to be the most promising candidate, but
it needs to be thoroughly evaluated.
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The commentators respond:

Our commentary' was intended as a
critical review of the evidence base
provided by Anke Huss and col-
leagues’ meta-analysis.” We chal-
lenged what we perceived as an im-
plied recommendation for countries to
cease vaccination programs with poly-
saccharide pneumococcal vaccine for
adults if they had an existing program
for children.

We agree that the major area of de-
bate and uncertainty concerning meta-
analyses of clinical trials relates to effi-
cacy against invasive pneumococcal
disease and that the results of such
analyses are greatly dependent on the se-
lection of trials for inclusion. On this

point, we queried the basis reported by
Huss and colleagues for excluding 2
studies®* from their meta-analysis and
including another.’ It is unfortunate that
these concerns were not addressed in
their letter. For the reasons given in our
commentary, we suspect the inclusion or
exclusion of these 3 studies to be meth-
odologic errors in the meta-analysis
undertaken by Huss and colleagues.

Prevention of invasive pneumococ-
cal disease is the primary purpose of
vaccination programs with polysac-
charide pneumococcal vaccine in
adults. We contended that the World
Health Organization had considered
the findings of the meta-analysis by
Huss and colleagues in its recent posi-
tion paper on the use of pneumococcal
vaccine in adults but that its recom-
mendations had remained “virtually
unchanged.”® We accept the points of
clarification by Huss and colleagues
on the subtle wording changes they
identified, but by our reading the
World Health Organization falls well
short of calling for cessation of exist-
ing polysaccharide pneumococcal vac-
cine programs for adults in its recent
position paper. In their letter, Huss
and colleagues appear to have moved
away from this suggestion, which we
think is appropriate given the evidence
provided in their review.

Rather than demonstrating a lack of
convincing evidence of efficacy after
60 years of research on the polysaccha-
ride pneumococcal vaccine, we think
the study by Huss and colleagues fur-
ther highlights the limitations of the
available clinical trial data when as-
sessing the vaccine’s impact against
rare events like invasive pneumococcal
disease. The most recent and best qual-
ity clinical trials, as determined by
Huss and colleagues, were conducted
largely among populations with
chronic illness or severe immunosup-
pression or both. In these trials there
were very few cases of invasive pneu-
mococcal disease: 7 cases of definitive
pneumococcal pneumonia from 2 stud-
ies and 44 cases of bacteremia from 6
studies (most of which were among
HIV-infected adults in Uganda).

As we stated in our commentary, the
World Health Organization’s position
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is that the data from randomized trials,
meta-analyses of randomized trials and
most observational studies are consis-
tent with a protective effect against in-
vasive pneumococcal disease among
healthy adults and, to a lesser extent,
among adults aged 65 years and older.®
We welcome calls to investigate new
approaches with new vaccines, but on
the basis of the evidence provided by
Huss and colleagues, we see no com-
pelling rationale for excluding polysac-
charide pneumococcal vaccine from
these considerations.
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Correction

In the April 28 editorial,' we stated that
the Canada Health Act is 24 years old.
In fact, it received Royal Assent and
came into effect on April 1, 1984, 25
years ago.
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