringwerke, Marburg, Germany), an ELISA that interprets the ab-
sorbance obtained in each sample through an a-method [6]. This
automated method calculates the titer of IgG, using one dilution
of sample and 2 positive controls. The value obtained for the
positive controls in each assay depends on the nominal value, limit
values, and characteristics of the reagents used (antigen and anti-
IgG), allowing extrapolation of a curve for each assay and estab-
lishing a relation between the absorbance and titer of antibodies.
An important concern in antibody detection is the variability in
control values and reagents; however, use of the a-method elimi-
nates day-to-day variations in laboratory conditions and variations
between laboratories.

The a-method is useful for detecting specific IgG [7]. Grangeot-
Keros et al. [1] studied the levels of low-avidity IgG in recent
acute CMV infection, using modifications in time and in the value
for clinical diagnosis. On the basis of the findings in [7], we think
the avidity index as calculated by Grangeot-Keros et al. was not
correct for the following reasons: It is not possible to directly
compare the absorbance values obtained in wells with urea with
those obtained in wells without urea; it is necessary to consider
the absorbance obtained in the positive control in each assay; it is
necessary to know the level of low-avidity IgG present in the
positive control; and it is necessary that sera from the same patients
be studied simultaneously to demonstrate the change of low-avidity
IgG over a long period of time.

We feel it is necessary for Grangeot-Keros et al. to recalculate
their results. This clarification would allow others to use this test
in clinical laboratories on a regular basis. Also, it is possible that
the rate of low-avidity IgG designed by Grangeot-Keros et al. [1]
better approximates the results obtained by our group using the
Enzygnost test.
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Reply

To the Editor—We appreciate the interest of Gutiérrez et al.
in our paper. As they say, the a-method recommended by the
manufacturer of the indirect EIA (Enzygnost CMV-IgG; Beh-
ringwerke, Marburg, Germany) that we used does improve the
reproducibility of the results; thus, if we wanted to compare con-
centrations obtained in different experiments, we would use this
method. However, when we calculate an avidity index, we compare
(in the same test) absorbance values that are obtained in wells
with and in wells without urea. The optical densities are slightly
different from one test to another, but we do not think that the ratios
differ enough to change the clinical significance of the results. In
each experiment, we always include a low-avidity and a high-
avidity index control. Furthermore, as suggested by us [1] and
others [2], all serum samples from individual patients are always
simultaneously included in order to study the change in the avidity
index over time.
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