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Clinical studies were performed on combination chemotherapy with Fosfomycin and
Dibekacin. Sixteen patients with complicated urinary tract infections were treated with a
combination of Fosfomycin (4g/day, d.i.v.)and Dibekacin (200 mg/day, i.m.) for 5 days;and,
15 of them were clinically evaluated by criteria of UTI committee. The clinical effects
proved excellent in 3 patients, good in 8 patients, and poor in 4 patients overall effective
rate was 73.3%. Out of 19 strains isolated from the patients, 12 strains disappeared after
the therapy. No side effect was observed in 16 cases.

Clinical use of the combination chemotherapy with Fosfomycin and Dibekacin was thought
to be effective and safe for patients with complicated urinary tract infections, because the
combination acts not only synergistically, but also because Fosfomycin acts to protect

against the nephrotoxicity induced by Dibekacin.
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1) BRIRZHR

LfEFE Table 1 ZiRL 7, EHEEETELCH
TIIES 26, B2 ICE 2 TH -1z, &
BURBRIAB THD - TS IEC X DR Fo. EHEE
RS 9 BITIREL 161, BH 5 H, EH3FITH-
7.

RIRE X OMBERC T 5588 % Table 2 &R
L7, BReBALCEFH/LS 61, W4 561, T 545
THY, HEFCOWIEEL s, Wb 26, &
ZTRIEABLOCTELGCh »Tc. BRIEEROHK
BILd LSO ERIEIEY 3 W, FR8 s
fesh 4 GICHBHEIS. 3B TH -1

UTI BB BEREEIR A e+ &, BEK
HEE 1B CEERD 2 B, HR 7 B ER 2 Bl CHERR
81.8%, BEEEYE4 GICIZEL 1 H, H1 6, 4%
% 2 BICHERYES0. 0% TH ~7a. HF—-F L LERE4S
FDAEDEL50. 0%t LT, IEEER M CIIEY
81. 8% %187z (Table 3).
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WEERITOBER X 0 SIS -MERI0%T, o

577 AEHEEIIRTH -, BECISHEDO
HER LB & Ps. aeruginosa 9 ek 3 B O, 68k
TR LIS, 055 3RO HE 103/ml %k B
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DB 8 BRI COER L. Wi 1 Blic i s
. Ps. cepacia & St. epidermidis 70> Ps. aeruginosa -~
EZR LTz (Table 4).

3) EifrH

BEAERC B LR 2 ke - fe SERI11 & 12—
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1. FOM & DKB #tfic X 2 HI%ER

MEWEOHAHR * HEN I R T HEELLT
Fractional Inhibitory Conentration Index (LIF
FIC index &#§3) 23h 0, WEHEK TS EMD
MIC LHHRIC &% MIC #ROEFHETHHETHS.
FOM + DKB offfaRo#0r FIC index=
MIC (FOM, combination)/MIC (FOM, single)
+MIC (DKB, combination )/MIC (DKB, single)
T, FOPHfE FIC index 723 0.5 L%
TFofEo & & HREAL b &HESh, 0.5 1
TRFHECUETIER & E L b Tw5. {(WEYR
BRI DWW I B I T Ps. aeruginosa TAM
1,007 @ FIC index=0.65/2004-0.39/6. 25=0. 066,
Proteus mirabilis J-0060 TiX FIC index=12.5/
100+3. 13/12. 5=0. 875, St. qureus N—0031 ¥ FIC
index=12. 5/1004-0. 78/3. 13=0.375 L\ ~3Fh 0.5
PUF CHEESRSRD bR T LB,

EEN~y A Y SES Pr. mirabilis J-0060 55
Wi Ps. aeruginosa TAH 1007 c#E# 1, FOM &
DKB oft A% EDS0 % #5458 & LCHEL
FOM & DKB R eR0 5 &£ &bz, FOM
i DKB B ft53 % HiECORR O REN S
Lhic L& S hie?.

2) P X5 DKB OBEMEERIC DT

Morin® 35 » P& B\ BB T DKB oF
MEEIIRMEMRES 1 Y V- s EOBEY L 253
CEEARNRD & LS, FOM CERNEEICRES
hoz E&xRFELE.

HEP B S » biz DKB 40 mg/kg % one
shot injection #5935 L BEEENA U & L X HER
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Table 1. Clinical summary of complicated U.T.I. cases treated with
combination of FOM and DKB
Ho.Age Sex der?;;?ag“zgf. dition)  oroun’ (anue;ag?; Bacteriuria ** Pyuria Evaluation Side effect
13 F  ¢.c.p. 263 .4 .. E.coli 10°  +++  Excellent -
(Ureteral calculus) Mo growth ~
2 72 M. C.CP. 6-3 5 Ps.aeruginosa 107 4 Moderate -
(BPH) Ps.aeruginosa 100 T -
3 80 M c.C.P. G-3 4 Ps_aeruginosa 10° 4. Moderate -
(Bladder tumor) Ps.aeruginosa 103 -
4 55 F  C.C.P. 6-3 6 - ++4 - Drop out -
(Ureteral calculus) - +i+
5 63 M C.C.P. G-6 5 E.coli
(Prostatic cancer) a-streptococcus 10° + Excellent -
No growth -
6 73 M C.C.P. 6-5 6 Ps.aeruginosa 10° e Poor -
(Bil.ureterostomies) Klebsiella sp.
Ps.aeruginosa 10° ;:‘Q“
779 M C.C.P. G-6 5 Ps.cepacia 104 e Moderate -
(BPH) St.epidermidis
Ps.aeruginosa 108+
8 700 M c.c.c. G-1 6 St.epidermidis 105 444 Moderate -
(Bladder tumor) No growth et
9 68 M  C.C.C. G-1 7 Ps.aeruginosa 10° 44+ Moderate -
(BPH) No growth e
10 69 M c.c.c. G-4 5 Citrobactor freundii 10° 444 Moderate -
(Bladder tumor} No growth jranes
1T 68 M €.C.C. G-4 5 Ps.aeruginosa 10° ae Moderate Transaminase
; elevated slightly
(BPH) No growth ++
12 69 M c.c.c. G-4 6 Ps.aeruginosa 105 g4t Poor Transaminase
elevated slightly
(B.N.C.*} Ps.aeruginosa 10 &+
1378 M c.c.C. G-4 4 Ps.zeruginosa 105 4+ Poor -
(BPH) Ps.aeruginosa 105 4y
14 80 M c.c.c. G-4 7 Ps.aeruginosa 105 44 Excellent -
(B.N.C.*) No growth =
15 69 M  C.C.C. G-4 3 St.epidermidis 104 444 Moderate -
(BPH) No growth ¥
16 74 M C.C.C. 6-5 6 Ps.aeruginosa 105 &4 Paar -
{BPH) St.faecalis
Ps.aeruginosa 10° 44+
St.faecalis
B.N.C.*: Bladder neck contraction. s+, _Before treatment

U7#, DKB By b3, DKB »} FOM 320 mg/
kg DHTR BONC AL B BHC oW T BB, RE
N-acetyl-S-glucosaminidase, R Lz #l g, R
LDH, JFF LAP, ffiifh BUN oo\ Tl L
7o. DKB B SRR ELB R L S
2~20f% EF L, &< fiifaEpEko LDH 1120
frOBIE S, BERRECIL AR & AR O
ot £ X b, FOM 7% DKB OBEEMEOEMK
BHGITERCEBBRER I L TChE o lEL

After treatment

bi, SHLICHEBEGEFENC L oz EMETEXh
DKB By 53 & b i 7 IR b s A e i
B, BEL G R BERRETIRBRE, E -7l
BB - T EBRNC B,

Inoue® |z DKB 0N, iz % FOM o
&% *H-DKB (300 mg/kg) & FOM (120mg/kg)
YAOCTHRH LTS, BEEYETS5 . Mg 3H-
DKB ##51, FOM #PfHLAFHEIHA LS
FECoOMAPE Lo B0 DKB oL ks
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Table 2. Owverall clinical efficacy of combination of FOM and DKB
in complicated U.T.I.
Pyuria Efficacy on
Cleared Decreased Unchanged o
Bacteriuria bacteriuria
Eliminated 3 | 2 8 (53.3 %)
Decreased 2 2 (13.3 %)
Replaced 1 (6.7%)
Unchanged 3 4 (26.6 %)
Case Total
Efficacy on pyuria 5 (33.3 %) 5 (33.3 %) 5 (33.3 %) 15
@ Excellent 3 (20.0 %)
Overall effectiveness rate
|:| Moderate 8 (53.3 %)
11/15 (73.3 %)
] Poor(or Failed) 4 (26.7 %)

gx / day, 5days treatment

Table 3. Ovwerall clincal efficacy of combination of FOM and DKB
classified by type of infection

Overall
Group No. of Percent Excell- Moderate  Poor  effectiveness
cases of total ent
rate
1st group (Catheter indwelt) 2 (13.3%) 2 2 (100 %)
Single 2nd group (Post prostatectomy) 0
infec-  3rd group (Upper U.T.L) 3. (20.0%) 1 2 3 (100 %)
Hon  4ih group (Lower U.T.L) 6 (40.0%) 1 3 2 4 (66.7%)
Sub total 11  ( 73.3%) 2 7 2 9 ( 81.8%)
: o 9
Mixed 5th group (Catheter indwelt) 2 (13.3%) 2 0( 0 %)
infec-  6th group (No catheter indwelt) 2 (13.3%) 1 1 2 (100 %)
tion Sub total 4 (26.6%) 1 1 2 2(5 %)
Total 15 (100 %) 3 8 4 11 ( 73.3%)

L, B THRREEESRES hic L BE L T
FEIE L, BEEE HT5 EE~D DKB fHHh
fr o LSt EhET 5 odicit FOM offf &
i, KoxEmESEFREZEL, BFEE»S0
DKB o aREXETHDL—FLELS.

3) BtHEE
WEYBOPREEET, DERERc X HENHO

B, 2)EKBE OmMEAEET IR LIBEE, 3P A S
7+ ADIRKE LOORWER OB T B b,
BAE, AH Penicilline 7% $T 4 %] & Aminogly-
coside REFDHANIELS BZbh, EELER
Tl R R BT W59, ZoffHcir 1) ofERY
REODEWFROBERZBERI LI 0T, fifcL Y
Aminoglycoside SREH| o fF HE L L BEkoE
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Table 4. Bacteriological response to combination of FOM and DKB
in complicated U.T.I.
Isolate No. of strains FEradicated( % ) Persisted
Ps. aeruginosa 9 3 (33.3%) 6
Ps. cepacia 1 1 (100.0%)
E. coli 2 2 (100.0%)
Klebsiella sp. 1 1 (100.0%)
Citrobactor freundii 1 1 (100.0%)
St. epidermidis 3 3 (100.0%)
a- Streptococcus 1 1 (100.0%)
St. faecalis 1 0o (0 %) 1
Total 19 12 ( 63.2%) 7
Table 5. Laboratory findings before and after treatment with combination
of FOM and DKB
Hb{g/di) RBC( 10"} WBC( /an*) Platelet( 10%) BUN(mg dl} S-Crimg di GOT(LU. b GPT(LU./I Al-Pase(LU./D
Before After Before After Before After Before After Before After Before After Before After Before After Before After
1 12.1 1.9 389 375 9,200 8,700 19.7 20.3 12 15 0.6 0.9 1 12 8 10 40 52
2 1.2 9.5 391 365 14,900 9,600 37.1 41.3 2 15 1.5 1.2 27 15 2 12 47 37
3 11.4 1.7 346 361 4,900 6,500 22.2 18.2 18 18 0.9 1.1 4 16 19 18 64 78
4 1.0 11.4 349 364 5,600 6,200 30.0 40.9 8 1t 0.6 0.6 16 15 13 20 58 52
5 10.0 9.8 303 298 11,000 7,000 31.8 445 12 1 0.6 0.8 18 10 13 [ 64 58
6 10.7 10.0 365 330 16,300 12,600 22.4 21.0 2 31 1.0 0.9 24 13 13 13 72 55
7 12.3 12.3 407 401 10,600 8,000 35.0 18.0 19 20 0.9 1.1 16 15 11 9 48 43
8 13.1 13.4 9 402 5,600 7,000 440 26.2 16 13 1.2 1.0 18 20 23 23 42 47
9 13.0 12.6 438 430 6,700 7.200 2.3 31.2 14 17 0.9 0.8 1 13 10 9 67 69
10 11.5 1.4 403 397 4,300 8,000 32.4 35.4 4] 20 1.0 1.1 15 15 19 18 55 38
1 1.9 n.7 367 369 12,600 5,500 30.3 345 2 2 1.3 1.2 10 25 1 37 62 59
12 10.0 9.4 330 305 5,600 6,400 2.6 36.7 2 16 0.9 0.7 16 23 1 30 63 76
13 2.8 119 410 383 5,400 6,200 18.8 29.0 2 19 1.4 1.0 15 21 9 20 52 18
u 18.4 9.0 305 34 5,800 5,100 40.5 18.2 18 13 0.8 0.8 1 15 1 10 38 35
15 14.0 11.9 307 352 4,900 5200 19.0 250 23 16 0.8 1.0 14 14 15 16 63 56
16 41.5 40.3 300 292 4,600 6,200 41.5 403 <25 23 1.3 1.4 8 8 8 8 49 39

WMTXBHEELLRTWS., SEIEN L FOM &
DKB SR LNdE L L 9w D)E)ERENEL
TH b T5b.

FOM [t DKB offf HEEOBREEC W,
KRAGRD 1R RS RRYE 3 B-CefAER), JIF®
N R ER Y E A A & LA 136 TR EIER92%
FEHED IR A MRS YE R 2R & LA 138 TR RER
847, FEECILARIER O BEWE 106 CTHEIES0%,
BEAID AR BRI O SR YRAE 8 Bl CEAIET2. 1% L REE
FHROCTEVWVEYSREYHE L 5. BIfERIDWT
FOCThOBETLEEL L ORFED T,

4|, MM R R 150 % S s #REt L, UTI
FEHFEHIE T 73 3% D BHEIL &L, Bk Lk
HP D3R 7 » 2aRFUERIOBRE L LU TH T
BOINLDTH 7o PEMOBNTH OESHEEDL
CRERIE D IR THRFT A2 FETHS.

fesk, FOM & DKB off ko Bk
REBEL R ORI L ZeiRE IR TS
e, ST IEENTE R E A BT S REIC X LT,
YRR, HRTEAFEEOEERLC DT
BatEh, FOM offHc X - C Aminoglycoside
FIAERD B RSN U CHEE EE RS
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BRI R e fiE e FOM 4g/day SQRGEHEL
DKB 200 mg/day #iEmiF5ic X b FH5.30H
B o feR gy UTT ezt X o HzE LI
T OREEE .
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