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ANEHEBR I 81T 5 Fosfomycin calcium o FH#RE

WoE R OR-A B &M
i 75 5 )1 e 4

F L & (=

FH WA Fosfomycin (LA F, FOM, CEPA #) 3,
BRIBERPFOLBRIEENA T, REYOMEE
AREMEEL, REMCERATI LEbhd, FTERN
NSO THREEARL, LA, B, MK, Tofl
AR LT ERENEV M T, ERESE CHE
DHVCRIBE TN UTHEE A&, in vitro © CBPC
D415, »> GM X BEUIEL, BEHERLOME
EIEA LB, tEbhd, HELHUFTHLY, BK
BROBEYE, ETORFN TR0 THRET 5,

Table 1.

L 1) BESHE#EICHMTS MIC 0T, SLU#H
BHO L& (Table 1)

WRFERL IUHER

WEEH AT E 2 b MERAFhC2H U IR S HE
B 168 BRic o\ T FOM, ABPC, CEX i3 5% RB*%
PERWE Lo FOM iZhrt<A Y VIRREERL
fohius (Difco « Nutrient Ager V%), ¥ 7= AB-
PC, CEX 13 HAR(LEREF SRR Lich (Difco
@ Nutrient Agar #f\+5%), 7 ABPC, CEX iz H
AR AEREERC Lich vy, ThZhOoRIDRE

Comparative study of susceptibility to FOM, AB-PC and CEX,
for clincally isolated strains.

ug/ml
Strains <0.19/ 0.39 | 0.78 | 1.56 | 3.12 | 6.25 | 1.25 | 25 50 |100<| Total
Drugs
1 1 3 2 1 8
Staph. albus o N 1 2 8
(8 strains) CEX 2 4 1 1 8
FOM 1 7 6 10 8 32
Staph. aureus ABPC 7 7 6 4 5 1 1 1 32
(32 strains) CEX 1 9 15 6 1 32
FOM 2 1 1 5 2 4 15
B-Strept. . ABPC 14 1 15
(15 strains) CEX 15 2 15
E coli FOM 4 1| 35 6 1 47
-G . ABPC 1 8 11 14 7 1 2 44
(47 strains) CEX 5 24 16 2 47
Pseudomonas AI;(}))B(/:I % 12 4 2 1(23 %g
(19 strains) CEX 1 1 17 19
Proteus mirabilis AI;;%I% g é 1 4 1 3 2 %g
(13 strains) CEX 1 1 5 1 1 9
Proteus vulgaris A%%hg 1 1 1 1 2 g
(3 strains) CEX 1 2 3
Enterococc. A%?)Ig 4 i g é ! 2 ? ig
(10 strains) CEX 2 2 1 1 4 10
Enterobact. FOM 1 2 2 1 5 10
: ABPC 1 9 10
(10 strains) CEX 3 7 10
Kiebsiella S T R A S N -
(11 strains) CEX 6| 5 11

Total : 168 strains
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PRILEEEY BIE U Staph. aureus 209P. J-C 1,
E.coli J-C 2 &b+ % FOM o MIC iz +hFh 12.5,
6.25ug/ml THh-o o 168 ¥kth, W7 HIX 32 #T,
FOM o MIC i3, 6.25ug/ml % ¥ — 712 1.56~12.5ug
/ ml ORficsEFT %, il L7 AB-PC, CEX Tix, %
hEh <0.19~6.25ug/ml, L% 1.56 ¥ — 7 &
5 0.78~3.12 [OEFRFHERR LR, ZORESE
CES RN DT, FOM (38 2 Hioah FuseE, K
W% %o '

WEKIBE 47 BkTix, 35 B (82%) A% 6.25ug/ml
THEBEMIEEh, 12.5ug/ml LEX7#HTHS. BRE
B 19 Bk 13 #Rix 6.25ug/ml LIFT, BHE 16 #
(P. vulg. 3) b 15 #pt 3.12ug/ml CREMIE X h
oo TOBETEBRMETS EEBbRS,

R, SR DEEIRSBERIT 29 #£T5 bbbt
1% Table 2 DX EHTHB, 20>, HETHIX 14

FOM D% H# L, Table 3 iRk Lo BB 32 #
LRABOEAEED I,

I 2) meimg (Fig. 1)

BN TIT i Tc 4Bl BE R Lic, 15, 2
FRRME 30\ Tl 3 BIFIS D 2 f5% B % 6.0ug/ml %
7R Licd, Pro kiloft 5 BANC X 2EAZE, ~FYF0D
FEER 2%, IHLEKRFNEYET S,

II. ESEER#K (Table 4)

BEEID 5 B, Tabled DB HTHD, BE
B, RS, BK2E%% Table 5 1R Lo

BEBIT, RAGILE 28, F4xFEAELER, B
IB2EE, ZDOFXDOH - ERAD 8 Flicsy 3 (iRt
100mg, &, &, % 500mg) DHHEEHAAI,

FL%h BB TiX 75~100mg/kg/day (J1{fi) % dry syrup
LLTH4THE5E L (EM No. 8, 18, 20, 23, 29,
30, 31, 34 DFH8MTH %)

BT, “hbizowt, CER, CEX, AB-PC, KM L BEAR¥:
Table 2 Susceptibility of isolated strains to FOM in surgical ward (ug/ml)
sljl?;ligfs <0.19| 0.39 0.78 1.56 3.12 6.25 12.5 25 50 100<
Staph. aur. 14 1 3 5 5
Staph. alb. 1 1
a-Strept. 2 1 1
B-Strept. 1 1
E. coli 1 1
Enterobact. 1 1 .
Enterococc. 2 1
Pseudomonas 5 1 1 2 1
Citrobacter 1 1
Klebsiella 1 1
Total 29

Staph. aureus 209P JC-1 12.5ug/ml
E. coli JC-2 6.25ug/ml

Table 3 Cross resistance (Staph. aur. 14 strains) isolated from surgical foci

CER CEX

ABPC KM
100<
% 1 1
25
12.5 :
6.25 4
3.12 3 111
1.56 2(6[2 111/1
0.78 1 3 1
0.39 3
0.19 1 2/3]5 1 1 2] |3
SREESK., | | 22EETE. | A5EES4, o | 28EEI&L
ﬁoov—cmoc\xo'i ﬁoo-—cmwﬁ%§ ﬁooﬂmwﬁgg add%«idc\;og
Fosfomycin pg/ml  Staph. aureus 209PJC-1=12.5 ug/ml
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Fig. 1 Serum concentration after oral
use of 500mg of FOM-Ca

pg/ml
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Table 4 Clinical cases treated with
fosfomycin

Infection in subcutaneous soft tissue 12

Panaritium 6

‘ Abscess 5
Furuncle 1
Acute mastitis 4
Acute lymphadenitis 8
Phlebitis 1
Infected atheroma 3
Bite wound 1
Periproctal abscess 4
Burn 1
Pyothorax 1
Total 35

4B 16 fl, (B5BAMAE 1~ 3 Bichich T,
B CcHIE L 1 fleats)
7HLA: 76, 8~13H : 84,

14~20H : 36, 4BHE1HITH%,

¥, 35 @4, 23 I YIRS OMRHLE R HEH Lico

H ] ¥ =

s 15 @ AAR{LEEEYS, YRS Y A4, (LER
R RED SeEY S0 ERBRPE Lo NG L
LTiE, WhW o RIERREYE, JURE, V v lRES
THotcht, B—mEXf LB -7cDT, ke DHLUE
X oteo

1) %% (Excellent)

i) RFFTRAEE CEHRILE - TRy, S5
MEYEXT, 3~5HCEEEROHERD D, 7T~8H

THRREAGE D Do
i) FLRRZE, v vlREK, &, OBEERREEND
b, i) LABREDCEKIER DS, YBHARL, i

AX, FEFIRAFLEI ML Dhicy’, EFEMAZ, X

DERHETHY, T~8HT, HBEERIA DD, |

2) A%y (Good)

i) 1: I)BEERTRVEECTRINFABELER
f/ﬁﬁ L']'C.i-) Do

i) 1: 1)EEFEABLEfTibh, ThicfHT
UCHIEERDSEECEBL 7~8 B T2

iii) 1: i) XS LABAETicbh, T~88 TH
R LR D Do

3) &F (nil) WhbWw3, PLERHLTF, Tk
B, XEEAETEL SO,

4) 7B (unknown) fEETOMEE, Tirbb; HH
PR, SOHE, SXAARCEHE L0, $IOEER
ﬁféﬁq:'lb LTC.% Do 7

FEGI#R4E (Table 5) .

#EF 5, 9, 12, 15, 16, 17, 26, 32, 13%E%) (Exc-
ellent) U IBTRWEAN LB, HWEK
HafThsbhicdhotcZ EEXMK L, HESY 1BET
Wico FEG 26 (LREHFI T, RIEFTREW TH - 1odd,
7 HR FOM $5.C, JGEfkilk L, S7 At
B 2T o Tco NADMIBREMGE, HigtkT, F
A EAE LR L,

FEG] 32 VIR R £ 7 o 2T ERRE 61 T B % 2 YIBEE
48 B BB NS & A & K Lo

FEG) 34 1%, RER 30% hD5 I~ EOH
B T % #5417 HRE ABPC, MCIPC &%) 100mg/kg
{#F#% Débridement %1T7c\s, F£D#H 10 B%i?f 19
HE &, 2EEpdEfiE ot 5 10E, MHEM
H3HANIBIFCHoTh, F—E¥OBHE»L CL,
GM, CBPC &3#: 0 Pseudomonas % #ili U %o FOM
1,200mg (fff) % %O CB-PC 1,000mg (4 11kg)
BOE Lo 2388 Pseudomonas HRE L L 5 i &
hich, HERIERIIL, itk 33 HiBBE Lico AFITIX,
f#fAR GOT 40, GPT 38, fEA#EhLh 50, 33, Al
I/ RS 34.7X104, %%, 39.5 L AEFEIN L o7,

fEF 35 1%, FHEIRE, #IBRAITH S,

WEhie T FOM-Na 1g 1 H 3[E (5 3g/1H) % 3.5
AR 1%, £4&MBML7c b, CB-PC 6.0, GM 80mg
Y vFe v 6 HREC&hie, Frvir—oo B THE
TR Uico ERtEE, A TIME M RREERE, 3
X0 Se iz, BROFERL - EBbh 0% AME
b bo MIEBERNCT, BBiKKE B 5EERT
Bbo P, Vv S VRTRRKEL, BRFTRIRZL
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Table 5 Summary of clinical investigations
Case Diagnosis Dosege (g)
Complication or - Isolated organisms
No. Name]Age1 Sex (underlying dis.) Daily [P%%2" | Total | pe-G [aB-PC
1|S.A.{ 26| &8 | Panaritium 2 3 6 | G.n. Citrobact. 50 -+
a-Strept. + +
2 |H. T.| 47 | 5 | Panaritium (D.M) 2 4 8 | Staph. aur. 12.5 + +
3(S.K.| 27 | 8 | Panaritium 2 4 8 | Staph. aur. 12.5 | + +
4 |Y.K.| 27| & " 2 4 8 | Staph. aur. 6.25 | — —
5M.S. 40| & n ¢. Lymphangitis 2 4 8
6|T.1./58]| 3 n ¢. Osteomyelitis 3 6 18 | G. posi. diplo. + +
7 IM.N.|[ 16 | 8 | Abscess on It. neck 2 4 8 | Staph. aur. 6.25| + +
*8 [R.S.| 9| ¢ | Abscess on gluteal 1 4 4 | Staph. aur. 6.25 | — —
region
9 |E.K.| 35| ¢ | Post ope. wound supp. 2 3 6
10 |H. S.| 67 | & non (D.M) 2 9 18 | Enterococc. 0.39| + +
11 |{H. A.| 58 | 5 | Furuncle on face 2 4 8 | Pseudomonas <100
12 |H.M.| 26 | ¢ | Abscess on old scar 2 8 16
13 [T.M.| 22 | ¢ | Acute mastitis 2 4 8
14 |K. S.| 37 | ¢ | Acute supp. mastitis 2 7 14 | Proteus. mir. 1.56 —_
15|Y.N.| 28 | ¢ | Acute mastitis 2 4 8
16 [S.N.| 24| ¢ " 2 8 16
17 |K. T.| 17 | & | Aucte lymphadenitis 2 7 14
*18 IN. N.[{3M| ¢ | Acute supp. lymphade- | 0.45 4| 1.8 | Staph. aur. 6.25 | — —
nitis
19 M. Y.[39] ¢ " 2 4 8
*20 [T.M.| 3] ¢ " 1.3 15|19.5|"
21 IN.H.| 43 | @ | Lymphadenitis 2 8 16
22 M. T.| 22| ¢ “n 2| 11| 22
*23 |[H.H.| 3| ¢ " 1.5 8 12 | G. posi. diplo.
24 |[K.M.[ 30| 2 " 2 19 38
25 [M.M.| 75 | ¢ | Phlebitis 2 12 24 | Staph. aur. >0.19] — —
26 |Y.K.| 27 | 8 | Infected atheroma 2 7 14
27 |[K.N.| 49| 3 " 2 7 14 | Staph. aur. + +
28 IN.H.| 25| ¢ " 2 3 6
*29 IT.N.| 1.9 8 | Bite wound 0.4 4| 1.6
*30 IM.N.| 23 | & | Periproctal abscess 0.3 4| 1.2
day|
*31 |[K. S.|2M| 3 " 0.6 8 | 4.8 | Enterococc. +
32(Y.S.] 27| 2 " 2 7 14 | anaerobic. G.n.B. —
G posi. B & G posi.diplo.
33|A.Y.|44 | ¢ " 2 7 14 | Staph. aur. 6.25 | — —
*34 |T. 1.1.100 @ | Burn (II~III°) on 30% | 1.2 14 | 16.8 | Enterococc
of body surface Kleb., Pseudomonas
35 [T.S.| 22| 8 | Pyothorax 2 28 56

* treated with FOM dry syrup.
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on 35 cases treated with FOM.

Susceptibility to various antibiotics
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4R 16 B, (BHBAE%E 1 B~3 HbADT
<, Mk, AmEERSFELo2H >, FOM 2g,
& 4, 2BAREE, KHLYY L FVHRREREEL,
FOBBERNIFIE Lico AR TEDH 3 7 ARBES
THHNR, FROKL, i, BIRRERSEL T &
e, MW &3, EFREEATHS. HFGHE, B
IO, HIEYHRHECERh okl ELHEREE L

=3 & &

1) FOM -chngElic, B TFEGEREMREEE 12, S
LS 4, Atky vk 8, BRE 1, REHE 3
Ric kW45 1, ILFEES 4, LmAERE 1, B 1,
5t 35 ok, BB E LI, 35 Fid 27 6
(77%) HEHEHEI R,

2) EEHEIECRT S MIC %, 6.25ug/mliy—2
. 1.56~12.5ug/ml TH 7o ABPC, CEX, KM &
RREBIERTH 1o

KB Uik 82% #% 6.25ug/ml W CRFMR L
Ihic BIBE, BHECH L TIHRE®DRL, &b
CBRHEET D,

3) FOM #t5 2~3H B THix Fizxic 1 flxik &4
BT REEWERIZBD LMoo
4) MFEOBACIAPRECOE, IHLHEFE
D,
'8 ik
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PRELIMINARY CLINICAL TRIALS WITH FOSFOMYCIN-CALCIUM

YosuiNarl Yamapa and Tosuiakr Saito

Surgery, Kawasaki City Hospital, Kawasaki City, Kanagawa, Japan

Fosfomycin-calcium (FOM-Ca) is a new broad spectrum antibiotic providing many unique and novel
characteristics, bactericidal action by virtue of interferrence with bacterial cell wall synthesis. Our
attention was focussed on the reports, concerned with its antimicrobial activities in vitro with various

drug resistant microorganisms.

This study was designed for the reason to evaluate the efficacy of

FOM-Ca in vitro, and to get further informations on the clinical utilization in surgery.

Brief summaries will be given as follows.

1. Average levels of FOM-Ca in plasma in 4 healthy volunteers after oral administration of a

single dose of 500 mg of FOM-Ca, are shown in Fig. 1.

Peak drug concentration of 6.0 pg/ml was

achieved in 1 case, in other 3 cases 2.9~3.2 ug/ml were observed.
2. The in vitro activity of FOM-Ca against 168 strains isolated from clinical materials were studied
to make comparison with CER, CEX, ABPC and KM. Results were shown in Tables 1, 2 and 3.

1) For 32 strains of Staph. aureus, MICs ranged <0.19~12.5 pg/ml of FOM-Ca.

It seems to be

respective result, that 24 out of 32 (756%) strains were inhibited the growth by lower concentration
than 6.25 ug/ml, but the effectiveness of FOM-Ca disclosed somewhat inferior to other drugs.

2) For E. coli it is to be highly effective.
less than 6.25 ug/ml.

Forty out of 47 (85%) were inhibited with MICs of

3) For Pseudomonas : 13 out of 19 (68.2) were inhibited with MICs less than 6.25 ug/ml.

3. Thirty-five patients were treated with FOM-Ca.

A summary is shown in Table 5. Twelve

were subcutaneous infections, 4 acute mastitis, 8 acute lymphadenitis, 4 periproctal abscess, 3 infected
atheroma, and the rests were a case of thrombophlebitis, a bite wound, a burn wound with more
than 30% of body surface, and a panempyema of left pleural cavity. In this series, 23 patients were
underwent minor surgical treatment.

Conclusion : Although there are many difficulties to give a distinct or decisive evaluation on therap-
eutic of antibiotics in a variety of disease, we classified the clinical responses into excellent,
good, poor, effect nil, and unknown. Twenty-seven of 35 patients responded “good” to FOM-Ca therapy.



