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Table 1. Antibacterial activities of loracarbef and reference compounds against urinary isolates

MIC (ug/ml)*
Organism (number of isolates) Antibiotic
range 50% 90%
loracarbef 0.39~>100 50 >100
cefaclor 0.78 ~ >100 50 >100
Staphylococcus spp. (25) cefteram 0.78~ >100 100 >100
cefotiam 0.20~>100 3.13 >100
loracarbef 50~ >100 100 >100
. cefaclor 50~ >100 100 >100
Enterococcus faecalis (25) cefteram 100~ >100 >100 >100
cefotiam 50~ >100 100 >100
loracarbef 0.20~1.56 0.78 1.56
L. . cefaclor 1.56~25 3.13 6.25
Escherichia coli (33) cefteram <0.10~0.78 0.20 0.39
cefotiam <0.10~6.25 =0.10 0.20
loracarbef 0.39~100 0.78 1.56
. . cefaclor 0.78 ~100 1.56 12.5
Klcbsiella pneumoniae (30) cefteram <0.10~25 0.20 0.39
cefotiam =0.10~50 =0.10 0.78
loracarbef 0.78~ >100 12.5 >100
. .. cefaclor 0.78~>100 50 >100
Citrobacter freundii (25) cefteram £0.10~ >100 1.56 >100
cefotiam =0.10~>100 0.78 100
loracarbef 0.39~>100 6.25 >100
cefaclor 1.56 ~ >100 25 >100
Enterobacter cloacae (32) cefteram 0.20~ >100 0.78 >100
cefotiam =0.10~50 0.39 >100
loracarbef >100 >100 >100
Servatia . 30) cefaclor >100 >100 >100
maycescens cefteram 1.56~ >100 50 >100
cefotiam 0.78~>100 >100 >100
loracarbef 1.56~ >100 1.56 3.13
L cefaclor 1.56~ >100 3.13 12.5
Proteus mirabilis (30) cefteram <0.10~6.25 <0.10 0.20
cefotiam =0.10~ >100 0.39 3.13
loracarbef 1.56~ >100 >100 >100
Proteus vulgaris (30) cefaclor 1.56~ >100 >100 >100
& cefteram <0.10~50 0.20 12.5
cefotiam =0.10~>100 12.5 >100
loracarbef >100 >100 >100
. cefaclor >100 >100 >100
Pseudomonas aeruginosa (34) cefteram 50~ >100 >100 >100
cefotiam >100 >100 >100

* MICs were determined with serial two-fold dilutions of agents in Mueller-Hinton agar. Bacteria cultured overnight were
inoculated onto the agar plates at 105 CFU/ml and incubated for 24 h at 37°C.
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A#) B L UCCL, CFTM, CTMD &EHEIZxt 4 517
B % MICso, MICoo TR L Table 1125R L 720
Staphylococci 25¥k(2% 3 % AK| OMICI20.39 g/ ml A
51001g/mlEh ETd - 726 MICsoid50g/ml, MICyo
131004g/mIA ETH Y, L L7 3HIRHAFK DOINE
DFFRLTENSDTIE e h 5T,

E. faecalis \Z X 3 B A K DMICqo 12, 1t 3 K| [5] 4

100pg/mlLh ETd - 720

E. colitZ3t L CRIAANIAVIIE N 2 b 5, 3342
THL564g/mL T THRE ZHIESR, CCLL h 2B
FEo@A o720 L2L, CFTM, CTML h 4557,

K. pneumoniae 304KIZAF§ B FHIDMICs0130.78 g/
ml, MICgoix1.56ug/mITH Y, BNRENERLLE,

C. freundii 258k 12X L Tid, AH DMICsoit125
#g/ml, MICooid1001g/mlA LT, CFTM, CTML )
%% b DDCCLEZFFIED R RLHEVIENE 620 d
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E. cloacae |2 3§ HMICs0136.25#g/ml, MICqott100
rg/mAETH Y, CFTM, CTM&X W % BA5CCLL Y
BOIEAN R L,

S. marcescens\Z3F 3 AMICIZ 3082 T1004g/mlLhE
THhY, CCLABICIBEENIRD SNeh o7,

P. mirabilis 30BRIZ3F 3 B A HI DMICoo 43 3.13g/ml
T&Y, CFTM, CTM & D§§WASCCL & b 1 ~ 2Bk
WA R L7,

P. vulgaris 30¥KIZ3F$ 5 A A DOMICIE1.56 g/ mlh
5100pg/mlZ 5345 L72A%, 248K DMICAHT1004g/mlbk
ETHY, CFTM, CTMIZH Y, CCLEIZIZFR%ETH
PYAR

P. aeruginosa 34F¥k (23 A MICIZ2HK100 xg/mlbA

Table 2. Clinical summary of acute uncomplicated UTI patients treated with loracarbef

) Treatment Bacteriuria* Evaluation
Patient Age [Sex Diagnosis|  dose  |duration|Symptoms* [Pyuria* . count | MIC Remarks
no. species UTI** | Dr**
(mg x /day) | (days) (CFU/ml) | (ug/ml)
5
1 |26 F| AUC 200 x 2 3 :r_ -f S aireus 10 318 excellent |excellent| —
: 4
2 |2|F| avc | 200x3 | 3 * | £ ok 01156 | oycellent|excellent| —
- —
3 41 | F | AUC 200x3 3 T — . good -
‘ N Corynebacterium sp. 107 0.78
4 (19| F | AUC 200x2 3 " S. epidermidis 6.25 |moderate| good -
C. albicans 108
200x 1 1
! : + + E. coli 107 | 0.78
5 |55|F| AUC | 200x3 | 1 — ' : Gir | -
) )
200x1 1

AUC: acute uncomplicated cystitis , before treatment

after treatment

MIC: 10° CFU/ml

** UTI: criteria proposed by the Japanese UTI Committee

** Dr: chief doctor’s evaluation
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HE L. ﬁﬁ L7 DILE. faecalis 3BkF 1¥K L E.
cloacae 1BkPIHRTH -7 FFRLAEKRICTT AR
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MICHHIE & N7z A2 12E. faecalis 1ERLAFMZE TMIC

25100pg/ml7>, TN ETH 572,

AKEI %3G L2198 B W T B ENEIER 1372
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T, GOT, ALP, ¥ ) V¥ D LH(GOT 23—66
K.A.U, ALP 56—183KA.U, ¥ ILE 0927
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NERYT, 4EHRET L7-LCBFIZBEFD £ 7 = LB
DIULOHEENRFEICBREINIANNELT 2 2B
YHETHEHLVSATORORL 775 LETDHY,
ZFORIBHIICCLIZEM L T2 5, REERGAE B ERH
SOGMRICHTAMENENEL, FiEThstTx
LETHACCLELE T A E, E. coli, K. pneumoniae,
P. mirabilis (3 L TCCLL D BWHE A 2R L7, C.
freundii, E. cloacaelZxt L CidLF LI+ Tidirw
L DNDCCLL N5V IE I %R L7zo Staphylococci,
E. faecalis, S. marcescens, P.vulgans, P.aeruginosall
AL Tit, CCLEBMENRATDTH -7

AHOBIUIRBIZ L AHBLZTEEYT 260 %
RTAY, 200mgHEEI% 5 D@ MR EIX7.44 g/ ml

Table 3. Overall clinical efficacy of loracarbef in acute uncomplicated cystitis (3-day treatment)

Symptom Resolved Improved Persisted Effect on
Pyuria cleared | decreased | unchanged | cleared | decreased | unchanged | cleared | decreased | unchanged bacteriuria
elimnated || 2 | 2
Bacteriuria ?:ec;;a;:? 1 1
unchanged 0
Effect.on pam 3 0 o .
on micturition paitent total
Effect on pyuria 2 0 1 3
!:I excellent 2
: moderate 1 overall effeg;l;iveness rate
|: poor (including failure) 0
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Table 4. Clinical summary of complicated UTI patients treated with loracarbef
Treatment Bacteriuria* Evaluation
Patient Diagnosis Catheter | UTI .
A —_— ion | Symptoms* | Pyuria*
no. |8¢|5ex underlying disease | (route) |group| ~dose |duration SYMP speces count | MIC UTI** | Dr** Renarks
(mgx /day) [ (day) (CFU/ml) | (ug/ml)
P. vulgans 200
+ + o 10°
6 |2|M % — | G6| 200x3 5 " - S. capitis 0.20 | poor | poor -
prostanc cance E. faecalis | 10° | 200
CCC + + E. col >107 | 0.78
7 . — - — |moderate 1l -
3| M bladder tumor G4 | 400x2 5 - T — excellent
+ + . coli 4 .
8 |69 M ccp - G-3 | 200x3 5 — E. col 10 R excellent |excellent| —
BPH - -
+ . coli Y
9 |60|F __CQJ___ - G-4 | 200x3 5 u e E. ol 10 00 excellent [excellent| —
neurogenic bladder - -
++ + . coli .
10 {44 |F ﬁ————- — G4 | 200x2 5 _ E. col I 23 excellent [excellent| —
neurogenic bladder - -
CCC + +# | K. pneumoniae 107 0.39
11 ——= | _ |G- —_— == -
8F neurogenic bladder G4 | 200x2 5 + +# | P. aeruginosa 107 >200 poor poor
+ . colf 4 .
12 |58 (|F J—— — | G4 200x2 5 * —_— E. ool 10 LR excellent |excellent| +%
neurogenic bladder - -
+ + ; 3
13 o |M[—EC | _ foa]| 200x2 | 10 t | Sowes | 1° | 20 | otent| good | —
neurogenic bladder + - -
CCC + - E. colf 10° 200
— | 4 | 200x2 R -
Mo T | dder tamor G4 | 20x2 19 . + | TE faecalis | 107 | KD |oderite| eood
cce + + GNF-GNR 107 %0
15 (71| M m - G6 | 200x3 5 E. faecalis 200 poor poor -
¢ CNS 1° | 100
K. pneumoniae 0.39
cce _ . E. cloacae 105 | >200
16 |74 | M m - G-6 | 200x3 5 —_— " E. faecalis >200 | poor poor -
E. cloacae W0 >200
P. aeruginosa >200
; 7
17 leo| P |—EC | _ |ce| s0xz | s S PR Eér:gh ig‘ (1)272
neurogenic bladder + | || 2£2 | Ppoor | poor -
P. aeruginosa 100 | >100
P. putida 108 ND
CCcC + H | S. marcescens | 10° | >100
_— - - 400x2 7 —_— -
18 41\ F neurogenic bladder G X _ E. faecalis 10° ND excellent
E. faecalis 10! ND
CCP + g 4
19 |27 |M|——————| - |G3| 400x2 | 8 * ONFGNR | 10 | ND |\ ierate|excelent| —
neurogenic bladder - _ —

CCC: chronic complicated cystitis

CCP: chronic complicated pyelonephritis
BPH: benign prostatic hypertrophy

ND: not done
1): Total bilirubin 0.9—2.7 mg/ml
GOT 23-66 K.A.U.

ALP 5.6—18.3 X.A.U.

. before treatment
after treatment

** UTI: criteria proposed by the Japanese UTI Committee
** Dr: chief doctor’s evaluation
GNF-GNR: glucose-nonfermentative gram-negative rod
CNS: coagulase-negative Staphylococcus
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Table 5. Overall clinical efficacy of loracarbef in complicated UTI (5-day treatment)

. Pyuria Cleared Decreased Unchanged Effect. on
Bacteriuria bacteriuria
Eliminated | 5 | 2 7 (54%)
Decreased 0 ( 0%)
Replaced 1 4 5 (38%)
Unchanged 1 1 ( 8%)
Efficacy on pyuria 5 (38%) 1 (8%) 7 (54%) p21l'.|ex11:t3 total
[ Excellent 5 (38%)
overall efficacy rate
[ ] Moderate 3 (24%) 8113 (62%)
I | Poor (including failure) 5 (38%)

Table 6. Overall clinical efficacy of loracarbef classified by the type of infection

Group

No. of patients Overall

Excellent Good Poor

(percent of total) efficacy rate

group 1 (indwelling catheter)

group 2 (post prostatectomy)

Monomicrobial

infection group 3 (upper UTI) 2 ( 15%) 1 1 0 2/2
group 4 (lower UTI) 7 ( 54%) 4 2 1 6/7
sub-total 9 ( 69%) 5 3 1 8/9
group 5 (indwelling catheter)
Polymicrobial ] -
infection group 6 (no indwelling catheter) 4 ( 31%) 0 0 4 0/4
sub-total 4 ( 31%) 0 0 4 0/4

Total

13 (100%) 5 3 5 8/13 (62%)
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Table 7. Bacteriological response to loracarbef in complicated UTI
. . . Strains appearing
*
Isolates No. of strains Eradicated (%) Persisted after treatment*
S. aureus 1 1
S. capitis 1 1
CNS 1 1 1
E. faecalis 3 2 1 2
E. coli 7 7
K. pneumoniae 2 2
E. cloacae 1 0 1
P. vulganis 1 1
S. marcescens 1 1
P. aeruginosa 3
P. putida 1 1
GNF-GNR 2 2
Total 21 19 (90%) 2 6

CNS: coagulase-negative Staphylococcus  GNF-GNR: glucose-nonfermentative gram-negative rod
* regardless of bacterial count
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H (% 31K )Chemotherapy 34: 408~441, 1986
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Antimicrobial activity and clinical study on loracarbef
in urinary tract infections

Shinichi Eta, Toshihiro Goto, Toshihiro Kitagawa, Yasuhiko Obama,
Mitsuhiro Kodama, Motoshi Kawahara, Shinichi Makinose and Yoshitada Ohi
Department of Urology (Director: Prof. Y. Ohi), Faculty of Medicine, Kagoshima University
8-35-1, Sakuragaoka, Kagoshima 890, Japan

Kazuya Kawahara, Shizuo Yagi and Daishi Yamauchi
Division of Urology, Kagoshima Prefectual Oshima Hospital

Takashi Kawabata and Morio Nishida
Division of Urology, Imakyure Hospital

We investigated the antimicrobial activities and clinical efficacy of loracarbef (LCBF), a new
oral carbacephem, in urinary tract infection. The antimicrobial activities of LCBF against 294
strains isolated from patients with urinary tract infections (UTI) were measured at an inoculum
size of 10° CFU/ml by the agar diluton method, and compared with those of cefaclor (CCL),
cefteram (CFTM) and cefotiam (CTM). Bacterial isolates consisted of 25 strains each of
staphylococci, Enterococcus faecalis and Citrobacter freundii, 30 strains each of Klebsiella
preumoniae, Serratia marcescens, Proteus mirabilis and Proteus vulgaris, 32 strains of Enterobacter
cloacae, 33 strains of Escherichia coli and 34 strains of Pseudomonas aeruginosa. The antibacterial
activities of LCBF against E. coli, K. pneumoniae and P. mirabilis were superior to those of CCL.
MICqy of LCBF, CCL and CTM against staphylococci, E. faecalis, C. freundii, E. cloacae, S.
marcescens, P. vulgaris and P. aeruginosa were over 100 pg/ml

LCBF was given to 5 patients with acute uncomplicated cystitis at daily doses of 200~600 mg,
and to 14 with complicated UTI at daily doses of 400~800 mg. According to the criteria
proposed by the Japanese UTI Committee, the clinical efficacy in 3 cases of acute uncomplicated
cystitis was excellent in 2 cases and moderate in 1 case. In 13 cases of complicated UTI, it was
excellent in 5, moderate in 3 and poor in 5 cases, an overall efficacy rate of 62%.

No subjective side effects or abnormal laboratory findings induced by the drug were noted.



