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CORRESPONDENCE

Hepatitis A Vaccine versus Immune Globulin
for Postexposure Prophylaxis

TO THE EDITOR: Victor et al. (Oct. 25 issue)! re-
port on their study of hepatitis A vaccine as com-
pared with immune globulin for postexposure
prophylaxis. I applaud the recommendation for
the postexposure use of hepatitis A vaccine to
provide long-term protection. However, I am
concerned that the statistical criteria used for de-
termining substantial inferiority detract from the
study findings, which indicate a 30% higher rate
of hepatitis A after exposure in the group receiv-
ing vaccine. The findings support the biologically
plausible position that the administration of im-
mediately available antibodies through immune
globulin has a time-dependent advantage over the
delayed development of vaccine-generated anti-
bodies. Although the statistical findings allow the
rejection of the null hypothesis, they cannot be
used to conclude that the difference demonstrat-
ed is not real. Data provided in the text and tables
indicate that in the vaccine group there were
more cases of hepatitis A, more severe symptoms,
higher alanine aminotransferase levels, more cas-
es with viral RNA, and more cases occurring in
the second week after exposure. These findings
are consistent with current knowledge of passive
versus active immunity. An alternative recommen-
dation should be considered: the use of both im-
mune globulin and vaccine for postexposure situ-
ations.
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To THE EDITOR: Victor et al. conclude that im-
mune globulin is not inferior to vaccination for
postexposure prophylaxis against hepatitis A. The

study was conducted in a developing country, and
the conclusion may not be applicable to devel-
oped countries. For instance, the seroprevalence
rate for hepatitis A is nearly zero in children in
Taiwan.® An outbreak of hepatitis A in such a
population may affect older persons, who are at
risk for severe and even fatal infections.? The
study by Victor et al. showed that recipients of
immune globulin had lower average peak alanine
aminotransferase levels than did vaccine recipi-
ents. This protective effect should be taken into
consideration in developed countries. Further-
more, the study excluded 3110 study subjects be-
cause they were immune or already IgM-positive
at enrollment. In the real world, we cannot check
for hepatitis A antibody in all exposed persons. It
would be interesting to know whether immune
globulin can modify the disease severity in these
seropositive persons.
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THE AUTHOR REPLIES: In response to Betz: al-
though the relative risk indicated an approxi-
mately 30% higher risk among recipients of vac-
cine than among recipients of immune globulin,
absolute risks were low, and absolute risk differ-
ences were never greater than 1.5%. Still, in our
report, my colleagues and I draw attention to the
potential relevance of these differences for per-
sons who are likely to have severe illness if infected
with the hepatitis A virus. Indeed, the Advisory
Committee on Immunization Practices consid-
ered these small differences when updating rec-
ommendations for postexposure prophylaxis.t

Several of Betz’s characterizations of our find-
ings merit clarification. It is arguable whether
the proportions of vaccine recipients and immune-
globulin recipients with detectable hepatitis A
virus RNA (62% and 56%, respectively; P=0.761)
are different; they might equally well be consid-
ered equivalent. As we noted, the study was not
designed to measure disease severity. Further-
more, alanine aminotransferase levels should be
interpreted with caution, since measurements
were performed once at nonstandardized time
points during the course of the illness; in addi-
tion, differences were limited to levels among
children. Finally, although in the modified inten-
tion-to-treat population, the relative risk with
vaccine as compared with immune globulin was
lower in the first week after exposure than in the
second week, in the per-protocol population, it
was higher in the first week after exposure than
in the second week (1.73 vs. 1.30).

Betz’s statement that “immune globulin has a
time-dependent advantage over the delayed devel-
opment of vaccine-generated antibodies” appears
to be based on the assumption that hepatitis A
vaccine used after exposure operates solely through
antibody-dependent mechanisms. However, anti-
body-independent T-cell effects may be impor-
tant, and vaccination after exposure might mod-
ulate an already initiated immune response in
participants with incubating hepatitis A virus —
something immune globulin is unlikely to do.

Unlike Lee, we believe that our study results
are applicable to persons in developed countries.
Our analyses of relative efficacy were conducted
among only those persons found to have been
susceptible at the time of receipt of vaccine or
immune globulin, precisely so that conclusions
would be applicable to susceptible persons in any
population. Moreover, the generalizability of the
results is supported by studies of the transmis-
sion dynamics of hepatitis A virus in the popula-
tion, conducted before implementation of the
trial.23
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Children and the Quality of Ambulatory Care

TO THE EDITOR: Mangione-Smith et al. (Oct. 11
issue)! report that children receive only 46.5% of
recommended health care. Is our goal 100% ad-
herence to these recommendations? What are
barriers to improvement?

Hayward commented, regarding performance-
measure adherence for adults, “It sounds terri-
ble . . . that 50% of recommended care is not
received, but . . . mandating adherence to these
recommendations is not necessarily in the best
interest of patients or society. . . . At the heart

of this problem is our wish to keep efforts at
quality improvement and cost containment sepa-
rate.”? Benefits from guidelines are not neces-
sarily additive,>* since there are usually costs
and sometimes unintended consequences.>
Although many believe that children, with
their developmental needs and relative depen-
dence, deserve unlimited health care resources,
such resources do not appear to be available cur-
rently. Choices are necessary. For example, should
we give priority to hospitalizing young febrile
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