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» - Clinical lefficacy of combination therapy with fosfomycin (FOM) and dibekacin (DKB) was
studigd in pétients with complicated urinary tract infection (UTI). Of the 55 patients accumulated
from 7 urology institutes, 39 patients who had pyuria of 5 or more white blood cells per high
power field, bacteriuria of 104 ‘or more bacteria per nﬂ of -urine and undérlyiﬁg urinary diseases
were evaluated for clinical efficacy. Patients received 4 g-of intravenous FOM and 100 or 200 mg
of intramuscular DKB a day for 5 to 7 days. The overall clinical efficacy of treatment was
evaluated by the criteria proposed by the UTI Committee in Japan as excellent, moderate or poor.

Of the 39 patients evaluated for clinical efficacy, 13 patients (33.3%) were infected with
multiple organisms and 30 patients (76.9%) had indwelling catheters. The overall results of
treatment were excellent in 17.9%, moderate in 64.19% and poor in 17.9%, overall effectiveness
rate being 82.195. Of the 52 strains isolated from 39 patients, 48 strains (92.3% ) were eradicated
and only 4 strains (7.7%) persisted.

Side effects were recorded in all' 35 patients including those excluded from the evaluation
of clinical efficacy. Subjective side effects were not observed in any of the 55 patients. Drug-
related aggravations in laboratory test results were observed in 6 patients (10.9%) but most of
them were slight and transient changes; the combination of FOM and DXKB appeared to be well
tolerated. )

From the results obtained in this study, combination therapy of FOM and DKB seemed

useful in the treatment of complicated UTI, especially those due to multiple orgenisms and those

associated with indwelling catheters.
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Fig. 1. Chemical structure of fosfomycinéodium' :
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Table 2. Infecting organism
Table . Background characteristics of the Organism No. of str. Percentage
patients studied
S. epidermidis 1 1.9
Male 28 S. faecalis 7 13.5
Sex Female 11 S. saprophyticus 1 1.9
E. coli 6 116
< 49 7 K. pneumoniae 3 5.8
50 — 59 7 S. marcescens 6 11.5
Age 60 — 69 1 P. vulgaris 4 7.7
P. mirabilis 3 5.8
70~-79 8 P. morganii 2 3.8
>80 6 P. inconstans 1 1.9
P. aeruginosa 9 17.3
G1 19 P. maltophilia 1 1.9
G2 1 A, calcoaceticus 4 2.7
Tvoe of infection G3 4 A, faecalis 1 1.9
P G4 2 NF-GNR* 3 5.8
G5 11 Total No. of strains 52
G6 2 . .
* NF-GNR: Glucose non-fermentative gram negative rods
Cleared Decreased Unchanged Effect_on.
acteriuria
Efiminated 4 14 25 (64.1%)
Decreased 1 1 2( 5.1%)
Replaced 4 1 6 11 (28.2%)
Unchanged 1 1( 2.6%)
Effect on pyuria 11(28.2%) | 6(15.4%) | 22 (56.4%) Pa“eggma'
@ Excellent 7 {17.9%)
Overall effectiveness rate
]:__—_] Moderate 25 (64.1%)
32/39 (82.1%)
|: Poor (including Failure) 7 (17.9%)

Values in parentheses indicate percentage

Fig. 2 Overall clinical efficacy of FOM+4-DKB treatment
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Table 3. Overall clinical efficancy of FOM+ DKB treatment classified by the type of infection

Group | (Igl;;::rttpoa?::tt:l) Excellgm Moderate - Poor effgr{iiz\:(%/g)ess

- 1st group (Catheter indwelt) 19 (48.7) -3 13 3 - 16 (84.2)

" 2nd group {Post prostatectomy) 1(28) 1 1(100)

o 3rd group (Upper UT) 4(10.3) 31 4 100)

4th group (Lower UTI) 2( 5.1} 2 2 (100)

Sub total 26 (66.7) 6 17 3 23 (88.5)

5th group {Catheter indwelt) 11(28.2) 7 4 7(63.6)

POVMICTObia!  4h group (Catheter notindwelt) 2 ( 5.1) 1 1 2(100)
Sub total 13(33.3) 1 8 4 9(69.2)

Total 33(100) 7 25 7 32 (82.1)
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Table 4. Dose and clinical efficacy

Daily dose of Overalt clinical efficacy
No. of pts.
FOM DKB Excellent  Moderate Poor
4g 200 mg 29 7 18 4
4g 100 mg 10 0 7 3

Wilcoxon rank sum test: t =1.7936 p =0.0729 NS
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Table 5. Bacteriological response to FOM+DKB treatment

Isolates No. of str.  Eradicated (%) Persisted

S. epidermidis 1 1{100) 0
S. faecalis 7 6 (85.7) 1
S. saprophyticus 1 1 ( 100} 0
E. coli ) 6 6 ( 100) 0
K. pneumoniae 3 3(100) 0
S. marcescens 6 5(83.3) 1
P. vulgaris 4 3 (75.0) 1
P. mirabilis 3 3(100) 0
P. morganii 2 2 (100) 0
P. inconstans 1 1(100) 0
P. aeruginosa 9 8 (88.9) 1
P. maltophilia 1 1 {100) 0
A. calcoaceticus 4 4 ( 100) 0
A. faecalis 1 1 (100) 0
NF-GNR* 3 3 ( 100) 0

Total 52 48 (92.3) 4

* NF-GNR: Glucose non-fermentative gram negative rods
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Fig. 3. Correlation between MIC and bacteriological response
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Table 6. Strains appearing’
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treatment
Isolates " No.of str. (%)~
P. mirabilis 10727
P. rettgeri 1{ 7.7)
P. aeruginosa 2(15.4)
Flavobacterium 1{ 7.7}
A. denitrificans 1{ 7.7}
NF-GNR* 1(7.7)
Yeast-like organism 6 (46.2)
Total No. of str. 13

o125 DKB B HORME LTE VT

* NF-GNR: Glucose non-fermentative gram
negative rods

1 HE& 100 mg OfEiElcad b, 7o UTL 3
PEMEELEY T B LFIOBME T 5 12 DI REE I

Table 7. Changes in laboratory test results

Doctor’s evaluation

Total No.
Jtem of patients Aggravated (Relation to the drug)
evaluated o cinite Probable Possible  Subtotal Frobably Definitely g Unchanged  fmproved
not not

RBC 54 1 1( 1.9%) 3 3(5.6%)  49(90.6%) 1( 1.9%)
Hb 54 1 1{ 1.9%) 52(96.2%) 1{ 1.9%)
Ht 54 1 1( 1.9%) 51(94.4%) 2( 3.7%)
WBC 53 4 4(7.8%) 32(604%) 17(32.1%)
Platelet 46 1 1 2(4.3%) 42(91.4%)  2( 4.3%)
GOT 53 1 2 3 6 (11.3%) 47 (88.7%)
GPT 53 1 2 2 5( 9.4%) 48 (90.6%)
ALP 50 1 1 1 3{ 6.0%) 1 1(20%) 44(88.0%) 2( 4.0%)
Total bilirubin 51 1 1.0 2.0%) 48(94.1%)  2{ 3.9%)
BUN 51 2 2(3.9%)  41(804%) 8 (15.7%)
Creatinine 48 1 1(29%)  43(89.6% 41{ 8.3%)

No. of patients with
aggravated laboratory
test results

6/54 (11.1%)

4/54 (7.4%)

Table 8. Patients with aggravated laboratory test results

Age Sex 1tems and changes of abnormal values

71 m. = GOT(37-49), ALP (10~ 15)

29 f. GOT (11-41), GPT (3>52), RBC (410 x 10*~> 336 x 10%}, Hb {10.1~ 8.5}, Ht (31.9- 26.3)
32 f. GOT (22— 47), GPT (13~ 35)

80 m. GOT (13~ 54), GPT (12--129), ALP (6.5~ 30.1), total bilirubin (0.9 ~2.0)

33 m. GOT (27 - 65), GPT (17~ 60), ALP (8.7~ 26.1)

53 m. GOT (1843}, GPT (10~ 33)




A - 127> : FOM+DKB « 8tk bR B REYuE 979

BOREIZUIZH - T B, THIHEPIE gentamicin
& O BB T AR BB AR B 6351
30{H - (43. 5%) i, HRULH T4 IR BR R YL IE 2081
FRI060 (50%) 1T, EIEELVEEMEDORE Y 7
— FOHBICL % A IR ERYLAE 166 1141 (68.8
%) W, PRI ST HEM: BRI R g 5iE 20 Bl 23 4
(79.3%) .1, . R 5 12\ 35 M PRERERYLSE 22 il 14
Bl (63.6%) CENFNELUEOHRZRD I LR
ELTWA.
UTT SEPHMELEIT UT2ds» THESRZHEL
Wﬁﬁ@DKB@P% NI HEHEN T H 5
L PRI B 19 | Rk PR B R YLEE 14 iz DKB | [
wmg%lHZEﬁﬁ%&bG%(ua/)wﬁm
VLR, FIHN O SRR A T
DKB 1A 100mg % 1 {1 ~ 2 BEAHKEEL 1B
SEo0 10404 6 40 (60%), 2 BH¥SHEED 5§l 4 H
(80%) WHIULOR 2Bz L|EL T 5.
BHEEENRFORUEEEOHER I EOTD—E
W T 5750908, SRODLONVONOBEIE s
@ FOM #iz2ix DKB OB EICBIT 5 lREOW
FTNEDETINNBDThH -1z, WTFROBHE S
BEA 7 R 2 W RE LIZADTH B, &
EDOHLINHN OIS D (1)605%EL LOERID Ak
D64% #HDHTVD, (2) »F—FvEBELVE
KD11% TH5H, (3) EHBEBYLIEL D 33% 1D
BTV 3, (4) HEEEUT—cERE ans
S. marcescens, A ¥ —IV[E¥: Proteus, P. aeruginosa ¥3
ST K UHEIFERE S 5 A PR MEARETDS 52 BB D 31 8k
(59.6%) EZW, 2 ED G O HirRYE R YT
EREN B REEFIVBARBEZ HD TN EEL LN

BIZFCAE ORI TMCiET 5 L EALONS.

ITCDX DT CNIEHEREDELE b NIcHHIT
DNTEICHERENROE» 6 EBAS &, SHOM
ST B 52 BEFP 48 8k (92.3%) DHET S LS
SO TEWEEEPELNTVWA,. D) LEAFID
MIC HEIFE I NIRRT DN T A B &, HHID MIC
x4 AHBRBRRDSEY 6 1V TULSL.

WHIE T T EERTAERICKT 5 MIC L
PR BRIV I § A MBEFENAIR L OBERZHRE U
ToakiEd> & gentamicin F 7243 tobramycin 1 H 120
mg FEFNTIS Y AEREE, T2bbX hEVE
EShERPHIRHFL 5 5 MIC @ EfRIZ 25 pgiml TH %
LHBNT%. DKB 9 FOM 123505 LD & 5 /5
PREVERME: D ERRIZBARE T2V, RICI S DI &R
Bie 25pgiml 2EZ % &, SEOKET FOM ©
MIC 5 50 pg/ml LlEC & -T2 645 4# 1k DKB

?-MIG % <63 pgfml T oG, TD4ERIIHEERL
TV 5, 2. DKB @ MICG %8 50 ygfml PI1CdH o
A3 118, TFOM 0O MIC 5 <25 pg/ml ¢
B, COUKSTTTHEEL TN, BREMEANCTH
MTH - Tokkiz, THIO MIC p3& i >>100 pg/ml
PIRUTZ2HRDBTH-T2H3, TD 28R ERL TWH
%, '

LTehia T, 3724 L THADOHAILE A AR
N ADIEARIT & B ISVEERENT § AEMIRVRD 5
N2 EBTEETH A5, WAIMEED 2 #RBSHEEL I
F2ERTIUIERZRHRINT B NI HEE
HABEECE,

U LA EOHE T FIO B 5B LT An
b3 1 QREEZZOETIHAL T B IHHERS)
BROWTREBERCEREAT, BEMC HERD
ENED 5N EPEPICTONTIE, BB ss s A
BEFITIET 5 MIC & HBEENEER & ORI Z B
ICHERESS A & & 1T, WANCEME 2R T
AR BER 2ERET AL, 5D VIITEEIO R
BECEUTHWLNAFEEREL DT BRVEREGES
BHHUTZ DERAIR2RETA LR ENBBRELE
Hbis,

2) BIEH T

FOM R SRFD BIVEA 1T 2 W T RER YL
DTS T 13 B H B RIFEF X 112 FiFF 5 45
(4.5%) TBRDHLNTEH, FLEKEEELCONT
BIEEEY L REECEH T 5 HEH» GOT T8.4
%, GPT T 0.6%, ALP T5, 1% :HEIN TS
—75 DKB B S5eORWERIZERNERE 2%k &
366l 6 il (1.6%) Lt@MEIN TV AP, FIH
FEEEORBC OV TOSEEEREIZ IV, W
Ne® ik 60FIFR REEE 2R UITEMNE LH 8D 5
Nz -1 EBEL TV 5.

SEIOKE BT RVEASEROAIERT 163
728, FENERWEMED ZE$ FOM BRSO
FE L BIEETH-12. EREP2EUTERGAEE
HEUTRIZEASHITFRERECTH Y, BH¥REDE
& LTD BUN, creatinine [<Z @ % X172 U7z EHl
B1HBED N T2, T » MTBWTER
» 51tz DKB OB EHICH T %5 FOM OREEER
TERIICL %2 3 OEDEE LAAEETERNOY, &
MZIWWT § AREOIERAPED 515 DE D ITHESE
WELAHATHA.

CVFCL 5 FOM & DKB O B S Hlicis )
AEVEH OB 2 N ENOERE B E U gs
EREWIZNEEBLILNL S,



980 ' WIRACE 28% . 85 . 19824

I lEEERIC L b2 D RIBIRE bV HIREEEE
HBRE O HESE M DB (28.2%) b5 134k
Thbh, HEEREBREEECET 3RO HEES
ERER D o 1205, 138kH YLO 3648k (46.2%)
PEDTVSEARBRETHY, WHhOIEIHADE
7 T A REERIPRE U T BICR S N A I
TED, HEOWERL, PDOARY 5 LADEVEHR
WHBUIEGNERRLE 3 Z 250, —F CI3EMSE
IR BE 2 183 » L CEBEEORBREN O CE
BThrbrYB->TVHERELLD.

6D YLO REEOT N THREITH U TRE
FIC  PEPIRZBHER TR L 2 ORENESEI
DNTRSERHOBEL D B, 2HREO 3D
TRBSREECH 2 RENERERSET YW
b, BRREORELSBOEERREOD &
DEEILNS,

¥ & ®

o per PR ER S ool fosfomycin | | 4 g Hr:
& dibekacin 1 B 100 ~ 200 mg 0O REE 21
e, FETH (17.9%), BERE (64.1%), &
ERER%E HORITREE IS, I BORHE Rz,
ZD3 b HF—FVHBDOIMTIET6.9%, FEHED
9 BT 100% DREEEETH Y, TIEAEFWIT
5248k (92.3%) BAEAEL I

FOM ¢ DKB OB SIS HRERE YL iE T
NUTHA»BNEMEDH 2BEE EBL NI

X [

1) 5@ B REE—R - {AT— - GRREE - H
o « BB s | Fosfomycin (FOM) & b
HOE O AT 5 MEFHRE. S27HE A
(LB A H A SRS (BD, REM, 1980

2) FLER - FIESKKEE - REBEA - ERE
Dibekacin (DKB) i€ & % HEANEREICHT 5
Fosfomycin (FOM) OIIH|ZIE. £ 27 HE A
PREZRSRAANT RS ), BE, 1980

3) RMIERK - ANER (UTI %L  UTT (REg

BRYUEE) AT ZE%E, Chemotherapy 28: 321~

341, 1980 .

AA{tpgERe MIC JiEE R EEAS B

NFEEHEERE (MIC) JiER Wiz 20 T.

Chemotherapy 22: 1126~1128, 1974

5) BE 2 EEERERYUECHT A BER SR
F=4 v OERRE. s 12: 821~830,

4

v

1979
6) EEIE U REBRAECH T A»BEA
Fosfomycin D {# AR B gy 12: 995~
1001, 1979
7) ERREERER - 34 I RBE S X B ET L 518
MR ERYY FE it 9 5 Fosfomycin Na & Sul-
benicillin Na OE4IHEEAER. WREE 25: 87
~102, 1979
8) W= -B3» : —EEHRH LS DKB &
Gentamicin O REEBEYAECHS 233, A
WiReEk 64: 1053~1060, 1973
9) HEFUR— - RABHEF— - BIRRED | G IR
YusEicsebd 5 DKB (3, 4-dideoxy Kanamycin
B) Ofi . FEAWR 35: 232~236, 1973
10) 1B W -HA B -PET OHE- CVEERRE
WA 5 DKB OfERE. WESE
19: 625~631, 1973
1) ERRE - SRR - lIEE -l — - &Il
= EM R BRI § %5 Panimycin @
[HFRREER. 220 & dE 12: 2147~2150, 1975
12) ¥ B -IL B - EBC - EER - il
IER : DKB X % REERYUEOIRE. SR
6: 687~701, 1973
13) WiRARE - EHHFT - HE % - AN
Panimycin D SHREEEICEE T 5 HKME. A
LR 12: 3655~3660, 1978
14) BERPER - XHEXHE - EO¥Es - B IE - gisk
IR - AR BT RIERE | BN R
BUsN=wA4 vy (REEHE ORRIUHRE.
Ept L ERpE 120 3645~3649, 1978
15) I BA - WHEE - WHEL | REREECS
i} % Aminoglycoside SRIFLAEHKIOTEN & HHREY
BroBEEREIR20VWT (E2#H). Chemotherapy
29: 1326~1332, 1981
16) PERMKE | BRER Fosfomycin MFHE, WRER
B, B2RARERERS, VT
NF 4 AN v val, B, 1974
17) vaiE it - DKB, Ei AR - WREH. 219
HA{CEROEE S A AT RS, FiEy Ry
v a, iy, 1972
18) WIH 3 - 3 | EENEBEEGECHT 5%
e 7= A REF OB KM Chemotherapy,
EZe
(19824 4 A 4 H REIEHZH)



