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Table 2 Serum levels of fosfomycin -Na after drip
infusion for 1.5 hours dissolved in
500 ml of 5% glucose solution
Bioassay method : disc plate method
Medium : Difco’s nutrient agar
Test organism : Proteus .(MB 838)
Standard solution: 0.05 M Tris buffer (pH 7.0)

M 30 FRAIC#T TE2EER L - T, BIRANIC SEES Case Dosag Serum levels (ug/ml)
L7e. RHSUZHF 35 & VR BRREQD TE% % BRIB Rt RS B8 0" | 1hr. | 2hrs.| dhrs.
B & UBIEMIRBFRGEF TH 5, 1|43Y | F |58kg| 1.02 | 60 | 28 18 9
BRI SHEETE, |, 28L 0 4BMBICITTY, 2 | 29Y| M |67kg| 1.0 | 40 | 22 16 8
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Table 1 Antibacterial activity in vitro of FOM-Na
) No. of MIC (ug/ml) of FOM-Na
Organism )
Strains| g 7g | 1.56 | 3.13 | 6.25 | 12.5 25 50 100
Staphylococcus aureus 21 1 9 4 5 2
E. coli 7 6 1
Proteus vulgaris 2 2
Proteus mirabilis 2 1
Pseudomonas aeruginosa| 20 11 4 5
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Fig. 1 Bactericidal activity of serum after

administration of fosfomycin -Na by
drip infusion

Test organism: E. coli NIHJ-]JC.
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Fig. 2 Bactericidal effect of serum after

.administration of fosfomycin -Na
‘by drip infusion

Test organism: Pseudomonas aeruginosa
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Table 3 Bacteriostatic activity of serum after drip infusion of fosfomycin-Na 1.0g for 1.5 hours

dissolved in 500ml of 5% glucose solution

Test organism: E. coli NIH]J-JC,, MIC of fosfomycin-Na: 3.13 g/ ml

Hours after |Concn. Serial dilution rate of serum
Case administra- |in ser-
. tion um C X 4 X 8 X 16 x32 X 64 X128
1|69y | M|38ke 1hr. 20 H# — + + H H #
1 hr. 28 # — + + # H H#
2|43y | F | 58ke —qrg s T W [ F | + | % | # | # | #
Lh 22 | 4 | — [ 4+ | | 4 | # | #
3|29y | M |67kg 4 hrs. 8 g i H e g g g

Table 4 Bacteriostatic activity of serum after drip infusion of fosfomycin-Na 1.0g for 1.5hours

dissolved in 500 ml of 5% glucose solution

Test organism: Ps. aeruginosa, MIC of fosfomycin-Na: 12.5 g/ ml

Hours after | Concn. Serial dilution 'rate of serum
Case administra-| in ser-
tion um X4 | X8 | x16 | x32 | X64 | x128
50y | M| 45kg 1hr. 25.5 H + H+ +H +H + H
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Table 5 Cases treated with fosfomycin-Na: Clinical observations

B.W. Dura-| Total Clinical results Sid
Case|Sex | Age Diagnosis [Dosage|tion |dose Effec- 1ae
(kg) (days)| (g) |Symptoms|~"tr effects
Infection
‘ combined Subf
1 |m |48 |65 |with ast- | 1g/d | 3 3 | edmeeq |Effective | None
hma bron- reduced
chiale
Mixed in-
fe<ition of gr?;gs};)u
mona- - i
2 |m. | 36| 58 5’; tuoblzer- 1g/d 14 14 tum dec. Effective None
culosis reased
Infection
combined h
3 |m. | 69| 38 | withpulm-[ 1g/d | 14 | 14 | Unchan- 1 seective| None
onary fib- ged
rosis
Mixed in
fection of ngggu N
4 |m. |50 | 45 | pulmonary| 1g/d 10 10 Stum dg- Effective None
glsberculo- creased

Table 6 Cases treated with fosfomycin -Na : Bacteriological findings

Number of bacteria MIC (ug/ml)
Case Isolated organism Specimen
Before dose | After dose | Before dose
1 | Staphylococcus aureus Sputum H — 1.56
2 | Pseudomonas aeruginosa | Sputum +H H 12.5
3 Pseudomonas aeruginosa | Sputum +H H 12.5
4 Pseudomonas aeruginosa | Sputum H H 12.5
Table 7 Cases treated with fosfomycin -Na: Laboratory examinations
R.B.C Hb * * * *| Protein
Case (x104) | (g/d) GOT GPT* | ALK P-ase in urine | BUN
1 Before 441 15.7 18 26 11.0 - 13.5
After 443 16.2 25 21 5.0 — 12.4
2 Before 413 15.2 21 9 9.1 —_ 8.6
After 407 14.7 26 19 8.2 — 9.5
3 Before 462 16.0 22 11 6.0 — 9.7
After 481 17.2 37 23 6.7 — 14.4
4 Before 395 13.3 19 16 .5 — 11.9
After 395 13.3 24 25 7.5 — 12.2
L SRR KARMEN unit, s s*...... KING-ARMSTRONG unit
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EXPERIMENTAL AND CLINICAL STUDIES ON FOSFOMYCIN
II. FOSFOMYCIN-NA

NATSUO NISHIZAWA and YUZO KAWAMORI
Senboku National Hospital

Experimental and clinical investigations were performed on Na- salt of fosfomycin (FOM-Na), and the results
were obtained as follows :

1) The in vitro growth inhibiting activities of FOM-Na against Staphylococcus and some gram-negative bacilli
were in the same range as FOM-Ca which have been studied by the authors.

2) The serum levels of FOM-Na administered by an intravenous drip infusion of 1 g in 500 ml of 5% glucose
solution were determined biologically in 4 patients.

The FOM-Na level in sera obtained at the termination of drip infusion were 40 to 60 xg/ml, 1 hour later 20 to
28 ug/ml, 2 hours later 16 to 18 ug/ml and 4 hours later 8 to 9 xg/ml.

3) The sera obtained 1 hour after termination of drip infusion were examined the antimicrobial activities.

Bacteriostatic and bactericidal activities against E. coli were observed at the dilution 1 in 4, while no acti-
vities against Pseudomonas aeruginosa was detected.

4) Respiratory infections combined with chronic lung diseases were treated by drip infusion of FOM-Na at
daily doses of 1g for 3 to 14 days. Symptomatic responses were observed in 3 cases out of 4 cases and Staphy-
lococcus in sputa disappeared in 1 case, while Pseudomonas in sputa did not change. No side effects nor
abnormal laboratory findings were detected.



