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Staphylococcus aureus 25 ¥k, Escherichia coli 25 4%,
Klebsiella pneumoniae 25¥k, Neisseria gonorrhoeae 384k
ZHWT, LCBFDR/MEH BHIEBEEE (MIC) % cefaclor
(CCL), cefixime(CFIX) & Ho# L TilllsE L 72

MICO HITE it 43 B A LFEFIEF DAEHEEIZ L A%
KEWARETHE L72?e HAER I3 10°CFU/ml %
| [AVA
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Table 112 & FEHI DMICs0B & IMICo Dl % 715 L
VA

S. aureus 25812343 AMICIX, 0.78 ~3.13ug/mlil
SAFL1.56pg/mlicE— 2 7R L, CCL&IZIIZA%
TdHo72H, CFIXIZH LEEENL TV,

E. colilZ3 3 HMICIZ1#ED A 156 4g/mlTdh o1
A%, #1120.39 g/ ml(18%k) & 0.78 g/ m1(64%) Th »
720 RKEBOBRIZBWTCCLE D IEENRTWA,
CFIXX W HES > T/,

K. pneumoniae 25812243 HMICIZ0.39~ >1004g/
mUZ A L, RENZTHED b Db Ebkd - 720 258
D H18#(72% )22t HMICIZ0.394g/mITH -
720 CCLICHANIZIZIEEN TV /225, CRIX & ) HE
BEL-> TV,

N. gonorrhoeae 38¥KIZXT ¥ B AF|DOMICIE<0.025~
0.39/¢g/mlZ 534 L, MICg0t30.391g/mI T - 7275,
CCLIx3.131g/mI T o 726
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HEEMNBITORENE, FRITESA H» S FH2%ESA
F CICHFEEFRIERERICAB L, BROEEY
15 72 B 37 AR KA V2 C RS2 AR5 H 44 % HEAT L o2t
FEBI B L URIVLIRIE D 7= O B 845 % Waq7 L7 1ERI %
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Table 1. MIC range, MIC,, MICy, of loracarbef, cefaclor and cefixime against clinical isolates
(ug/ml)
(no(?zi‘fa;‘:f:ns) Antibiotic Range of MICs MIC, MIC,,
S. aureus Loracarbef 0.78~3.13 1.56 1.56
(25) Cefaclor 0.78~3.13 1.56 1.56
Cefixime 6.25~100 12.5 12.5
E. coli Loracarbef 0.39~1.56 0.39 0.78
(25) Cefaclor 0.39~3.13 0.78 1.56
Cefixime =0.025~0.39 0.10 0.20
K. pneumoniae Loracarbef 0.39~ >100 0.39 12.5
(25) Cefaclor 0.39~>100 0.78 12.5
Cefixime =0.025~1.56 0.05 0.20
N. gonorrhoeae Loracarbef =0.025~0.39 0.10 0.39
(38) Cefaclor =0.025~3.13 0.39 3.13
Cefixime =0.025 =0.025 =0.025
Table 2. Concentration of loracarbef in prostatic tissue
Case Dose Time after Concentration of drug Prostatic tissue
no. (mg) dosing plasma prostatic tissue
(ug/ml) (ug/®) Plasma
1 200 45 min 0.14 ND -
2 200 1h 0.35 ND —
3 200 1h 10.05 1.33 0.13
4 200 1h 3.43 0.58 0.17
5 200 lh 4.05 0.92 0.23
Average 3.60 0.57 0.16
6 200 1 h 10 min 10.20 1.15 0.11
7 200 1 h 15 min 0.38 0.14 0.37
8 200 1 h 40 min 3.03 0.18 0.06
9 200 2h 3.82 0.54 0.14
10 200 2h 8.80 1.50 0.17
11 200 2 h 15 min 4.43 0.95 0.21
Average 5.11 0.74 0.14
12 400 lh 8.47 2.96 0.35
13 400 1h 10.06 1.96 0.19
14 400 1h 9.06 1.70 0.19
Average 9.20 2.21 0.24
15 400 1 h 10 min 5.15 4.69 0.91
16 400 1 h 30 min 8.72 2.06 0.24
17 400 1 h 50 min 11.47 4.37 0.38
18 400 2h 13.07 2.30 0.18
19 400 2h 12.40 4.29 0.35
20 400 2h 5.78 1.91 0.33
21 400 2 h 25 min 7.80 2.13 0.27
Average 9.20 3.11 0.34

ND: not detected

(HPLC)
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ZOWERIZ, AUCIZDWT1E200mgl H1E#HE5#
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SE(TH)TERERFEHNULTH 72 c-UTHIZON
TIX1[E200mgl H 2B 58 11619, EH3BI, K
4%, LB IB, EMIFITHEDEIZ636%TH-
720 £7:, 1[E200mgl H 3% 5B Tid8fiH, E46
Bl, RRHWIF, EHIHITH o7 1[E400mgl B2
B 58760Tix, Exh26), HH16), BH46ITEH
RIEC RS 5 720

M REFIDOARIZTable 4-1~4-31ZR L7

AUC1681, c-UTI26BIRUTIZEXIEEMIEHEICATL
TEBIZIENEFNIBITZE DR % Table 58 L 1F
Table 627K ¥ AUCIZDOWTIZOBIHER6H, B
IBITHREHEMETIZI/IFITH 5720 c-UTIIBIDEEK
B EXN B, Axh3B, ERIBIT, BEFDHEIR
8/9FBITdh -7z FHREBEFIEER BB L Table 712/ T
£, BHBER7THTTRTEDULTHY, B
BREED26IEVT RO T —FVIELBERTH
D, ZORIBIEENTH - 720 MEFEHHRICOV
T3, Table 812" T, AUCK V) 38 EN/:E. coli 7
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ML L7, E#BHEICOWTIE, K. preumoniae
I TH o7 &L LTIZ94.7% & BIF L EHEE
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LCBF %M L 7242602817 5 Bt & 098IfER 131
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REDTE15FH1HI L B NT, ReMizow
TIIMEZWEB bR,
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Table 3. Concentration of loracarbef in testis and epididymis

Concentration of drug o

c D Time — Testis Epididymis

n;:)se (xz; after plasma testis epididymis (ug/g)

' dosing | (ug/ml) | (ug/g) head body tail
Plasma Plasma
R L R L R L R L
1 400 2h 242 |1.10|1.12(1.09|1.08 |1.15(0.97 |1.18 | 1.25 0.46 0.46
R: right L: left (Bioassay)
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HERBREICENALND, THIETURDIGE, i
FRPANOER DT B L CERIRIZ X 2 EENK
xnwizHtnbhTwnaY,
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Table 4-1. Clinical summary of uncomplicated UT]I patients treated with loracarbef
Treatment Bacteriuria* Evaluation** )
Patient| Age Sex | Diagnosis | 4 duration |Symptoms® | Pyuria® Side
no. | (yn) ose | juge [duration species count [MIC | UTI Dr. |effects
(mg x /day) (days)
. 6
1 |59 ]|F AUC 200x2 | p.o. 5 t * E'_wb 10 1% excellent | excellent | —
; 6
2 |47 | F AUC 200x2 | p.o. 7 f * E'_wh 10 (078 excellent | excellent | —
; 5
3 |32 |F| Auc | 200x2 |po. | 3 e z E.coli | 1071020 oy celient | excellent | —
; 6
4 (65| F AUC 200x2 | p.o. 3 f + E._calx 10 |03 excellent | excellent | —
: 6
5 [18 | F AUC 200x2 | p.o. 3 +_+ : S. sapr t:phytwus U . moderate | good -
6
6 |29 | F AUC 200x1 | p.o. 3 — : 5. afreus LU . excellent | excellent | —
. 6
7 |20 | F| AUC | 200x2 |po.| 5 r || Suamen |10 |31 good | —
6
8 |22 |F AUC 200x2 | p.o. 7 f - CI:JS 107 313 excellent | —
9 |25|F | AUC | 200x1 |po. | 4 - : - — poor | —
; 5
10 (18| F AUC 200x1 | p.o. 3 +_+ f E'_Mh 10 |10 moderate | good -
1|5 |F| AUC | 200x1 [po. | 3 = - Booh 1100 | ogerate| good | —
: 3
12 [36 | F AUC 200x1 | p.o. 3 +_+ hid E._colx 10 078 excellent | excellent | —
13 [7%|F| AUC | 200x1 |po. | 3 b - B 10| good | —
N 4
14 (21 [ F| AUC | 200x1 |po.| 7 - - Eoli 1101 __ excellent | —
15 (21 | F| AUC | 200x1 |po.| 5 = = Ecoli | 1071078 excellent| —
. E. coli 10* 10.39
16 |49 | F | AUC 200x1 | p.o. 7 | ———|——| S epidermidis | 10° | good -
- E. faecalis 10* | 200

AUC: acute uncomplicated cystitis ~ *before treatment

after treatment

**UTI: criteria proposed by the Japanese UTI Committee
Dr.: Dr.’s evaluation
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Table 4-2. Clinical summary of complicated UTI patients treated with loracarbef

. Diagnosis Treatment Bacteriuria® Evaluation** )
Patient| Age Sex| Underlying Catheter | UTI p Suration | Symptoms* | Pyuria® Side
no. . Toute) | grou 0se uration ; effects
(] condition | (TOute) | group (mgx day) route (a9 species  [count|MIC| UTI | Dr.
ccC _ . A. calcoaceticus | 107 | 100
17 |75|M BPH - | G6| 200x3 |po. | 2 |—— P.retigeni | 105 | |excellent |excellent| —
ureteral stricture -
cCp - + E. foecalis | 105 | 100 .
18 |73(M biadder tamor - G-3 | 200x2 |p.o. 5 |— Pl A moderate| fair -
- ; 6
19 |7|M —ggﬁ = o4 | wonz [po| 5 || | Eeteets 1O D0 e oot | -
S. epidermidis | 10°
ccc - + | A anitratus | 10*
8™ prostatic cancer | 0x3 fpo- | T - + | S. ehidermidss | 103 poor | =
K. pneumonise | 106
ccc _ . o
2 || F | newogenc | - 20x2 |po.| U |—— ||| 10108 fir | —
bladder B + | S ogdlactize | 108
CCC "
_ ‘ + | S. epidermidis | 10¢ .
2 |64 | F neurogenic - 200x3 .0. 7T |—m || fair -
dr ' - | S pidemids | 100
_ epidermidis | 10°
2 53| M % — | G4 | 200x2 |p.o. 5 |—— + M 107 108 excellent |excellent| —
; 6
u (3| M| —S | _ foa| 20m2 |po| 5 |—— || B IO | deate| good | -
renal stone - + -
CCC _ “ P. aeruginosa | 108 |>200)
25 |63 | F | neurogenic - 200x2 | p.o. A " P. mirabilis | 105 [0.78 far | -
bladder P. aeruginosa | 10#
CCcC . "
2% [ F neurogenic - 200x2 | p.o. 7 : + L Joeesis | 107 | 200 excellent | —
bladder
cce S. epidermidss | 10°
—_—— - A. anitratus | 10*
27 |81 |M | BPH — |66 | 20x2 |po| 5 |———|——| RS ||| poor e | -
prostatic cancer - + | S pidermidss | 12 " "
K. pneumoniae | 106
- ; 6
28 |52 |M ———ggg - G4 | 200x3 |p.o. 5 |— r —E.-mh 17 1625 excellent | excellent| —
- dormidi 5
29 |14 M ——%—- - G4 | 200x3 |p.o. 5 |—— i SLd_emzd_:s 107|125 excellent | excellent | —
Ccp . N _
S e sone |~ Wz fpo. | 7 + -7 - || god | =
CCP - + S. simulans | 10% [12.5
31 [56 | F “remlsore | 200x3 | p.o. 5 —_— || excellent| —
ccC _
R(N|M prostatic - 200x2 | p.o. 5 |[— =4 | —_— | —|— good -
hypertropy -
CCC
—_ - ; 6
33 |57 | F [ uretero-vaginal - 200x2 |po.| 14 — | _E foralis | 10° | 200 excellent| —
fistula (post-op) - -
CCC: chronic complicated cystitis *before treatment  **UTI: criteria proposed by the Japanese UTI Committee
BPH: benign prostastic hypertrophy after treatment Dr.: Dr.'s evaluation

CCP: chronic complicated pyelonephritis
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Table 4-3. Clinical summary of complicated UTI patients treated with loracarbef
aomas Treatment Bacteriuria® Evaluation**
Patient|Age Sex %ﬁ% Catheter | UTI y Joration| Symptoms*| Pyuria Side
no. |y . (route) |group| 905€ uration ; - |effects
() condition (g x day) route | ) species count[MIC| UTI | Dr
- : 6
U |48|F R - 400x2 |po. | 7 i K provmosior | 10 (625 excellent| —
ureteral stone +
B |5 F |——F - 2003 |po.| 7 = +_ [Commebocerivm sp. | 10°10.39 excellent| —
renal stone - - -
__ _ “ _
36 |65(F | neurogenic - 400x2 |po. | 9 — —|— poor -
bladder - + | Enterococcus sp. | 10*
CCC . o
37 [ 77| F | neurogenic — | G4 | 400x2 |po.| 5 : t k. pne:: morige | 107 10.39 excellent |excellent| —
bladder
CCC . 5
38 |48 | F | neurogenic - 400x2 |po. | 7 = = E ol 10 103 good | —
bladder *
CCcC . "
39 |66 M| neurogenic - 400x2 |po.| 7 : : [; C' > % 0 poor | —
bladder -opand |10
CCcC
_— - + S. aureus 108 {125
40 |76 | F | neurogenic - 400x2 |po. | 7 — —_ - — |5 poor | —
bladder + P. aeruginosa | 10° |>200)
CCC _ . P. mirabilis 108
41 |63 | F | neurogenic - 400x2 |po.| 7 |— " P. aeruginosa | 10% |>200 poor | —
bladder P. aeruginosa | 106 |>200
CCC B ; 6
£ |75 | M| bladder - 003 |po.| 7 =2 | Kopueumonae 110 109 excellent| —
tumor
CCP: chronic complicated pyelonephritis *before treatment  **UTL: criteria proposed by the Japanese UTI Committee
CCC: chronic complicated cystitis after treatment Dr.: Dr.’s evaluation
Table 5. Overall clinical efficacy of loracarbef in acute uncomplicated cystitis
Symptom Resolved Improved Persisted Effect on
Pyuria cleared | decreased | unchanged | cleared | decreased | unchanged | cleared | decreased | unchanged | bacteriuria
elimnated [ 6 | 1 2 9
. . |decreased
Bacteriuria (replaced) 0
unchanged 0
Effect on pain 9 0 0 )
on micturition patient total
9
Effect on pyuria 6 1 2
[—;—l Excellent 6
‘:] Moderate 3 overall eé!/i;acy rate
I: Poor (including failure) 0
Bacteriological response
Total no. of strains Eradicated Persisted*
9 9 0

*regardless of bacterial count
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B TICHI0 % AR ICHRE S Y, T4 28T - 78S,
aureus, E. coli, K. pneumoniae, N. gonorrhoeae PMICqq
AN T HBREOFRLBDHOLNT VB, D
LIRBREYET LRI, EFOIAREREZHS
L, PREGEEEAEI 3 LA HIRFCE2EATHS

LEZ LN,

Ao, MREZLZ 572426109 B, UTIERD 1)

[ (WA

N L D RHETHRET D o 1 REBERFIE185)iL,
Z1160, Aesl, EI1BIT, LEFIFIZ4%
0, FHRREHIBVEHRT, REEEEDHEHE
3 LT EAMF TEDLERTH D Z LR

X Ly

KfaLz, B BT $400 B AR

Table 6. Overall clinical efficacy of loracarbef in complicated UTI

Pyuria Effect on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated 5 3 8
Decreased 0
Replaced 0
Unchanged 1 1
Effect on pyuria 0 4 pat:engt total
IE Excellent 5
‘:l Moderate 3 overall efficacy rate
8/9
: Poor (including failure) 1
Bacteriological response
Total no. of strains Eradicated Persisted*
10 9 1
*regardless of bacterial count
Table 7. Overall clinical efficacy of loracarbef classified by the type of infection
Group No. of patients Excellent Moderate Poor
group 1 (indwelling catheter) 0
group 2 (post-prostatectomy) 0
Monomicrobial
infection group 3 (upper UTI) 1 1
group 4 (lower UTI) 6 4 2
sub-total 7 4 3 0
group 5 (indwelling catheter) 0
Polymicrobial - -
infection group 6 (no indwelling catheter) 2 1 1
sub-total 2 1 1
Total 9 5 3 1
Indwelling catheter No. of patients Excellent Moderate Poor
Yes 0
No 9 5 3 1
Total 9 5 3 1
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Table 8. Bacteriological response to loracarbef
Isolated organism No. of strains Eradicated Persisted*
S. aureus 1 1
Uncomplicated S. saprophylicus 1 1
UTI E. coli 7 7
sub-total 9 9 0
S. epidermidis 3 2 1
E. faecalis 2 2
E. coli 2 2
Complicated P. rettgeri 1 1
UTI A. calcoaceticus 1 1
A. anitratus 1 1
sub-total 10 9 1
Total 19 18 (94.7%) 1
*regardless of bacterial count  UTI: urinary tract infection
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Basic and clinical studies of loracarbef in the urological field

Isao Saito and Yasushi Saiko
Department of Urology, Tokyo Kyosai Hospital,
2-3-8 Nakameguro, Meguro-ku, Tokyo 153, Japan

Mitsuhiro Yokozawa
Department of Clinical Laboratory, Tokyo Kyosai Hospital,

We investigated a newly developed oral carbacephem antibiotic, loracarbef (LCBF), for its
antimicrobial activity, tissue penetration and clinical efficacy in UTI.

The antimicrobial activity of LCBF was compared with those of cefaclor and cefixime in clinical
isolates of Staphylococcus aureus, Escherichia coli, Klebsiella pneumoniae and Neisseria gonorrhoeae.

The ratios of prostatic tissue level to plasma level were 0.16 at 45~60 min and 0.14 at 70~
135 min after oral administration of 200 mg and 0.24 at 60 min and 0.34 at 70 ~ 145 min after
oral administration of 400 mg.

LCBF was effective in 15 of 16 cases (93.8% ) of acute uncomplicated cystitis (AUC) and 16 of
26 cases (61.5%) of complicated UTI.

According to the criteria of the Japanese UTI Committee, the clinical efficacy in AUC was
excellent in 6 and moderate in 3 cases. The clinical efficacy in complicated UTI was excellent in 5,
moderate in 3 and poor in 1.

No objective or subjective adverse reactions or abnormal laboratory findings were observed.



