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DISCUSSION

Chairman: W. M. M. KIRBY (Seattle); Participants: L. D. THRUPP (Los Angeles),
S. J. SELIGMAN (Los Angeles), J. D. PICKUP (Pontefract).

KIRBY: Dr. Thrupp, how do you think the
relation of the levels with a given dose of
ampicillin, compared with penicillin G. Your
very low levels in the patients were apparently
obtained with adequate dosage. Do you think
penicillin G would give higher spinal fluid levels
at the same dosage?

THRUPP: We do not as yet have data as to
penicillin levels in patients with pneumococcal
and meningococcal meningitis who are being
treated with penicillin alone. I would guess that
the penicillin levels might be of the same order
of magnitude at least, or may be slightly
more than these. There is, however, some
variation, and C.S.F. levels with ampicillin have
come back as high as 7 or 8 ,ug./ml. and
some of the ratios as hligh as 100%. On
the other hand, some were much less than 0.1
Kg. We have never used intrathecal therapy,
because of one question-does the C.S.F. level
need to be high? I was very pleased to see
in this April's issue of the Postgraduate Medical
Journal two cases that were treated successfully
with intrathecal ampicillin. But the question
which I think is still very interesting is, why
there was apparent failure of penicillin therapy,
even using intrathecal penicillin therapy, in the
reports of the 1940's.

SELIGMAN: I think this question of C.S.F.
level is particularly interesting. Now, as was
pointed out again by Dr. Lithander, the levels
in the C.S.F. vary with the degree of inflam-
mation and I was wondering if Dr. Thrupp had
looked at his data from the point of view of
the degree of inflammation with reference to the

spinal-fluid level. One recalls, for example, the
experiences recorded in connection with strepto-
coccal meningitis in which, paradoxically, the
successful treatments were those groups with
more C.S.F. inflammation on initiation of
therapy. This again agrees with the concept that
the diffusion of drugs into the C.S.F. is greater
with inflammation present.

THRUPP: I am sorry that we do not yet have
sufficient in vitro level data to answer your
question specifically. The data we do have so far
are primarily during the first week or so of
therapy; in most cases we still have some in-
flammatory response in the meninges. Over
this period of time, there is a mild tendency
for the ratios to fall, but I do not have enough
to say whether this is a significant tendency.

KIRBY: I am wondering if this is a matter of
dosage. In treating adults with pneumococcal
meningitis, where we give 20 to 40 million units
a day of penicillin G, there is never any
difficulty in obtaining at least 10 ug. per ml. in
the spinall fluid, vwith no thought of intrathecal
therapy; and I wonder if maybe the dosage is
not relatively much lower here.

PICKUP: We published the two cases in the
Postgraduate Medical Journal. Both were cases
of H. influenzae meningitis which had relapsed
during treatment with chloramphenincol and we
were driven to try intrathecal therapy. Sub-
sequently we have tried this de novo in two
cases, giving intrathecal therapy, 10 mg. of
ampicillin in five days along with intramuscular
ampicillin, with successful results.
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