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Pharmacokinetic parameters of loracarbef (200 mg, p.o.)
Renal No Tmax Cmax AUC T2 CUF Vdss/F MRT
failure : (h) (ug/ml) (ug-h/ml) (h) (/h) (0] (h)
1 2.0 8.25 29.8 1.94 6.72 215 3.20
i 5 1.0 7.24 19.9 1.26 10.00 23.7 2.35
Slight 3 2.0 7.02 28.8 1.76 6.94 28.0 4.04
group A
mean 1.7 7.5 26.2 1.7 7.9 24.4 32
+SD 0.5 0.6 4.8 0.3 1.6 2.9 0.7
2 2.0 7.55 43.0 2.22 4.65 21.5 4.63
3 1.0 9.96 39.1 2.04 5.12 16.9 3.30
Moderate 4 4.0 7.63 28.5 1.91 7.02 38.6 5.50
group B 7 2.0 8.83 5.8 3.96 3.65 214 5.86
mean 2.3 8.5 414 2.5 5.1 24.6 4.8
+SD 1.2 1.1 10.2 0.9 1.3 9.0 11

Model-independent analysis

Fig. 1. Serum levels of loracarbef following 200 mg p.o. after meal.
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Renal failure No. 0~2h 2-4h | 4~6h 6~8h 8~12h 12~14 h 24~48 h 0~48 h
1 35.4 415 15.9 6.7 33 1.0 1.2 104.9
Sieh 5 328 345 13.0 3.9 1.3 1.1 1.3 87.7
gmfp'A 6 12.5 10.4 218 10.0 43 1.7 1.3 91.8
mean 26.9 38.8 16.9 6.9 3.0 1.3 1.3 948
+SD 15.8 3.8 45 3.1 15 0.4 0.1 9.0
2 8.8 36.4 22.7 12.9 8.8 6.2 1.9 97.7
3 24.6 38.0 175 8.8 6.5 1.9 1.3 98.6
Moderaée 4 0.2 39.5 30.8 13.7 10.2 16 1.4 100.4
group 7 12.6 20.7 24.9 8.9 6.7 2.0 13 77.0
mean 11.6 33.7 24.0 1.1 8.1 3.7 15 93.4
+SD 10.1 8.7 55 2.6 18 2.1 03 11.0

Fig. 2. Urinary excretion of loracarbef following 200 mg p.o. after meal.
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Table 1. Clinical summary of complicated UTI patients treated with loracarbef

) Diagnosis Treatment Bacteriuria* Evaluation**
Patient ———>——— |Catheter| UTI ilo e Side
0. Age(Sex Unden.'lymg (route) [group dose e duration|Symptoms* |Pyuria wedies  lount MIC ot | D lefects Remarks
condition (mg/day) (days) pe 10 .
CCp 4| P. aeruginosa_| 10° [>200
1 |60 M R pr— (=) |1G-3]200x3[po.| 5 [— + \Pseudomonas so. . 105 [>200 poor | poor | —
cce _t | _E. faecium | 105 |>200
2n M prostatic hypertrophy ) |64 200x3 |po.} 5 + E. faocium | 105 |>200 poor 1 poor | =
ocP g | Frpubda 1y 20
3 [ M[——————| (= |[G6[200x3|po.| 5 |——— |—— F. odoratum >200 poor | poor | —
ureteral stone t || ==
P. aeruginosa | 105 |>200
E. coli 0.78
S. saprophyticus | 10* | 12.5
CCC + CNS 0.78
4 |48(F biadder tomor (=) | G-6]200x3([p.o.| 5 " C e Freundii — %moderatc good | — | plit.!
E. faecium |<10% 50
E. faecalis 6.25
A. calcoacetious 50
cce . E. cloacae |10 |>200
5 [9(M|—————| (=) [G6[200x3[po.| 5 |—|— NFR >200|moderate| good | —
prostatic hypertrophy - | —_— — |2
K. oxytoca <108 1.56
E. cloacae 200
cce . E. faecalis 105 >200
6 [R2|M|————| (=) |[G-6[200x3[po.| 5 |———|—|S. saprophyticus 1.56 |excellent [excellent| —
prostatic cancer - —T F T
CCP + E. coli 108
7 [T2({F —reteral Stone (=) |G-3]200x3{p.o.| 5 = ol excellent |excellent| —
CCC + CNS 10* [1.56
8 |14|M (S — (=) |G4]200x3|p.o.| 5 — =) el excellent jexcellent| —
CCC + F. odoratum | 10° | 50 .
v prostatic hypertrophy () | G4 20x31po.| 5 = | F. odoratum | 105 [>200 poor | far | —
ocp R S S ) 1 bR
10 {71 M e pr— (=) |G6]200x3|po.| 5 |—— - E.j’aeca!ts 105 200 | poor | far | —
E. coli 1.56
cce | K. peumoniae | 107 | 0.39
11 |59 |M “Seurogenic biadder (=) |G4(200x3(po.| 5 |— |— . haemolyius | 13 | 1 moderate| good | —
cee _# | P.aeruginosa [10%| [
12 |64 (F romal stone (=) [G-3]200x3|po.| 5 mal — a7 moderate| good | —

CCP: chronic complicated pyelonephritis
CCC: chronic complicated cystitis

CNS: coagulase-negative Staphylococcus
NFR: glucose non-fermentative gram-negative rod

« before treatment
after treatment

+s UTL: criteria proposed by the Japanese UTI Committee
Dr.: Dr.’s evaluation
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Table 2. Overall clinical efficacy of loracarbef in complicated UTI

(200 mg x 3/day, 5-day treatment)

. Pyuria Cleared Decreased Unchanged Effect. on
Bacteriuria bacteriuria
Eliminated 3 3 (25%)
Decreased 2 2 (17%)
Replaced 2 2 4 (33%)
Unchanged 1 2 3 (25%)
Effect on pyuria 8 (67%) 0 (0%) 4 (33%) patle?; total
[ Excellent 3 (25%)
overall efficacy rate

[: Moderate 4 7112 (58%)

l | Poor (including failure) 5

Bacteriological response

Total no. of strains Eradicated Persisted*
18 13 (72%) 5
* regardless of bacterial count
Table 3. Overall clinical efficacy of loracarbef classified by the type of infection
No. of patients Overall
Group (Percent of total) Excellent | Moderate | Poor efficacy rate
group 1 (indwelling catheter) (%)
group 2 (post-prostatectomy) (%)
Monomicrobial
infection group 3 (upper UTI) 2 (17%) 1 2
group 4 (lower UTI) 5 (42%) 1 2 2
sub-total 7 (58%) 2 2 4
group 5 (indwelling catheter) (%)
Polymicrobial ] 3
infection group 6 (no indwelling catheter) 5 (42%) 1 2 1
sub-total 5 (42%) 1 2 1
Total 12 (100%) 3 4 5 58%
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Table 4. Bacteriological response to loracarbef in complicated UTI
Isolate No. of strains Eradicated ( %) Persisted*
Staphylococcus saprophyticus 2 2
CNS 3 3
Enterococcus faecalis 1 1
Enterococcus faecium 1 1
Escherichia coli 2 2
Kilebsiella pneumoniae 1 1
Enterobacter cloacae 1 1
Pseudomonas aeruginosa 2 1 1
Pseudomonas putida 1 1
NFR 1 1
Acinetobacter calcoaceticus 1 1
Flabovacterium odoratum 2 1 1
Total 18 13 (72%) 5

CNS: coagulase-negative Staphylococcus  NFR: glucose non-fermentative gram-negative rod

* regardless of bacterial count

Table 5. Strains* appearing after loracarbef treatment in complicated UTI

Isolate No. of strains

Staphylococcus haemolyticus 1
Enterococcus faecalis 2
Enterococcus faecium 1
Escherichia coli 1
Klebsiella oxytoca 1
Citrobacter freundii 1
Pseudomonas aeruginosa 1
Pseudomonas sp. 1
Total 9

No. of patients in whom strains appeared 6/12

Total no. of patients evaluated (50%)

* regardless of bacterial count

FKARIDL ) HRBERTAAAOFHEEERS
2BV BIRNBHRE & PR ERBEGLAE (23t T A BRIR AR & %2
EHIZOVWTRIFE B I o 72, BHREEES O+
EEIE, 5~8ug/mIDEWVIIHIRE R L, BHGEK
TOREIZE DL 2V, Tmax, T DEER, Cmax,

AUCOEER R L7 F72, IRPEADOHEM S RIFT
R LML LB R R L, CNODORELD,

AR DOIRGIIEREICEE L RS ERILETH
D, BEBHREREZTIIRE AL FFICIEIE
hEFEREECIRIA2RANRGFELTHA IS
Zbhiz,

BarRIIRET Cit, 4B L Lm0 3~TRiHl
MEVE PR B8 RS CRA BT ILI58% T o 1o Invit
rDBEID HCCLE [B%, 72250 MENTHAS



Loracarbef DEEBERN), BEFRAIRRET

voL.41 S-3

327

Zb, BHRERELS (RDLIE, BLIUOWRHRE
NEFEEYERT H L RVBMAT, KbhPhtAT R T

activity of KT3777, a new orally active car-
bacephem. J Antibiotics 42: 1844~1853, 1989

BWRPBEYRBLICEREEDbNS, 12, Bk 2) Cao C, Chin N X and Neu H C: In-vitro activity
BPRBEL PRGBS RO ONID and f-lactamase stability of LY163892. ] Anti-
PhHOT, REDEHNREREZRLL, IThH0 microb Chemother 22: 155~165, 1988
ZENOBRIED L P EIE OB R BRI 12 3) Matsukuma I, Yoshiiye S, Mochida K, Hashimo-
HLTOAEMTHAH) L Bbhs, 7, BWEHTIX to Y, Sato K, Okachi R and Hirata T: Synthesis
BMEMIZIIFICROT, BRRELIZCBWTLEE and biological evaluation of 3- chloro- 1- car-
DM/MERV DRD NI DAT, RELERTH S bacephem compounds. Chem Pharm Bull 37:
LEZOLNA, 1239~1244, 1989

X 13 4) UTIFRS(RER KBIEFK) | UTIZER 2

1) Sato K, Okachi R, Matsukuma I, Mochida K and
Hirata T: In wvitro and in wvivo antibacterial

# (% 3 ML), Chemotherapy 34: 408 ~ 441,
1986

Fundamental and clinical studies on loracarbef

Shogo Ueda, Kei Matsuoka and Shinshi Noda
Department of Urology, Kurume University School of Medicine
67 Asahimachi, Kurume 830, Japan

Loracarbef (LCBF), a new carbacephem antibiotics, was studied for its pharmacokinetics in
patients with renal dysfunction, and its clinical efficacy and safety in the treatment of chronic
urinary tract infection. The following results were obtained.

1) Serum and urinary concentrations of LCBF were measured in 7 patients with renal
dysfunction after administration of 200mg of LCBF after meals. Tmax, Cmax, AUCg.o44, T;,2 and
the 0~48 hours urinary excretion rate were 1.7+0.5 h, 7.5+ 0.6 .g/ml, 26.2+4.8 ng-h/ml, 1.7
+0.3 h,94.84+9.0% in 3 patients with slight renal dysfunction, 2.3+1.2 h, 8.5+ 1.1 xg/ml, 41.4
+10.2 pg-h/ml, 25+0.9 h and 93.4+11.0% in 4 patients with moderate renal dysfunction,
respectively.

2) The response to LCBF treatment was clinically evaluated by the attending doctors as
excellent in 3 cases, good in 4, fair in 2 and poor in 3 cases. According to the Japanese UTI
Committee’s criteria, it was evaluated as excellent in 3, moderate in 4 and poor in 5 cases, the
overall efficacy rate being 58%. No side effects were observed. Slight thrombocytopenia was
observed in 1 case.



