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Seventeen patients with complicated urinary tract infections were administered 4g of fosfomycin
sodium by intravenous drip infusion for 90 min twice a day (morning and evening) for 5 days. The
results were as follows.

1. In 14 patients for whom global clinical assessment based on ¢ Criteria for Drug Efficacy Evaluation
in UTI * was possible, the efficacy was excellent in one, good in 9 and poor in 4, giving an overall
efficacy rate of 719%,.

2. There were no objective adverse reactions in any of the patients, but a rise in transaminase values
thought to be related to the fosfomycin administration was seen in 3 patients. Of these, 2 soon
returned to normal, and the condition could not be followed up in one.

3. After the intravenous infusion, the mean drug concentration in the serum peaked at 222.04-39.0
pgfml, and then decreased rapidly as it was excreted in the urine.
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Table 1. Clinical summary of complicated UTI cases treated with FOM
Case Age Diagnosis UTi Bacteriuria(befor) Bacteriuria{after)
L Pyuria Evaluation
No.  Sex (Complication) group Species Count MIC Species Count MIC
Ch. pyelonephritis o . s _
1 53F (Neurogenic bladder) 3+ Ps.cepacia 10 >100 (=) Excellent
2 13M ?;';ys}:')“s 4  +—— Pr.mirabiis 104 <0.2 Ps.cepacia 10° 5100 Moderate
Ch.cystitis . s .
3 66M (B P H) 1 +-—+4 St.faecalis 10 25.0 (=) Moderate
4 69M B P H post ope. 2  +—# Ps.aeruginosa 10° 0.8 (=) Moderate
5 33M Ch.pyelonephritis 3 R KIebswlIaA 105 >100 (-) Moderate
(renal stone) pneumoniae
Ch.pyelonephritis . Klebsiella & _
6 64Mm (Neurogenic biladder) ! = pneumoniae 10 >100 (=) Moderate
Ch.pyelonephritis _ . a . 3
7 64F (Neurogenic bladder) 3 H— Ps.aeruginosa 10 3.1 Ps.aeruginosa 10 12.5 Poor
g g7m Ch-pyelonephritis 1 f—+ E.coli 0 25.0 Moderate
(Prostatic cancer)
Ch. cystitis Pr.inconstans  10° 1.6
9 72M (P;oZtatic cancer) 6 Ht—Ht Ps.aeruginosa 10° 12.5 Ps.aeruginosa 10° 25.0 Poor
St.faecalis 10°  25.0
10 65M Ch. pyelonephritis 3 +—— Ps.aeruginosa 10° 1.6 Flavobacterium 10° Moderate
(Neurogenic bladder) ) '
. St.epidermidis  10® 12.5 )
11 50m (Cg.gs'_t‘l)tls 5 H—~— Acinetobacter Yeast Iflllj:gi 10° Moderate
louffi 102 25.0
Serratia
Ch. cystitis _,— Serratia 7 marcescens 2
12 34M (Neurogenic biadder) ! + marcescens 10 Yeast like 10 >100° Moderate
fungi
. Pr.vulgalis
Ch.cystitis N . a . 10° >100
13 68Mm (Bladder cancer) 4  HW—th Pr.vulgaris 10 12.5 Klebsiella . 100 >100 Poor
pneumoniae
14 74 Checystitis 1 +—+ Ps.cepacia 10° 100 Pr.morganii 10°  25.0 Poor

(bladder cancer)
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Table 2. Overall clinical efficacy of FOM in complicated UTI

Bacter i Pyuria Cleared Decreased Unchanged bEafcftIZ?Tgr ic;n
Efiminated l 1 l 1 4 6 (43%)
Decreased 1 1 (7%)
Replaced 3 1 4 (29%)
Unchanged 1 2 3 @%)
Effi

pyoria | BUW%) | 1% | 7(60%) | 14
[C—— Excetlent 1 (7%)

:] Moderate 9

(64%)

4 (29%)

Overall effective rate

10/14

71 %
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Table 3. Overall clinical efficacy of FOM classified by type of infection
Group ?aos'eosf Excellent Moderate Poor ;fzr:t”iveness
Ist group (Catheter indweit) 5 0 4 1 80 %
Single 2nd group - (Post prostatectomy) 1 0 1 0 100 %
infec- 3rd group (Upper UTI) 4 1 2 1 75 %
tion 4th group (Lower UT!) 2 0 1 1 50 %
Sub total 12 1 8 3 77 %
5th group (Catheter indwelt) 1 0 1 0 100 %
Mixed
infec- 6th group (Nocatheter indwelt) 1 0 0 1 0%
tion
Sub totai 2 0 1 1 0%
Total 14 1 9 4 1%
L. BREER BIEHTH -T2,
FREEZDS B, 39°C 01k 37°C HD1 5. MIBEREMZIR (Table 4~6)
BISTEL 37°C B0 2B RETH -T2, HED 1 E. coli, Klebsiella, Ps. cepacia, Pr. mirabilis, Pr.
BInspEae L, HERBEO 2 B Mk L. inconsians, Acinetobacter loyffi, Strep. faecalis, Staphy.

2. BRI 2R (Table 2)

BROERT 641 43%), BEH 14 (7 %),
RETH (50%) ThH-1z.

3. MBI 5305E (Table 2)

HIEROMEEZ 641 (43%), =151 (7%),
BZR4F] (29%), FE3H (21%) Th-ic.

4. BREHIFEZNE (Table 2, 3)

ZEH1G (79%), BB (64%), Msh4 41 (29
%) TEHMRI NS TH-72. UTI BRlicsr s &,
18 (W5 —7 VEBERD 256105 5EE 44,
ENLBITH -T2, 1883, #5—F VA EPIRRREN
CHEBEU. 28 FSLBERRE O 15Es
ThHot. 38 (ZOMOLHRBEBAE) ©44C
I, BRI, B2, mEiEl, 48 (oo
THREEI 20T, A1 6, ®P1ET
botz. BEBII2HT, 205b58 (y5—7
LEBERER) ©1HI3ES), 68 GEEBEN o1

epidermidis T X A DT 2 HEEL, Ps. aeruginosa

Table 4. Bacteriological response to FOM in
complicated UTI

Isolated No. of strains Eradicated Persisted
Ps. cepacia 2 2 0
Ps, aeruginosa 4 2 2
Pr. mirabilis 1 1 0
Pr. inconstans 1 1 0
Pr, vulgaris 1 [} 1
Klebsilla

pneumoniae 2 2 0
E. coli 1 1 0
Seratia

marcescens i 0 1
Acinetobacter

louffi 1 ! 0
Strept, faecalis 2 2 0
Staphy.

epidermidis L ! 0

17 13 4

Persisted:regardless of bacteria! count
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kA0 4P 2 HIEEE,  Pr. vulgaris, Serratia
marcescens [k % d D YRELT.. BEHERERX 6% T
doiz. &z, WEBR>THIALVIZME I P
cepacia 1 1), Flavobacterium 1 5, Yeast like fungi 2
B, Klebsiella 1, Pr. morganii 1| Ch-1z. Td
g% MIC &+ 5e, MIC 100 pg/ml BLE®
Ps. cepacia & Klebsiella wwEZIcH Yy, 0.39pg/ml O
Serratia {ART bolor &3, EFRIRSHE 1%
FHRCIMEE LN SO d A bz (Table 6),

=l 13 H
BWERIZREES 2 &) I 16flic oV TRRET U1z,

Table 5. Strains appearing after FOM treated
in complicated UTI

Isolated No. of strains

Ps. cepacia 1

Pr. morganii 1

Kiebsiella 1
pneumoniae

Flavobacterium 1

Yeast like 2
fungi

Strains:regardless of bacterial count

Table 6. Relation between MIC and bacteriological response in FOM treatment

MIC (ug/m8) Inoculum size 10°cells/mé

Isolates Total
0.2 0.39 0.78 1.56 3.12 6.25 12.5 25 50 100 >100

Ps .cepacia 2/2 2/2
Ps .aeruginosa /1 1/1 0/1 0/1 2/4
Pr .mirabilis 1/1 1/1
Pr .inconstans 1/1 1/1
Pr .vulgaris 0/1 0/1
Klebsiella pneumoniae 2/2 2/2
E .coli 1/i 1/1
Serratia marcescens 0/1 0/1
Acinetobacter louffi 1/1 1/1
Str .faecalis 2/2 2/2
Sta .epidermidis 1/1 1/1

1. BREER

£HE AN 2 DO LBEONAEROF AT
Moz,

2. BHEEMCERE (Table 7)

GOT, GPT OoZE @ 4HhicsHbnizds, 261 OF
Bl28X0512) XBEOLET, 205 LiEFI121312
A% K HEHDOL NVvET TRLUIZC EXBRS
N, FER 2 WEEFEE R Lish -1z, EHl4E, S
B TR ER RS 5 REEA 2 AT,
2% GOT 193U, GPT 153U & v¥—2icsE
U, ZO%TEHL S BEZIIIFIEREIZS E T
OB, BEIBBEERICY =7 v yESEZT, #®
BRTHEITZS 5T 5-FU OBGEEE 2237005,
BERCHRREE SN, EHISZFEBOIIDER
#T e GOT 139U, GPT 63U LEET H-
7203, #54 GOT 525U, GPT 224U radick

No, of strains eradicated / No. of strains isolated

BU, 23 2L 25EBOOETLIZE DT FOM
L OB S H TRV, —F, ER 43R5
B otz GOT, GPT B TRICE ERE Ws-T
Wiz, BB 6 X EART S E» -7 BUN, s L7
U RTRIIZ PP THUTE Y, thiz FOM
BEHRACERERVPUE LY EBbhA. 2
DOBREREITII AR & OBEEERRT 5 X 5 2{E
OEFII S -T2,

m H R E

5 PIIC DN T R TROMARE ZEE L. 8
EEO P BAERER, RTHESY 22204390
pgfml, 1EEIE: 83.0431.9 pg/ml, 2 EfEH 52.6:+
22.6 pgiml, 4% 30.6£18.9 ug/ml, 6 RFRILR
10.6+4.4 pg/ml Ch -7z (Table 8, Fig. 1), F1z,
Z OHEIEEEFIT one-compartment model %3 U
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Table 7. Laboratory data following treatment with FOM
Case RBC Hb Ht WBC Plat GOT GPT ALP BUN Creat Na K Cl
2% 10%/m> g/dl % /mm® 10%m® u  u  KAU nmg/dl mg/dl mEq/| mEa/l mEg/l
1 340 = 10.5 81.2 4600 29.9 28 23 6.0 18.6 0.9 145 3.4 109
346 10.9 381.7 3900 55.1 24 15 6.1 10.7 0.8 138 4.8 102
2 475 14.4 44.0 9600 28.7 4 28 10.1 9.1 1.16 144 4.2 109
470 14.0 44.5 8700 70 54 10.4 16.0 1.02 144
3 473 14.8 44.3 7300 24.8 33 2 6.8 8.6 1.01 142 3.8 106
470 14.5 44.0 7000 25.0 39 28 4.7 10.3 1.05 142 3.9 106
4 461 15.0 44.9 19600 14.0 69 92 8.7 11.6 0.97 146 4.1 110
409 13.0 38.4 4000 21.3 30 15 4.5 11.0 1.25 144 3.6 3!
5 503 14.8 15.5 8200 35.5 19 18 7.3 12.8 0.80 143 4.0 100
508 15.4 45.9 4600 32.8 24 25 6.0 11.2 0.88 142 4.1 10
6 363 11.4 33.7 3200 13.3 30 18 10.3 49.3 2.54 143 4.7 it
370 11.2 33.5 3500 13.5 33 22 12.2 271.3 2.10 141 3.9 106
7 335 9.4 29.1 4400 41.6 35 26 7.5 8.3 1.1t 144 4.5 11
348 10.1 81.0 3400 32.9 36 24 7.0 7.5 1.45 145 4.0 108
8 337 10.8 34.9 9100 27.% 17 10 7.7 15.2 (.63 136 3.4 100
340 10.1 23.5 8800 15 8 6.2 13.0 0.62 137 3.5 101
9 407 13.3 38.7 7100 22 9 10.0 t0.2 0.72 141 3.3 107
432 13.8 40.8 7600 19 9 18.1 13.1 0.68 138 3.4 104
10 381 11.0 34.0 7600 24.2 47 31 12.5 30.9 1.50 138 4.2 109
370 1.1 32.8 6100 2441 45 28 111 20,0 1.34 4 4.0 104
" 487 13.0 39.0 9300 25.5 26 19 9.9 12.0 0.94 148 4.5 110
476 12.6 40.1 9200 23.7 29 22 7.1 8.1 141 4.2 105
12 423 12.6 37.2 4600 28.1 30 37 14.1 8.3 1.17 141 4.0 103
41 13.2 38.9 5500 44 52 19.2 10.2 1.03 141 3.9 101
13 351 11.1 34.3 4800 22.7 139 63 25.9 0.98 122 5.1 90
525 224
M 11.3 33.6 5000 24 1 5.5 14.2 1.18 145 4.3 110
14 335 11.0 33.7 5200 37 23 5.7 10.0 0.88 144 4.2 109
(193) (158)
15 445 14.2 43.9 6400 23.8 45 38 9.3 28.4 2.05 150 5.0 109
462 14.3 44.3 7000 25.7 30 23 6.6 16.7 1.38 144 4.2 105
16 317 9.4 28.6 12000 44.8 2 13 7.4 14.9 1.08 145 4.7 108
336 10.1 30.4 8300 34.3 21 13 19.7  1.45 143 3.6 106
¥ Befor

After

. two weeks later
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Table 8. Serum levels of FOM after intravenous drip infusion of 4 g for 1.5 hr

Conime 0o * 1 2 4 6 hours
9 160 60 46 22 1 ug/nl
1 220 120 76 45 15 Hg/ml
12 220 80 45 18 9 g /md
13 260 45 22 12 4 g /nd
17 250 110 74 56 14 Hg /b
Mean+S.D, 222.0 +39.0 83.0431.9 52.6422.6 30.6%18.9 10.6+4.4 pg/md

%k Time at which the infusion was terminated.

BIFMEN R B TR, AR L1
+-0.33 hr, B E M EE 198.814£45.01 ug/ml, 1
AEETERE 480.68.87.05 (ug/ml)hr 72 & D para-
meters HIEH x4 (Table 9), Fig. 1 [RUN Bin

drip
infusion

2501

200

(ng/m2)

150

Serum L.evel

50

2 4 6 8 hr
Serum level of FOM in human after
intravenous drip infusion of 4 g for 1.5
hr. These data are represented mean
+S.D. (n=5) and theoretical curve.

Fig. 1

Table 9. Pharmacokinetic parameters of FOM
intravenous drip
infusion of 4 g for 1.5 hr

in human after

case el vd Ty Cmax Clg  AUC
trl L /man hr Hg /ml U/hreman (ug/m8)-hr

9 0.5094 21.07 1.36 133.11 10.70  373.74

" 0.4924 13.21 1.41 214.09 6.50 614.94

12 0.7115 12.35 0.97 199.10  8.79  455.21

13 1.1540 7.38 0.60 257.77 8.51  469.86

17 0.5814 . 14.05 1.19 187.97 8.17  489.67

mean 0.6897 13.60 1.1 198.81 8.53  480.68
+S.0. £0.2735 +4.89 +0.33 +45.01 *1.50 87.05
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