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Table 1 Susceptibility of 52 Escherichia coli strains to fosfomycin and other six antibiotics

MIC (ug/ml)
Drugs
<0.2 0.4 0.8 1.6 3.2 6.2 12.5 25 50 100 >100
FOM 4 28 14 2 4
GM 32 16 3 1
KM 16 27 3 2 4
ABPC 2 16 23 1 1 1 6
CER 1 28 21 1 1
CP 11 15 1 1 5 12 7
TC 6 12 1 2 3 14 14
Table 2 Susceptibility of 52 Klebstella strains to fosfomycin and other six antibiotics
MIC (ug/ml)
Drugs
<0.2 0.4 0.8 1.6 3.2 6.2 12.5 25 50 ‘ 100 l >100
FOM 10 8 - 12 10 12
GM 1 25 24
KM 1 19 28 2 1 1
ABPC 6 6 21 6 2 9
CER 1 41 4 3 1 1 1
Ccp 11 28 1 1 5 6
TC 33 10 1 8
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Table 3 Susceptibility of 52 Pseudomonas aeruginosa strains to fosfomycin and other four antibiotics

MIC (ug/ml)
Drugs
<0.2 0.4 0.8 1.6 3.2 6.2 12.5 25 50 100 >100
FOM 4 17 10 18 1 1 1
GM 2 4 22 13 4 2 4 1
CBPC 8 32 6
CLS 3 14 30 4 1
PLB 2 3 32 11 2 2
Table 4 Serum concentration and urinary excretion of fosfomycin-Ca
1,000mg per os
Assay method : Thin-layer cup plate method
Assay org’s : Proteus sp. (MB 838)
Assay medium : Nutrient agar (Difco)
Standard curve : Serum-Monitrol 1, Urine-Tris buffer pH7.0
Serum levels at hour (ug/ml) Urinary excretion (mg)
No. Patients
Total Total
1 2 4 6 0—2hrs.|2~4 hrs.|4—6hrs. (mg) %)
1 K.S 3 19yrs. 4.5 6.0 3.7 3.7 65.7 24.8 27.1 117.6 11.8
K.K 8 75yrs. 7.5 7.4 9.5 8.2 101.7 18.1 32.4 152. 2 15.2
3 M.S ¢ 82yrs. 6.5 6.5 7.5 7.8 39.6 41.8 49.4 130.8 13.1
Mean 6.2 6.6 6.9 6.9 69.0 28.2 36.3 133.5 13.4

These patients had been treated with 3,000mg daily oral dosis (1,000mg every 8 hours) until 8 hours

before the test.
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Table 5 Clinical results of fosfomycin
. i Effect ;
Case . Isolated Daily Duration Side
age * sex Disecase organisms | dose th eOf bacterio-| clini- | effect Remarks
rapy logieal | cal
1. 19 M | Acute pneumonia Dip lo;:;c:;;‘ 3g | l4days + + —
Bronchopneumonia .
2, 70 F | Mediastinal tumor Klebsiella 3g | l4days — — e
Pulmonary Pseudomonas
3. 53 F emphysema aeruginosa 3g | 18days — — —
Secondary infection .4
Acute pneumonia with GM &
4. 48 F ‘Asthma bronchiale Pseudomonas | 3g | 30days + + + | cBPC
5. 24 F | acute pyelonephritis| E. coli 3g 7days + + —
6. 22 F | acute pyelonephritis| E. coli 3g | 10days + + —
7. 24 F | acute cystitis — 2g | 10days + —
8. 90 F | acute cystitis — 3g | l4days + —
-
Chronic
. . Pseudomonas
9. 72 M urinary inf, . 3g | 15days + + —
r. Hemiplegia aeruginosa
. Citrobacter
Chronic Morganella,
10. 75 M urinary inf, ]gnt.co;‘iloacae 3g | l4days + + — ¥
r. Hemiplegia Morganella after therapy
Table 6 Clinical laboratory findings
Case Blood Liver function Renal function
No. | Hp (g/dl) | RBC(x10%) WBC 5‘(‘IG8T) %Gg“)" Alkali-P | BUN (mg/dl)
1 13.5 | 13.7 | 418 | 405 | 24,700 | 4,800 13 15 4 8| 59| 5.3 17.8 18.0
2 10.0 | 10.6 | 346 | 370 | 9,700 | 9,600 10 4 17 5| 8.4 10.4 15.5 18.0
3 12.6 | 12.4 | 392 | 393 | 6,200 | 5,700 14 3 10 2| 5.7 6.6 13.2 14.5
4 13.4| 12.1| 399 | 359 | 12,100 | 6,100 15 18 8 11 6.5 16.0 16.1
5 9.9 | 10.3| 393 | 401 | 5,500 | 5,000 12 10 5 4| 4.9 5.0 13.5 9.3
6 12.9 | 12.1| 368 | 362 | 16,600 | 5,800 11 17 3 6| 4.2 4.8
7 13.1| 12.7 | 363 | 356 | 5,600 | 4,700 13 33 5 30| 5.9| 6.6 15.9
8 7.0 8.2 | 236 | 258 | 8,400 | 3,600 35 41 9 9] 13.1| 13.0 21.6 19.0
9 10.6 12.1 375 | 416 3,000 | 5,300 10 11 4 4 5.1 6.8 21.6 14.0
10 11.2| 10.9| 332 | 310 | 6,100 | 4,100 19 24 5 11 5.2 4.7 15.1 15.2
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»

Fosfomycin (FOM) is a new broad spectrum antibiotic which was developed in the Research Laborato-
ries of Merck, Sharp & Dohme (USA) and CEPA (Spain). Clinical trial and some fundamental studies

on FOM were done in our hospital.

The results were obtained as follows ;

1) Susceptibility of fosfomycin to gram-negative microorganisms clinically isolated was studied.

MIC of FOM against E.coli was 6.25~12.5 ug/ml.

Most of strains of Klebsiella were not highly sus-

ceptible to FOM. MIC of FOM against Pseudomonas aeruginosa was 1.6~12.5ug/ml.
2) The absorption and excretion of the calcium salt of fosfomycin were studied in 3 patients. Deter-
mination of FOM concentration in serum was done in these patients who had been treated with 3,000mg

daily oral dosis (1,000mg every 8 hours) until 8 hours before the test.

The average concentrations

were 6.2ug/ml to 6.9ug/ml at 1, 2, 4, and 6 hours after oral administration of 1,000mg, and these
results showed cumulative effects which reached a plateau. In one case, drug concentrations were

6.5, 6.5, 7.5 and 7.8ug/ml at 1, 2, 4 and 6 hours after oral administration.

These high concentra-

tions would be owing to the administration of sodium bicarbonate with FOM.
3) Ten patients with respiratory infection or urinary-tract infection were treated orally with 3g

per day.

Fosfomycin was effective against half of 4 patients with respiratory infection and all of 6

patients with urinary-tract infection, including 2 chronic cases.
4) No side effects were clinically seen, and no abnormal findings were shown in laboratory test.



