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Table 1 Clinical trials with intravenous fosfomycin administration

Isolate FOM-Na ad-
Case | Age |[B.W. D; ) c icati
1agNos1s omplication . ) . MIC |Me- |Daily|Tim-
No. | Sex | (kg) Organism'|Material (ug/ml)|thod |dosis | es/d
. g
1 0 F 1 4.3 | Pneumonia Ps. aerug. |Sputum | 6.25| iv. | 1.2 3
2 | %1% | 12.6 | Pneumonia Cerebral | Dip.pnew.| v 125 | » |20 2
3 1‘}'8 19.6 | Pneumonia " " " " 2.0 2
1-9 Pneumonia,
4 M |11.5 Pleurisy B- Strep. " 12.5 " 1.0 2
5 SI'V}I 16.0 | Angina Epilepsy Ps. aerug. |Pharynx| 1.56 | » 3.0 2
6 01:;3 7.3 Purulent pleurisy St. aureus | Pus 6.25| 1.6 2
7 |42 | 15,0 | Purulent pleurisy B-Strep. | n 3.1 | 0 |20 2
8 4 Fl 0 13.5 | Lung abscess Klgﬁ'eu. Sputum | 12.5 " 1.4 2
9 OMO 3.2 | Purulent meningitis | Meningocele | St. aureus |CSF 3.1 " 0.4 2
10 0};8 9.8 | Purulent meningitis H. influe. " " 3.0 3
0-9 Subdural abscess,
1 F 9.7 | Purulent meningitis GNB Pus "ol 2.0 2
0-2 . Cong..
12 M 3.8 | Sepsis pyloric GNB Blood " 0.4 2
stenosis
13 | 12:2 | 24.8 | Chr. cystitis g:lr:}?ra‘ Ps.aerug. |Urine [12.5 | n | 4.0 | 2
14 li,is 19.5 | Chr. pyelocystitis " Ps. aerug. n 12.5 n 2.0 2
15 113vi5 26.6 | Chr. pyelonephritis " K lﬁﬁéu. " 12.5 " 2.0 2
0-0 Neonatal
16 F 2.4 meningitis Ps. aerug. |Pharynx| 12.5 U 0.5 2
17 OMZ 5.2 asgggé‘g: neous Ileus St. aureus | Pus 6.2 " 0.5 2
. Idiop.
18 | 1.3 |10.2 | Biliary infection  |choledoch. | K% IBile |25 o110 2
F cyst pneu.
19 | 411" | 19.0 | Osteomyelitis St. aureus |S€TE | 1g.5 I |5 o

T~ 12,

LU EDHEIC L2 > THE & Nz FE BRI DERL
£i3,Table 3ICRTEBN TH2E, T4ubb, 196hE
%6 B, Hxh 9 B, RRER 26, B 1HL L UHER

St. aureus 209P 6.2 pg/ml

E. coli NIH]J

6.2 ug/ml

B1FITH-72, 2%, AREREFEHL L UCEDH)

I3, 15/18=833% TH 2, 2N H b, HRkES L HEE
BASE IS L TR, 2R ) TR BLENTWS,
Sz, TEENO FOM OBEERMELXATAHD L,
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DR ABER, NPRENBEE1/3EvbATHVD
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T3,



VOL. 23 NO. 11 CHEMOTHERAPY 3445
Table 2 Sensitivity of isolated organisms to fosfomycin
Case Sensitivity
Organism

No. FOM wic) PCG | ABPC | CER CP KM EM
1 Ps. aeruginosa 6.25 ug/ml — — — + _
2 Diplo. pneumoniae 125 H# H H + — #
3 " H# H H + - #
4 B-Streptococcus 12.5 + i 4 + + —
5 Ps. aeruginosa 1.56 — — — — + _
6 St. aureus 6.25 + + H + — —
7 B-Streptococcus 3.1 H+ H + + H#
8 Kleb. pneumoniae 12.5 — + +H —
9 St. aureus 31 - + +#+ H# — —
10 | H. influenzae — H — H +
13 Ps. aeruginosa 125 — — — — + _
14 " 125 — — - — H -
15 Kleb. pneumoniae 125 — H _
16 Ps. aeruginosa 12.5 — — — — H -
17 St. aureus 6.25 - H+ — + —
18 Kleb. pneumoniae 25 — + H — — _
19 St. aureus 12.5 + + 4 + + —

St. aureus 209P 6.25 pg/ml
E. coli NIHJ 6.25 ug/ml

Table 3 Clinical effect of fosfomycin therapy on each disease

Effect
Diagnosis
Disease

Clinical effect

‘No. of case

# [+ =]

Pneumonia

Purulent pleurisy
Lung abscess
Angina

Respiratory infection

Pneumonia + Pleurisy

Pk b b
p—

Meningeal infection Subdural abscess

Purulent meningitis

+ Purulent meningitis
Neonatal meningitis

Chr. cystitis
Chr. pyelocystitis
Chr. pyelonephritis

Urinary tract infection

Sepsis
Others Biliary infection
Osteomyelitis

Subcutaneous abscess

1
1

o bt bt ]t ket [t DO| P DO OO
[

Total

—
©

9| 2 1 1

BELHEBRDELZMFT L0121, 2D 200
~300mg/kg » FOM 2 RT3 LEHH A I,

3. NERMN

FOM nffRIc &8 WL T, TE 32T #MICEIER
DRBEFAN,

B T ORMOLEFICHL T, A 1g % 10ml N
WAICERL, WESTME2EL THELARICLERZ

izl EMERE 20mlIc L TAS L, MEBORL I
e,

B 113, 1% 1 & A& B %, 24 400 mg % &
WAAmlCHERL CBET S, pX b TRIL 2, 0
BYDSIZDTR LWL EEZTWD, ULn 2ERID
ficiz, TV ¥—, MR ricNdsMERRALNY
nolz,
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Table 4 Result of fosfomycin therapy on clinical

Table 5 Clinical effect of fosfomycin therapy

isolates according to its dosage
\wnical effect No. Effect Effect No. [Clinical effect Cu .
re rate
Clinical isolated ofcase || H|+|—]|7? Dosage of case ||| +|—]|2
St. aureus 4 |12 1 3/4
B Strept 2 2 <100 mg /kg 4 3|1 ( 75%)
. ) . 8/10
Diploc. pneumoniae 2 1)1 101 ~200 10 4lal1l1 ( 80%)
Pseud. aeruginosa 5 2111111 3/3
Kleb. pneumoniae 3 211 201~300 4 2|1 1| (100%)
H. influenzae 1 1 11
GNB 2 |2 >301 1 1 (100% )
15/18
Total 19 16]9]2]1]1 Total 19 |6]9]2|1|1]. 833%)

Table 6 Blood and urine analysis before and after intravenous fosfomycin administration

Blood Urine Serum
Case H WBC . ALK- N Cl K
. ool ey | oxa09 |Ten| R |W 6PT | BUN |5 (mEa /b mBaimEa)
0'BABABABABABAB B{A|B|/A|B|A|B|A |B|A|B|A
1 |296|337| 9.9] 9.9} 229 | 161 |—|—|—|—|—|—|28.5 | 25.5|23.5[12.2| 8.8 9.0{24.5/17.4| 137 | 139 [102 92|5.2|4.2
2 |376/393| 9.6(10.8| 133 74 | —|—|—|—|—|—|14.0 | 27.0| 8.0{31.0{ 9.6 9.6{11.7|13.1] 129 | 140 [104{104(2.6|3.6
3 1398(362| 9.0 8.5( 119 73 |+ | —|+|—|+|—{16.0 | 11.0|12.0| 9.0|10.0{10.0, 9.2{13.0|
4 |438|464(12.0{12.5{ 214 | 110 |—|—|—|—|—|—|32.0 | 26.0{13.0{15.0{10.0{10.1|21.4{17.8| 127 | 132 | 96| 98/3.3|4.2
5 |513(439|13.1|12.4| 102 58 | —|—|—|—{—]—|355 |30.0|17.0|21.5 8.7| 8.5/29.8/{13.7|
6 (457|369(12.5| 9.9| 405 | 192 | — [ — |—|—|+|—|32.4 | 33.0(30.0{15.9 25.024.01 127 | 134 | 92(103(6.4/6.0
7 1394/370(10.710.4| 235 | 256 |+ |—|+|—|—|—|26.0 | 47.0|22.0/35.0| 8.0 8.8/14.5/23
8 (421/430(10.9|10.6| 155 99 | —|—|—|—|—|—[19.0 | 28.0{15.0{25.0|12.8{12.0{12.8/13.6| 127 | 136 | 98/ 96(4.8/4.1
9 1422(324(13.3|10.6f 97 | 122 | — +|—|+|+/36.0 | 33.0 9.212.4]
10 (439|368| 9.8/10.4| 126 | 123 [+ |—|—|—[—|—|51.0 | 44.0|34.0(15.0| 31.0{22.9 138 | 135 [105(101/4.9(5.3
11 [536|484[12.4|12.4| 405 | 229 |— | — |—|—|+]|—|45.0 | 35.527.5/27.5/18.8/12.0) 126 | 128 | 94| 98/3.6(4.8
12 |{370/416/11.3|12.5] 221 94 |+ |—|—|—|—|—|31.5 | 37.0|20.0{29.0 10.9) 9.0{19.3| 136 | 139 (104{117|5.0|5.2
13 |356(399(10.1|11.6| 128 56 |+ |+ |+|—|+|+[15.0 | 5.0{11.0{ 3.0{10.0{10.0{18.5|24.8
14 |400(440| 7.2| 6.8] 46 70 |+ |+ |+]—|4#{+]30.0 | 24.0{16.0{14.0{ 6.0/10.0{ 8.3/10.0
15 |405(434/11.2{10.0] 110 73 |+ |+ | +|—|4|+|24.0 [ 10.0{12.0| 8.0{13.7 9.1{28.3/21.7|
16 [409(446(14.4|18.7| 152 | 141 |+ |+ |—|—|£| £[40.0 | 41.0 27.4| 7.1
17 [295|392| 8.9|10.6/ 98 | 100 |+ |+ | +|—|+|£|101.0 32.0 28.9 112 | 151 | 92(109/5.4/6.2
18 (403[393|11.2{11.3| 112 | 102 | + | — | —|—|+| %|500.0| 35.5 |355.0{39.0 53.3/40.0| 138 | 139 | 99| 97/5.0/5.1
19 |386(408/11.5{11.5| 75 63 |+ |+ |—|—|—|—|28.0 | 34.0{15.0{19.0{10.8/8.9 |29.3/28.8
B : Before A : After
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83.3% (15/18) T#» - 72,
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CLINICAL STUDY ON INTRAVENOUS ADMINISTRATION OF FOSFOMYCIN
FOR INFECTIOUS-DISEASES OF CHILDREN

AKIRA FUKUI, MITSUNORT HAMAWAKI, CHIEKO HINO,
YAsSuUO SHIODA and NoBUO HOSOGI
Department of Pediatrics, Kochi Prefectural Central Hospital

Fosfomycin is a new broad spectrum antibiotic which is produced by strains of Streptomyces and has several
unique characteristics.

Fosfomycin was applied to 19 cases with infectious diseases, such as pneumonia, pneumonia with pleurisy,
purulent pleurisy, lung abscess, angina, purulent meningitis, subdural abscess with purulent meningitis, chronic
cystitis, chronic pyelocystitis, chronic pyelonephritis, subcutaneous abscess, biliary infection with congenital
choledochal cyst, and osteomyelitis.

Fosfomycin was injected intravenously over periods of 5 to 10 minutes, while, one case, operated upon for
osteomyelitis, was treated with local continuous drip infusion.

The results were as follows.

1. Seven of 8 patients with respiratory infection were considered to have a successful outcome, and one was
difficult to be evaluated of combined treatment with other antibiotics. All of 4 patients with meningeal infection
were obtained satisfactory results. '

Three patients with chronic urinary-tract infection, ineffective. Three patients with subcutaneous abscess,
biliary tract infection and osteomyelitis responded satisfactorily.

As the therapeutic result of the 19 patients, “excellent” was obtained in 6 cases, “good” in 9, “fair” in 2,
“unsuccessful” in 1 and “indeterminable” in 1, so that the clinical cure rate was 83.3 % (15/18).

2. The optimum dosage, when administrated intravenouély, was considered to be at least 200~300 mg/kg to
get an excellent outcome.

3. Two patients complained of transient “vascular constriction pain” during injection of fosfomycin, having
a concentration of 100 mg/ml in distilled water, but there was no complaint of 50 mg/ml. No abnormality was
noticed in hematological, biochemical or renal function tests before and after the treatment.

From the facts described above, we may conclude that intravenous administration of fosfomycin is effective in
the treatment of infectious diseases of children caused by gram-positive and gram-negative microorganisms.



