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Fig.1. Molecular formula of fosfomycin
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Fig. 2. Immunization schedule in mice and

guinea pigs
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Table 1. Antibody production in mice

Sera of mice Ag type Positive cases/ PCA titer
immunized with total number (in positive cases)
FOM-Ase + Al(OH)s A 2/5 20
FOM-HSA + FCA B 4/5 80
FOM + AI(OH)s C 0/5 0
FOM + FCA D 1/5 5
BPO-Ase + Al(OH)s A 5/5 320
BPO-HSA + FCA B 5/5 320
BPO + Al(OH)s Cc 0/5 0
BPO + FCA D 1/5 10
CET-Ase + Al(OH)s A 5/5 180
CET-HSA +FCA B 5/5 320
CET + Al(OH)s C 0/5 0
CET + FCA D 0/5 0

PCA titers are expressed as the reciprocal of the minimum dilution showing
a positive reaction over 5mm in diameter and the mean of positive cases in

triplicate experiments,

Mouse sera were tested by 3-h or 48-h PCA in rats;guinea pig sera were
tested by 3-h or 8-day PCA in guinea pigs.
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.Table 2. Antigen production in guinea pigs
(3-h or 8-day PCA)

Sera of guinea pigs Ag type Positive cases/ PCA titer
immunized with total number (in positive cases)
FOM-Ase + Al(OH)s A 1/5 10
FOM-HSA + FCA B 3/5 40
FOM + AI(OH)s c 0/5 0
FOM + FCA D 0/5 0
BPO-Ase + Al(OH)s A 4/5 160
BPO-HSA + FCA B 5/5 160
BPO + AI(OH)s (¢ 0/5 0
BPO + FCA D 0/5 0
CET-Ase + Al(OH)s A 5/5 160
CET-HSA +FCA B 5/5 320
CET + AI(OH)a Cc 0/5 0
CET + FCA D 0/5 0

PCA titers are expressed as the reciprocal of the minimum dilution showing
a positive reaction over 5mm in diameter and the mean of positive cases in

triplicate experiments.

Mouse sera were tested by 3-h or 48-h PCA in rats;guinea pig sera were
tested by 3-h or 8-day PCA in guinea pigs.
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Table 3. Antigenic cross reactivity of anti-FOM-HSA
antibody among 3 antigens (3-h PCA)

Challenging | Anti- Anti- Anti-
antigen FOM-HSA | BPO-HSA | CET-HSA

FOM-HGG 40 0 0
BPO-HGG 0 160 10
CET-HGG 0 20 320
FOM 0 0 0
PCG 0 0 0
CET 0 0 0
HGG 0 0 0

Antigen concentration : 2mg/ml
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Table 4. Anaphylactic shock in guinea pigs actively
sensitized with HSA-coupling antigen

Immunized Inducing No. of deaths*/
antigen antigen No. of animals tested
FOM-HSA FOM-HGG 0/10
BPO-HSA BPO-HGG 6/10
CET-HSA CET-HGG 3/10

* Number of deaths occuring within once hour of
antigen challenge.
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ANTIGENICITY AND IMMUNOLOGICAL CHARACTERISTICS
OF FOSFOMYCIN (1)
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We carried out this study to clarify the immunogenicity and immunological characteristics of fos-
fomycin (FOM).

We also performed experiments on the immunogenic reactivity to benzylpenicillin (PCG) and cepha-
lothin (CET).

The results obtained are as follows.

As an immunogen, FOM was used alone or coupled with human serum albumin (HSA) or ascaris
suum extract (Ase). In various schedules of immunization of mice and guinea pigs, FOM showed
only weak antibody-forming activity.

The highest antibody titers were observed in the sera of mice immunized with FOM-HSA conjugates
and FCA. No antigenic cross-reactions between anti-BPO-HSA and anti-CET-HSA sera were observed.
Also, no antibody formation was detected in mice and guinea pigs sensitized with FOM alone and
adjuvant.

In guinea pigs sensitized with FOM-HSA, no signs of anaphylactic shock were observed.

From these results, we propose that FOM has only weak antigenic potency in experimental animals
compared with PCG or CET.



