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Summary
Staphylococcal infections complicating

cardiovascular prostheses, are associated with a
grave prognosis. Consequently, the prophylactic
use of methicillin in this group of operations
seems justified. Occasionally such infections
can be successfully managed without removing

the prosthesis by intensive and prolonged local
and systemic therapy with appropriate bac-
tericidal antibiotics.
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Alternative Therapy in Patients Hypersensitive
to Penicillin.
KIRBY: I would say that many patients who are
thought to be sensitive to penicillin are not
sensitive, and I think that depending on how
pressing a situation it was I would first try
a small dose of penicillin G, having adrenalin
handy, because often if one starts out with one
unit intramuscularly or intravenously and in-
creases the dose to 20 million units, working
up within a few hours, there is no reaction. I
think these are merely people in whom the
sensitivity reaction does not occur as it allegedly
did before. We have done this many times.

If I were convinced, by getting reactions, that
penicillin could not be used, then the second
choice at the present time would be cephalothin.
In our series of about 150 patients we have
seen no cross-reactions with cephalothin. It
has a certain series of reactions itself and if it
was causing reactions I would then have, as
a third choice, vancomycin.
We have had very limited experience with

fucidin. In the old days we had a great deal

with novobiocin, and these drugs are very
similar in their extremely high serum binding
and the fact that staphylococci become resistant
with a single exposure. Our own expenence
with these drugs for reasons that they have
very little free antibiotic and develop resistance
early has not been favourable.

BARBER: In spite of all the laboratory tests
which suggest it would be very protein bound,
in using fucidin we have been quite staggered
at how effective it is clinically and it is often
our second choice.

GREEN: I can support that last re-mark. We
have been using fucidin repeatedly in these
cases, in combination with another drug, and
this is our main measure of support. Un-
fortunately we occasionally have a super in-
fection with Gram negative organisms and
our finding in these cases is that we have
totally failed to cure the Gram negative
infection.

THRuPP: One clinical problem leading to failure
of the new penicillin treatment for pulmonary
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NAUMANN FIG. 1. Serum levels of oxacillin following oral administration.

infections in the adult or elderly or post-
operative patients has been that of overgrowth
and super infection with Gram negative organ-
isms. Relatively little comment has been made
this afternoon concerning methods of handling
this, and I wondered if Dr. Kirby or Dr. Gold-
farb might comment concerning any further data
of Gram negative super-infections in the treat-
ment of staphylococcal pneumonias in the adult
patients or in the chronic bronchitics.

KIRBY: I am merely aware that, particularly
in the debilitated patients one sees in charity
hospitals, there are many super-infections
with Gram negative bacteria and they are
responsible for high mortality rates. Aside
from the usual agents of kanamycin, strepto-
mycin, and a few other drugs, I do not know
of any way to handle them. I do not think
that the incidence is greater during penicillin
therapy than it was, for example, when vanco-
mycin was used. The actual facts have been that
in Finland's series of those who got super-infec-
tions with Grm negatives the mortality rate

was high, despite giving drugs, and I am sure
it is a situation we cannot entirely control.

NAUMANN: We have tested the serum con-
centrations in various age groups following
oral administration of oxacillin. The dosage for
all groups-adults, children from one to 12
years and also for the newborn-was 578 mg.
oxacillin per square meter body surface.
The mean serum levels are nearly the same

for the adults and children between one and
12 years. Only in the first hour after applica-
tion are the serum concentrations of the adults
higher than of the children (Fig. 1).
The newborn, however, have with the same

dosage of 578 mg./m.2 significantly higher levels
than the older children and the adults, be-
cause the excretion is much slower than in
the other age groups. If the dosage for the
newborn is reduced to 76 mg./m.2, the levels in
the first hours are in the same order of magni-
tude, but the excretion is equally slow.

This different elimination in the various ages
is represented by the regression lines together
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NAUMANN FIG. 2. The variation in elimination of oxacillin with age.

with the half value times (Fig. 2). The adults
and the older child-ren of 12 and 7 years have
the same elimination (45 to 51 minutes), where-
as the younger children already have a delayed
excretion with a half life time of 68 and 85
minutes. The newborn however show the
slowest excretion with the enormous half value
period of 176 minutes.
We think that there is no need to reduce

the dosage of oxacillin in treating the newborn
because this substance is non-toxic and because
the 'high levels are a useful therapeutic reserve
for the newborn. But with drugs not so harm-
less as the penicillins, we must pay attention
to these differences in the pharmacokinetics of
the newborn, in order to avoid toxic cumula-
tion.
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