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pneumoniae 508K, Proteus mirabilis 50#k, indole-posi-
tive Proteus spp. 508K, Enterobacter spp. 50¥k, Serra-
tia marcescens 50¥K, Pseudomonas aeruginosa 50k T
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Table 1.

S

1) MICIEDBSAMEIC & HIE N DK

a) S.aureus

LCBFDS. aureustZx$$ % MICHE D R HRME 130.78 ug/
mlTHY, CFIX% 5 WIICCLD K4 DE25pg/ml,
3.13ug/mE B L TERLIMENEZAE LT,

b) S. epidermidis

LCBF DS. epidermidis|x3 5 MICIE DB 3 ME133.13
pg/mlTH Y, CFIX% HPIZCCLNEG.25ug/ml L I,

In vitro antibacterial activity of loracarbef against clinical isolates

Test organism

MIC (ug/ml) Inoculum size 10° bacteria/ml

. Antibiotic
(No. of strains) range 50% 90%
Staphylococcus aureus (50) loracarbef 0.1~100 1.56 25
cefixime 6.25~ >100 25 >100
cefaclor 0.78~ >100 3.13 25
Staphylococcus epidermidis (50) loracarbef 0.05~100 1.56 12.5
cefixime 1.56~ >100 6.25 50
cefaclor 1.56~ >100 6.25 12.5
Enterococcus faecalis (50) loracarbef 6.25~ >100 100 100
cefixime 0.78~ >100 >100 >100
cefaclor 50~ >100 >100 >100
Enterococcus faecium (50) loracarbef 0.78~ >100 >100 >100
cefixime >100 >100 >100
cefaclor 100~ >100 >100 >100
Escherichia coli (50) loracarbef 0.1~6.25 0.78 1.56
cefixime =0.025~25 0.2 1.56
cefaclor 0.39~ >100 3.13 12.5
Klebsiella pneumoniae (50) loracarbef 0.05~ >100 0.39 25
cefixime =0.025~0.39 0.05 0.1
cefaclor 0.78~25 1.56 6.25
Proteus mirabilis (50) loracarbef 0.39~ >100 0.78 50
cefixime =0.025~6.25 =0.025 =0.025
cefaclor 0.2~ >100 1.56 50
Indole-positive Proteus spp. (50) loracarbef 0.78~ >100 100 >100
cefixime =0.025~ >100 =0.025 6.25
cefaclor 1.56 ~ >100 100 >100
Enterobacter spp. (50) loracarbef 3.13~ >100 >100 >100
cefixime 0.1~ >100 100 >100
cefaclor 3.13~ >100 >100 >100
Serratia marcescens (50) loracarbef 12.5~ >100 >100 >100
cefixime 0.2~>100 50 >100
cefaclor 25~ >100 >100 >100
Pseudomonas aeruginosa (50) loracarbef 12.5~ >100 >100 >100
cefixime 0.78~ >100 >100 >100
cefaclor >100 >100 >100
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BELTERHENEA LTV,

¢) E.faecalis

LCBF DE. faecalis\Zxt 3 A MICIED I 4R fE 12100 ,g/
mlTCdH o720 CFIX7% &5 UIZCCLIEIZ1004g/mILA LT
Hoto

d) E. faecium

LCBF DE. faecium X33 % MIC{H O 547 fE 12 LCBF,
CFIX% & TNZCCLW TN 1004g/mIh L TH 5 72,

e) E.coli

LCBFDE. coli \Z343 A MICHE O H {13 0.78 g/ ml
Th Y, CCLOMICEDRBMES. 13¢g/ml & LB LT
ENHENEE LT, CFIXOMICHE D REE
120.2¢g/mlTH - 726

f) K. preumoniae

LCBF D K. prneumoniae VX3 3 % MICiE O 5 47 fif i3
0.39xg/mlTH Y, CCLOMICIED IHAMEL.561g/ml&
RBELTERZHRENEAE L T, CFIXOMICE
DORHEIZ0.0251g/mIELT TdH - 72,

g) P.mirabilis

LCBF DP. mirabilis\Z 3% § 5 MICHE O B 45 {E130.78
ug/mlTdh Y, CCLOMICIHD B HHE1.56#g/ml&
BLTERHREDEAE L Tz, CFIXDOMICED
BHE120.0254g/mI T TH 5 726

h) Indole-positive Proteus spp.

LCBF Mindole-positive Proteus spp.tZ3$3 % MICIED
BAMEIICCLE FAEIZ1004g/mIL ETH Y, CFIXD
MICIE D B3R I30.0254g/mIL T Th - 72,

i) Enterobacter spp.

LCBF ? Enterobacter spp.t2xt 3 % MICHE O i $ifE 13
CCLE F#I2100pg/mIlL ETdH H, CFIXDOMICED
BHRMEIX1004g/mITH 5 726

i) S.marcescens

LCBFDS. marcescensiZ X3 A MICHE D 4 EILCCL
EEBEIZ100pg/mILL ETH 5 720 CFIXDMICHED &
BfEI21001g/mITdH - 720

k) P.aeruginosa

LCBF D P. aeruginosa \Z 3% 3 % MICE O i #8181
CCL, CFIX& RI#12100pg/mILETdH - 72,

2) MICsg, MICoo COIENI DB

77 AEHED ) BS. aureus, S. epidermidisiIxT
HLCBFDMICsy, MICgi2CFIX, CCL & A% HMEfET
HH, IO TLBERESHEFETE 7, D
7 LB E TH BE. faecalis, E. faecium (23T 5
LCBFDMICso, MICgo3CFIX, CCL & F#100xg/ml
PIRUETHRENIEFH L, BRHRIHARFLL

Vi, 7T LBEEHE TI3E. coli, K. pneumoniae, P.mira-
bilis\Z¥t 3 ALCBFDMICso, MICooldCFIX & (2 IX A%
TCCLEL W bBEETH 722 5, ThHDT T A
(E3uT p NG oo Y SE SR T E RS (DAY el
553 % T & 5% indole-positive Proteus spp., Enterobacter
spp., S. marcescens, P. aeruginosa (= xt 3 % LCBF D
MICso, MICootdCCLEFRRETaH h HLE 1113854 -
A

2. BRERORRET

1) SRR

RAEBI DM & B R B % Table 2/2/8 L7z, LCBF
TiGH L7 8B UTIZE D SF M 1 & 5 EZEFEA
TEETH - 7 EFIZEFINo.1 2 S 6D6HIT, FEH
No.7, 9XBx4 L THEF L7z, Table 3133 H &5 %
DRBHBERMETH 5, HERAHEK IZeFIP3F, IR
RIE#ECIzeBI b4, WERERMELIZ6FIF6HITH
NREBERMEIEDLS, HH5GITHH RIF 2R
7L NSNS (WA

7R 5% OGRS ER E TIEHHRBEE, BREK
E#E, BLUHERBREIZL bIZ6BHHTH
N HREBERDEIIENE, EMNIFITH) BIF 2
RENFEHZD b7z,

BRRFHIUTIEDFMEEICE C7TRBRERIC
EWNTH o EFT7TAMKRERIREI TR TH -2
4B TIT - 72 (Table 4)o ZDERERIZ4BIP 1B
BN,

SHREKZS #OMBEFHIE L THME T T 5
LCBFDOMIC & DBAR ¥ E. coli 5%k, P. mirabilis 13T
BEF L7zo &FRIEE L72HE. colilZ3t 3 A MICIZ5HEH
28 T0.39g/mlELF, 38K T0.784g/mlTH -7, P.
mirabilis\Zxt 3 AMICIX1.564g/mlTH - 72,

2) BMEMMEREMA

KAEB DFEM % Table 51278 L7zo LCBFRIX5 L7
108 P UTIEE R EF ML #E - & 5 AW A3 861
Tdh o7, REBGTII4BE(Z DM T EHRE S
fE) 6B, 6BE(H T — 7 IVIER BHE BB REER) A
2BITH - 72,

(1) 5HMES TOEHFM

5 B 5 TORARERRIIEHSB, FHah2bl,
| 1BITdH - 72 (Table 6), HEH TORET &
Table 7/27R L 7= A4 BETideBIFsBlaaz L L, 68
TREFIPFEHULETH 572,

8B THMt S 7610 ICAT T A2 I FHF
% Table 8127k L 720 S. epidermidis 28K, E. faecalis 3
Bk, E.coli 28k, P mirabilis 1¥k, E. cloacae 1%k CTH
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Table 2. Clinical summary of uncomplicated UTI cases treated with loracarbef
Age Treatment Bacteriuria* Evaluation**
Case (yr) | Diagnosis | 4 durati Symptoms* | Pyuria* Side
0. | oy @ :::y) route %;it;;m species [ count | MIC | UTI Dr. effects
+ + E. coli 107 | 020 | excellent [excellent
1 % acu'te' 0.2x1 | P.O. 7 excellent |excellent —
F | cystitis - - - _
- — - - excellent |excellent
+ + E. coli 107 | 0.39 good good
- i - -
2 41_,8 acu.tg 02x1 | P.O. 7 excellent |excellent -
cystitis - - - -
- — - - excellent |excellent
+ H E. coli 10° 0.78 good good
+ - - -
3 :if achg 04x1 [ P.O. 7 excellent |excellent -
cystitis - - — —
- - E. faecalis | <103 | >200 | excellent |excellent
++ H E. coli 2105 0.78 good good
- + - -
4 65 achg 0.4x1 | P.O. 7 excellent |excellent -
F cystitis _ - - -
+ " E.coli |210%| 0.78 | poor poor
+ + | P. mirabilis | 10* | 1.56 good good
+ - - -
5 49 acu.t € 04x1 | P.O. 7 excellent |excellent -
F | cystitis - - - -
+ + E. coli 105 0.78 good excellent
34 | acute + - - -
6 .. 0.2x1 | P.O. 7 oor ood -
F | cystitis - * Ecli | 10°] 039 |_" 8
+ + T. grabrata | 103 fair
35 | acute - - T. grabrata | 10* '
7 F | cystitis 0.4x1 | P.O. 7 - - ~ ~ fair -
_ P. mirabilis 0.78 fair
19 * E. faecalis 10° 200 X
acute stomacl
8 F | cystitis 04x1 | P.O. 3 - - discomfort

* before treatment

** 3 days’ treatment

3 days’ treatment

7 days’ treatment

7 days’ treatment
after treatment

after treatment

UTI: criteria proposed by the Japanese UTI Committee
Dr.: Dr.’s evaluation
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DIEENRD 6 NT=DE. aerogenes 1R THRAED LD 5
N SNOHE2FTLDBE10BRPIKRTIHENZD S
n, HEERIINBTH o7,

SMEOMIC L BIHEE L ORFR % Table 9II/R L
7o 108EFSBRDMICIX25ug/mIA T Td o 72, HHE
2% R % MICHE & ORLR THRETT 5 & MICA 25 g/
mIA T DR TIE5HRF48R, 50pg/mIA ED¥RT 58
H5BRDEEETH o720 FRFF L72E. aerogenes DMIC
11254g/mlITdH -7,

5H BDOEBKRMDEIAEZLLE OER CHRIETR %
DBEREZBRITTE&/-DIE5FITH 5 72(Table 10), =
oD LHLPLBENBDLNDIRIFITH -
ALS

3) &EifEH

BIVER OMETIILCBF 2 #% 5 L 721781 THRET L 72,

FOKEE1A1E, 400mg%k 3AMZS L 15 TEE
DFRARENSED b5 ik Lz, 7, 761
THREAHOMB, A{LFRERR L RET LA AH
LB LBONBRFRBDONLE N7,
m % E 3

LCBFZZEO ANVt 7 = L RIMEMEATCCLEE
PLIALFBEEZ AT HHF LAY ETH S, FH
I3CCLERMRIC Y 5 ARBHE B LU 7 L BHEICH
LIEWIRE AR b T LRRTIEDREINT VS,
LA bin vivo CEBIFLZOFRINERL, 1 XITBWV
TRESNHRES LU FiREHATERE S SCCL
ICHBLTEERZEDLIENRENTVSEY, DT
EPLBERAIZLERAROB VAR TH AL LD
RSN, SRAFI LETOREEY, BRKER
HEToDTEERMR =V,

Table 3. Overall clinical efficacy of loracarbef in acute uncomplicated cystitis

0.2 or 0.4 g x 1/day, 3 days’ treatment

Symptom Resolved Improved Persisted Efficacy on
Pyuria cleared | decreased [ unchanged | cleared | decreased | unchanged | cleared | decreased | unchanged bacteriuria
eliminated 2 3 6
. . |decreased
Bacteriuria (teplaced) 0
unchanged 0
Efficacy on pain 3 3 0
on urination case total
: 6
Efficacy on pyuria 4 2 0
:’ Good overall effectiveness rate
6/6
[ Poor (or Filed)
Table 4. Recurrence in acute uncomplicated cystitis after treatment with loracarbef
Pyuria >
Bacteriuria 0~9 cells/hpf =10 cells/hpf
<10* bacteria/ml [ 3
210* bacteria/ml 1 |

IE] No recurrence 3/4
I:I Uncertain 0/4
: Recurrence 1/4
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Table 5. Clinical summary of complicated UTI cases treated with loracarbef
Age Diagnosis Treatment Bacteriuria* Evaluation** '
Case e Underlying UTI p daration | Pyuria® Side
no. . ou ose uration i effects
Sex disease group (g/day) route (day) species count | MIC | UTI Dr.
+ S. epidermidis | 107 | 3.13
1 68 M— G4 |0.4x2|P.O. 5 - - - excellent [excellent| —
M | prostatic cancer
+ E. faecalis 107 | 100
69 chronic cystitis _ _ _
2 F post op. left G4 |04x2|P.O. 5 excellent [excellent| —
ureteral tumor —  |E. avium, CNS|<10? >200
6.25
+ S. epidermidis | 10* | 0.78
73 | chronic cystitis _ _ _
3 M| BPH G4 |04x2|P.O. 5 excellent [excellent| —
+ S. epidermidis | 10% | 0.78
E. cols 7 | >200
* | E faecatis |10 |>200
33 | chronic cystitis _ _ _ _ _
4 F —post op. VUR G-6 |0.4x2|P.O. 5 excellent [excellent
_ E. coli 10¢ 0.39
E. faecalis 100
+ E. coli 107 | 0.39
5 61 w G4 (04x2|P.O. 5 - - - excellent [excellent| —
F | neurogenic bladder
+ E. cloaca.e 100 |> 200
64 hroni it E. faecalis 50
chronic cystitis } -
6 F ——neurogenic bladder G-6 |0.4x2|[P.O. 5 + _ _ good good
+ — -
+ P. mirabilis | 107 | 0.78
77 | _chronic cystitis _ ~ ~ _
7 F |neurogenic bladder G4 |04x2(P.O. 5 + good good
+ | P. aeruginosa | 107 | >200
7
o chronic cystitis + E. aerogenes | 10 25
8 M neurogenic bladder | G4 |0.4x2 [ P.O. 5 - E. aerogenes | 107 | 100 poor good -
BPH - E. aerogenes | 105 | 100
+ E. coli 107 | 0.39
83 | chronic cystitis _
9 M|™ BPH 0.4x2|P.O. 5
+ E. coli 10° | 0.39
+ E. coli 107 | 1.56
73 | chronic cystitis
10 F | urethral caruncle 0.4x2|P.O. 5

op.: operation
BPH: benign prostatic hypertrophy
VUR: vesicoureteral reflux
CNS: coagulase-negative Staphylococcus

* before treatment

5 days’ treatment
after treatment

** 5 days’ treatment

UTI: criteria proposed by the

Japanese UTI Committee
Dr.: Dr.’s evaluation
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Table 6. Overall clinical efficacy of loracarbef in complicated UTI
0.4 x 2/day, 5 days’ treatment

Pyuria Efficacy on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated [ 5 2 7
Decreased 0
Replaced 0
Unchanged 1 1
Efficacy on pyuria 6 0 2 casestotal
Excellent 5
2 overaletfectvnessrt
| Poor | 1

Table 7. Overall clinical efficacy of loracarbef classified by type of infection

No catheter indwelling 8 5 2 1 7/8
Catheter indwelling 0
Group No. of cases Excellent Good Poor Overall effectiveness rate
G-1
G-2
G4 6 4 1 1 5/6
sub-total 6 4 1 1 5/6
G-5
P°i'l’]'f’:i°ﬁ‘§:ial G-6 2 1 1 11
sub-total 2 1 1 11
Total 8 5 2 1 718

Table 8. Bacteriological response to loracarbef in complicated UTI
0.4 g x 2/day, 5 days’ treatment (8 cases)

Isolates No. of strains Eradicated (%) Persisted S:;?i;‘;ﬁfnﬂg

S. epidermidis 2 2

E. faecalis 3 3

E. coli 2 2

P. mirabilis 1 1

E. aerogenes 1 1

E. cloacae 1 1

Total 10 9 (90%) 1 (10%) 0

1/8 cases 0/8 cases
AN L
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Table 9. Relation between MIC and bacteriological response to loracarbef treatment in complicated UTI

(5 days’ treatment)

MIC (pg/ml) Inculum size 10° bacteria/ml Not
Isolate Total
=0.39| 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | >100 | done
S. epidermidis 11 11 212
E. faecalis 11 11 111 313
E. coli 11 11 212
P. mirabilis 11 11
E. aerogenes 0/1 0/1
E. cloacae 11 11
Total 11 2/2 11 0/1 1 11 3/3 (g(/)}y(:)

No. of strains eradicated / no. of strains isolated

Table 10. Recurrence in complicated UTI patients after treatment with loracarbef
(Excellent or good cases with 5 days’ treatment)
Pyuria -
Bacteriuria 0~4 cells/hpf =5 cells/hpf
<10* bacterial/ml | 1 ] 2
210* bacterial/ml 1 1 |

EI No. recurrence 1/5
|:| Uncertain 3/5
: Recurrence 1/5

1. HHEH

BE R DORBEEGSE S #Ebk % FV TLCBFDOILE
NERE Lo MBNEMICH TR LIBEE S T 4
EHRED I BS. aureus, S. epidermidisiZxt L TIZCCL
ERIZETHY, ThHIIHTABRBEISHFTE
120 DT 5 LGB T AE. faecalis, E. faeciumlZ
2t L CIXCFIX, CCL & [Bl4k100pg/mIE £ THE &
§5<, BERHEIPFLIE VLD TH -7, 77 4
PatE B TILE. coli, K. pneumoniae, P.mirabilisiZx} L
TICCLEIRZABETH 7o b, ThHDT T
LARMBREEIOTTABRMESF SN, WY
%557 8 T & Aindole-positive Proteus spp., Enterobac-
ter spp., S.marcescens, P.aeruginosalZ3t$ HMICqotd
CCLEARRIZEMETH D ILE N3G - 72,

2. FRRAIRET

S gmtER A Tid3E BDHE TeBl&B TH

UL E BFLHRETH - 72, T BHEMMERERR
(23t LCH5H B OHE T8BIR7HAAEZULTHY
ENTEEHRIBDO SN, FHOREARS T
LICCLLERABE L DHEN L EN TS, Zh
AN R AH OB R PRl AR BRI A B
R BRI DV T Wt Z L b,
X 73
1) BT, MaRk FHIE, MHBED,
ZFEE D MIC2000Y 2 7 & & B R{LERE
FREREIC L B R/NEE BRILRE (MIC)HIE
fE O 8 &, Chemotherapy 29 @ 1424 ~
1428, 1981
2) UTHFES (185K | KBIEFK) @ UTIE#AFM &
¥ (% 3M{)o Chemotherapy 34 . 408 ~ 441,
1986
3) BAE LFREFSE | R E LR (MIC)H
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Antimicrobial activity and clinical studies on loracarbef in uncomplicated
and complicated urinary tract infections

Noriomi Miyao, Takaoki Hirose and Yoshiaki Kumamoto
Department of Urology, School of Medicine Sapporo Medical University
Nishi 16, Minami 1 jo, Chuo-ku Sapporo 060, Japan

Masaharu Aoki, Hideki Wada and Keigo Akagashi
Department of Urology, Kushiro Red Cross Hospital

The antimicrobial activity and clinical efficacy of loracarbef (LCBF ), a new oral carbacephem,
were studied. The following results were obtained.

1. Antibacterial activity

The antibacterial activity of LCBF against 11 species of 50 pathogenic isolates from urine were
studied.

LCBF had good antibacterial activity against Staphylococcus aureus, Staphylococcus epidermidis,
Escherichia coli, Klebsiella pneumoniae and Proteus mirabilis, and MICyq values were 25, 12.5,
1.56, 25 and 50 pg/ml. LCBF was more effective than cefaclor against E. coli, but showed less
antibacterial activity against Enterococcus faecalis, Enterococcus faecium, indole-positive Proteus
spp., Enterobacter spp., Serratia marcescens and Pseudomonas aeruginosa.

2. Clinical study

LCBF was administered to 8 patients with acute uncomplicated cystitis (AUC) for 3~ 7 days at
200 mg or 400 mg once daily and to 10 patients with chronic complicated cystitis (CCC) for 5
days at 400 mg twice daily.

Efficacy was generally evaluated according to the criteria proposed by the Japanese UTI
committee.

In cases of AUC, efficacy was rated as excellent in 1 case and good in 5 cases.

In cases of CCC, efficacy was rated as excellent in 5 cases, good in 2 cases and poor in 1 case.

As an adverse reaction, mild stomach discomfort was observed in only one patient, and there
were no abnormal clinical laboratory data.



