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

Organisms Dru MIC (ug/mi)
(no. of strains) 8 range 50% 90%
Methicillin-sensitive loracarbef 0.39~50< 1.56 50
S. aureus (30) cefaclor 0.78~50< 3.13 50
cefixime 6.25~50< 12.5 50
cefotiam 0.39~3.13 0.78 3.13
amoxicillin 0.10~50< 1.56 50
Methicillin-resistant loracarbef 3.13~50< 50.0 50<
S. aureus (30) cefaclor 3.13~50< 50.0 50<
cefixime 6.25~50< 50< 50<
cefotiam 0.78~50< 3.13 50<
amoxicillin 0.78~50< 25.0 50<
S. epidermidis (30) loracarbef 1.56~50< 25.0 50<
cefaclor 0.78~50< 25.0 50<
cefixime 3.13~50< 50< 50<
cefotiam 0.78~6.25 1.56 3.13
amoxicillin 1.56~50< 12.5 50
S. pyogenes (30) loracarbef 0.05~0.2 0.10 0.10
cefaclor 0.05~0.39 0.10 0.20
cefixime =<0.025~0.10 0.10 0.10
cefotiam 0.05~0.20 0.05 0.10
amoxicillin =0.025 =0.025 =0.025
S. pneumoniae (30) loracarbef 0.10~3.13 0.78 1.56
cefaclor 0.10~1.56 0.39 0.78
cefixime =0.025~3.13 0.20 1.56
cefotiam 0.05~0.20 0.10 0.20
amoxicillin =0.025~0.10 =0.025 0.10
E. faecalis (30) loracarbef 25~50< 50 50<
cefaclor 25~50< 50 50<
cefixime 0.39~50< 50< 50<
cefotiam 12.5~50< 50 50<
amoxicillin 0.20~0.78 0.78 0.78
M. catarrhalis (30) loracarbef 0.05~25 0.78 3.13
cefaclor 0.20~50 0.78 3.13
cefixime =0.025~0.78 0.20 0.39
cefotiam 0.20~6.25 0.78 0.78
amoxicillin =0.025~25 0.78 6.25
E. coli (30) loracarbef 0.20~50 0.39 1.56
cefaclor 0.39~100< 0.78 6.25
cefixime =0.05~25 0.20 0.78
cefotiam =0.05~6.25 =0.05 0.20
amoxicillin 0.78~100< 3.13 100<
H. influenzae (30) loracarbef 0.78~25 1.56 6.25
cefaclor 1.56~25 3.13 6.25
cefixime =0.025~0.10 0.05 0.05
cefotiam 0.39~6.25 0.78 1.56
amoxicillin 0.39~50< 0.39 50
K. pneumoniae (30) loracarbef 0.39~6.25 0.78 1.56
cefaclor 0.78~6.25 0.78 3.13
cefixime =<0.05~0.20 <0.05 0.10
cefotiam 0.10~0.39 0.10 0.20
amoxicillin 12.5~100< 100 100<
P. aeruginosa (59) loracarbef 100< 100< 100<
cefaclor '100< 100< 100<
cefixime 3.13~100< 50 100<
cefotiam 50~100< 100< 100<
amoxicillin 3.13~100< 100< 100<
P. mirabilis (30) loracarbef 0.39~3.13 1.56 3.13
cefaclor 0.39~1.56 1.56 1.56
cefixime =0.05 =0.05 =0.05
cefotiam =0.05~0.39 0.20 0.20
amoxicillin 0.39~1.56 0.78 0.78
A. anitratus (30) loracarbef 6.25~100< 12.5 100
cefaclor 25~100< 50 100<
cefixime 3.13~100< 12.5 25
cefotiam 12.5~100< 50 100<
amoxicillin 6.25~100< 12.5 50
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Case 1. 39 yr, M, 42.5 kg Case 2. F.
(ml) 200 mg p.o. (30 min. after meal) 400 mg p.o. DPB
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Fig. 1. Sputum and serum levels of loracarbef.
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Table 2. Summary of patients treated with loracarbef

Case | Age, . . Dose . . o
no. | Sex Diagnosis (ays) Isolated organism BT WBC CRP ESR| Efficacy® |Side effects
normal flora 39.4 10100 14.4 20
1| % | pneumonia 2°°(;';‘§ x3 ! Lo 1 Lo &)
not tested 36.7 6900 <0.3
3, ) 200 mgx 3 S. pneumonsae, H. influenzae| 38.5 7100 75 50 stomach
2 M pneumonia 7 ! 1 ) ! ! (+) discomfort
=) 36.7 7800 <0.3 7
normal flora 37.2 6200 0.36(+)
3 43' pneumonia 200(;?) x3 ! ) 1 I () (=)
normal flora 37.0 6300 0.07(-)
not tested 374 9000 59 (4+) 55
4 :331 pneumonia 200("3 x3 1 ) ! ! ! (=) )
S. preumoniae 37.5 13600 13.17(6+) 74
H. influenzae © 1378 7500 0.90(1+) 11
e O : R Lo W )
(=) 36.0 4300 0.07(-)
P. aeruginosa 36.1 3500 0.83(1+) 36
6 3:1' pneumonia 200(";8) x3 1 ! ! ! ! (+) (=)
P. aeruginosa, M. catarrhalis| 35.3 5700 0.21(+) 22
S. pneumoniae 37.3 10700 4.36(4+) 40 .
7 7]31 Chronic bronchitis 200(;114g) x2 i i ! i i () 5;:(5 ';‘;%
normal flora 36.6 7700 0.25(-) 43
normal flora 37.0 7000 4.0 105
8 7&' chronic bronchitis 4°°(m7‘§‘3 L Lo l ! ) )
normal flora 36.7 6300 0.93 81
H. influenzae 36.1 5500 39
9 |y [chronic broncits |20 1 * ! [ L N ) “
H. influenzae 36.5 5600 0.76(1+) 25
H. influenzae 385 7100 7.84(6+) 106
10 6:' bronchiectasis "00(";‘) x3 ! Vo I Lo &)
H. influenzae 37.4 10200 <0.25(-) 82
S. pneumoniae <37 6200 0.59(+)
11 7]3' bronchiectasis 400(m7g) x2 ) ] ) ! (#) =)
H. influenzae <37 5900 0.27(-)
S. aureus 36.8 6000 1.58(2+)
12 3:' bronchiectasis 200("?) x3 s 1 ! i ! ) =)
normal flora 36.4 5400 0.16(-) 7
normal flora 36.8 7600 1.11 8
13 4;' bronchiectasis 200(rr18g) x3 i ) ! i ) ) =)
normal flora 35.6 7600 0.33
S. pneumoniae 37.6 5800 13.6 73
14 7,5‘1 pneumonia 400("“3 x3 ! Lo ! ! |unevaluable| (<)
not tested 37.1 6000 13.2 56
P. aeruginosa 39.0 9300
15 6;' pneumonia 400(";“) x2 1) 1 1 ) i (=) =)
P. aeruginosa 38.5 8300 20.9 140
H. influenzae 37.0 8800 1.242+) 60
16 7;‘ chronic bronchitis 400("% x2 ! ] ! i ! () =)
H. influenzae 36.7 4600 <0.28(-) 52
S. pneumoniae 37.8 3700 5.8
17 7;[’ chronic bronchitis 400(;?) x3 i i i i (+#) =)
S. pneumontae 36.7 4100 2.2
normal flora 37.3 4000 0.1 38
18 | 5% {chronic bronchts| “*° X2 ! Vo I [ S “
not tested 37.2 4600 0.3 15
M. catarrhalis 376 6600 12.3(6+) 128
19| "% |chroric bronchits 400(";‘)"2 ! Lo 1 S -
M. catarrhalis 372 8600 7.2(6+) 147
S. aureus, S. pneumoniae | 37.1 7700 2.25 50
20 | "% | bronchiectasis 400("‘7‘§ x2 I Lo ! Vo (&)
normal flora 36.9 7300 4.64 57
S. pneumoniae 39.0 14400 2.46
a | % e |0 mex? ! R ! @ &)
S. pneumoniae 36.6 13600 1.49

DPB: diffuse panbronchiolitis ~ * (#): excellent ~ (#): good  (+): fair  (—): poor
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Table 3. Clinical efficacy of loracarbef
Diagnosis Excellent Good Fair Poor Unevaluable Total
Pneumonia 4 1 2 1 8
Chronic bronchitis 4 1 2 7
Bronchiectasis 4 1 5
DPB 1 1
Total 13 3 4 1 21
DPB: diffuse panbronchiolitis  Efficacy rate: 13/20=65%
Table 4. Bacteriological efficacy of loracarbef
No. of strains Eradicated Persisted Changed
S. pneumoniae 5 3 1 1
S. aureus 2 2
H. influenzae 5 2 3
M. catarrhalis 1 1
P. aeruginosa 2 2
Total 15 7 7 1

Eradication rate: 7+1/15 (53.3%)
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Laboratory and clinical studies of loracarbef

Kotaro Mitsutake, Yuko Yoshitomi, Yoshitsugu Miyazaki, Haruko Matsuda,
Yasuhito Higashiyama, Shigefumi Maesaki, Masanori Iwamoto, Kenichi Tanaka,
Hironobu Koga, Shigeru Kohno and Kohei Hara
The Second Department of Internal Medicine, Nagasaki University School of Medicine
12-4 Sakamoto-machi, Nagasaki 852, Japan

Chikako Mochida, Kazuyuki Sugawara and Mitsuo Kaku
Clinical Laboratory, Nagasaki University Hospital

Tohru Morikawa, Yuichi Inoue, Naofumi Suyama, Kouichi Watanabe,
Kiyo Fujita, Tetsuro Kanda and Masao Nakatomi
Hospitals Affiliated with Nagasaki University

A newly developed oral carbacephem, loracarbef (LCBF ), was evaluated in vitro and in vivo in
comparison with cefaclor (CCL), cefixime, cefotiam and amoxicillin. The results were as follows.

1. Antimicrobial activity: Minimal inhibitory concentrations (MICs) against 419 clinical
isolates including 12 different species were determined by the microbroth dilution method. LCBF
showed good antimicrobial activity against gram-positive and -negative bacteria except
methicillin-resistant Staphylococcus aureus, Enterococcus faecalis, Pseudomonas aeruginosa and
Acinetobacter anitratus. The MICs of LCBF were almost the same as those of the first-generation
oral cephem, CCL.

2. LCBF concentration in plasma and sputum: Two patients with diffuse panbronchiolitis were
given 200 mg or 400 mg of LCBF orally, and its concentrations in plasma and sputum were
measured at intervals using HPLC. The peak concentrations of LCBF in the serum and sputum of a
patient administered 200 mg were 8.34 and 0.47 pg/ml, respectively, and those of a patient
administered 400 mg were 16.1 and 0.36 xg/ml, respectively. From these data, it was suggested
that LCBF had good penetration into the blood and lung.

3. Clinical efficacy and adverse reaction: Twenty-one patients with respiratory tract
infections were treated with LCBF, and the overall efficacy rate was 65% (good in 13, fair in 3,
poor in 4, not evaluable in 1). Stomach discomfort was observed as a side effect.



